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2 SYNOPSIS 

Name of sponsor: 
Roche Pharma AG 

Grenzach-Wyhlen 

Individual Study Table Referring to Part 
of the Dossier 

 

(For National Authority Use Only) 

Name of finished product: 

MabThera® 
Volume:  

Name of active ingredient: 

Rituximab 
Page:  

Reference to the according CSR: 

CSR_ML22283_RIM NIS_Final version 1.0 dated 08-Jul-2015 

Date of synopsis: 

08-Jul-2015 

 

Title of study: 

RIM - Rituximab in Maintenance 

Study number ML22283 EudraCT number not applicable 

Investigators: 

Scientific director:  
 

A total of 138 sites in this study – a list of physicians (who agreed with publication) and study sites is given in 
Appendix 16.2. 

Study sites: 

All 138 study sites were located in Germany 

Publication (reference): Not applicable 

 

Studied period: 

 

 

Date of first patient in (first ICF signed): 17-Sep-2009 

Date of last patient completed: 30-Jun-2014 

Clinical study phase: 

Non-interventional Study (NIS) 

Objectives: 

Primary objective:  

 To examine therapeutic efficiency of MabThera® maintenance therapy in follicular lymphoma in daily 
routine, measured by 2-years-progression-free-survival rate (2-y-PFS rate) 

 

Secondary objectives: 

 To record treatment schedules and handling procedures of MabThera® in clinical routine 

 To describe the adverse event profile of MabThera® in maintenance therapy of follicular lymphoma in 
routine practice 

Methodology (design of study): 

Patients suffering from previously untreated, relapsed or refractory CD-20 positive follicular lymphoma, requiring a 
drug treatment as part of the therapy procedure were selected for this non-interventional study to investigate the 
therapeutic efficiency, safety and treatment regimens of MabThera® maintenance therapy in daily routine. 

Physicians were free in their therapeutic and diagnostic decisions to perform a MabThera® maintenance therapy in 
patients that responded (complete or partial response) to a Mabthera®-containing induction therapy. All appointments 
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were chosen individually, i.e. the present study did not affect the individual treatment procedure. However the 
contributing physicians were asked to document their decisions made and measures taken in an eCRF. 

The individual duration of documentation of each patient lasted approximately two years (recommended and usual 
duration of the MabThera® maintenance therapy). 

Number of patients planned: 

A total sample size of 500 patients and a share of about 20% of censored observations before the end of two years 
(i.e. leaving the study before the scheduled observation end without progress) was estimated that allowed the 
estimation of an expected rate of 75% progression-free survival (PFS) with a precision of ±4.2% using a symmetric 
95% confidence interval. The planned sample size of 500 patients was expected to be divided as follows 

- 300 first-line patients 

- 200 relapsed / refractory patients 

The expected subgroup distribution between previously untreated patients and relapsed / refractory patients let to the 
following statistical assumption: The intended sample size of 300 previously untreated patients allowed the estimation 
of an expected rate of 80% PFS with a precision of ±5.1% using a symmetric 95% confidence interval. The intended 
sample size of 200 relapsed or refractory patients allowed the estimation of an expected rate of 70% PFS with a 
precision of ±7.1% using a symmetric 95% confidence interval. 

Number of patients analyzed: 

Analysis Set N % of total enrolled % per subgroup 

Enrolled patients 505 100 --- 

Screen failure 15 3.0 --- 

Safety Set Overall (SSO)
 1
 490 97.0 --- 

Therapy line not reported 1 0.2 --- 

Safety Set I (SS I) 
1
:  

first-line patients 
312 61.8 100 

Safety Set II (SS II)
 1
: 

relapsed / refractory patients 
177 35.0 100 

(reduced) Safety Set Overall (rSSO) 
2
: 

only patients with adequate completion 
of documentation = primary data lock 

483 95.6 --- 

(reduced) Safety Set I (rSS I) 
2
: 

first-line patients with primary 
data lock only 

310 61.4 99.4 

(reduced) Safety Set II (rSS II) 
2
: 

relapsed / refractory patients 
with primary data lock only 

173 34.3 97.7 

Efficiency Population I (EFF I; first-
patients) 

305 60.4 97.8 

Efficiency Population II (EFF II; 
relapsed / refractory patients) 

172 34.1 97.2 

1: Analyses of adverse event data are based on this set 

2: Analyses of other safety and baseline data are based on this set, excluding patients for whom documentation 
in the eCRF was not adequately locked. 

 

Diagnosis and main criteria for inclusion: 

Based on the individual decision of the attending physician to perform a MabThera® maintenance therapy after 
responding to MabThera®-containing induction therapy, patients from the overall patient population suffering from 
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previously untreated, relapsed or refractory CD 20-positive follicular lymphoma who required a drug treatment as part 
of the therapy procedure were selected for this NIS. 

 

Main criteria for inclusion:  

Patients: 

- age over 18 years 

- previously untreated, relapsed or refractory CD 20-positive follicular lymphoma 

- responding to MabThera®-containing induction therapy (CR or PR) 

- to receive MabThera® maintenance therapy (decision taken by doctor prior to and independent of this non-
interventional study) 

- informed consent 

- no ineligibility for MabThera® according to the SmPC 

Centers: 

should have experience in treating hematological patients and will be selected by Roche field force 

Test products: Rituximab 

Dose: As prescribed by the physician 

Route of administration: Intravenous 

Batch numbers: Not applicable 

Duration of treatment: Regular and maximum observation time for each individual patient was 2 years. 

Reference therapy: Not applicable 

Criteria for evaluation: 

Effectiveness variables: 

Primary variable 

 Rate of progression-free survival (PFS) after 2 years 

Secondary variables 

 Rate of overall survival (OS) after 2 years 

 Tumor status at the end of study 

 Best overall response 

 Initiation of a new therapy 

Safety variables: 

 Adverse events 

 Laboratory values 

Other variables: 

 Demographics 

 Tumor characteristics 

 Induction therapy preceded to the maintenance therapy 

 Lines of therapy 

 Type of therapy in the treatment line, which preceded the current induction therapy (for patients with 
relapsed / refractory lymphoma) 

 Planned maintenance therapy (number of cycles planned, planned interval of cycles and planned dose of 
MabThera®) 

 

Statistical methods: 

The study aimed to investigate the effectiveness of MabThera® maintenance therapy, their application modalities and 
its safety profile in daily routine practice. 

All parameters were evaluated in an explorative or descriptive manner. 

Analysis sets were defined as follows: 

- EFF I: All first-line patients who received at least one dose of MabThera® during the maintenance therapy 
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are included in this analysis set when at least one tumor assessment was performed after first dose (cycle 1) 

- EFF II: All patients with relapsed / refractory disease who received at least one dose of MabThera® during 
the maintenance therapy are included in this analysis set when at least one tumor assessment was 
performed after first dose (cycle 1) 

- SS I: The safety set includes all first-line patients who received at least one dose of MabThera® during the 
maintenance therapy (beginning with cycle 1) 

- SS II: The safety set includes all patients with relapsed / refractory disease who received at least one dose 
of MabThera® during the maintenance therapy (beginning with cycle 1) 

- SS O: The safety set includes all patients who received at least one dose of MabThera® during the 
maintenance therapy (beginning with cycle 1) 

Efficiency variables were analyzed primarily for the EFF I and EFF II. In case the therapy line was not known or could 
not be derived from other study data, patients were not part of the analysis populations SS I, SS II, EFF I, EFF II. 

PFS and OS after 2 years as main efficiency variables were analyzed by means of Kaplan-Meier methods. The 
Kaplan-Meier estimates are presented along with its two-sided 95% confidence intervals (using Greenwood’s 
standard error estimate). In addition Kaplan-Meier curves are presented. 

The impact of potential risk factors and therapy modalities on PFS and OS was assessed using a multivariate Cox-
regression for quantitative prognostic factors. The resulting analysis results and p-values are to be regarded as 
descriptive only. 

In general continuous characteristics are presented together with the number of observations, the mean, standard 
deviation, minimum, median and maximum (descriptive statistics). Categorical characteristics are presented with 
absolute and relative frequencies within the individual categories. 

The calculation of percentages for patients with adverse events was based on the total number of patients in the 
corresponding Safety Set SS O, SS I or SS II. The analyses of other safety and baseline data were based on the 
respective Safety Sets reduced by those patients, for whom documentation in the eCRF was not closed adequately 
(missing primary data lock). 

Summary and Conclusions: 

Baseline Characteristics: 

In total 490 patients (45% male, mean age 63 years) suffering from follicular lymphoma received at least one cycle of 
MabThera® maintenance therapy. 312 of these patients were previously untreated, who received MabThera® as 
first-line therapy. 177 patients were included at relapse. 

The majority of patients in both subsets had Grade 1 or 2 FL, with 80.7% of the first-line patients and 82.1% of all 
relapsed / refractory patients, mainly with Ann-Arbor Stage III or IV in 78.4%, respectively 71.7%. ECOG performance 
status ≤1 at baseline was observed in 97.1% of the first-line patients, respectively in 96.0% of the relapsed / 
refractory patients. Median disease duration at start of the maintenance therapy was 9.5 months for the first-line 
patients and 59.2 months for patients included at relapse. 

 

Previous and current therapy-line: 

Most of the relapsed / refractory patients were included with 2 previous therapy lines with a median duration of 4.47 
months. The CHOP protocol was the most frequently used CT regimen in previous therapy lines, applied to 43.9% of 
patients, followed by the Bendamustine protocol applied to 21.4% of all relapsed / refractory patients. All other CT 
regimens were applied in less than 5% of all patients and approximately one third of the patients received 
radiotherapy. 

During the last previous therapy line MabThera® was already administered in 72.8% of all patients included in this 
NIS. The mean number of MabThera® cycles accounted to 6.2 during previous induction therapy and to 2.5 during 
previous maintenance therapy, with a mean total MabThera® dose of 2654 mg/m

2
. As ranges for each of these 

parameters included the value of ‘0’ in any case, indicating some inconsistencies in the data reported, these data 
should therefore be regarded with care. 

The last previous therapy resulted in complete and partial responses (CR and PR) in 46.2% and 41.6% of all 
relapsed / refractory patients, respectively. Disease progression was seen in 5.2% of all relapsed / refractory patients. 

During the current therapy, induction treatment was administered over a median of 4.87 months and comprised of 
one line of CT in the majority of patients (97.7% of the first-line and 87.9% of the relapsed / refractory patients), which 
included a median of 6 MabThera® cycles. 

In contrast to the previous lines of therapy, the most frequently used current induction regimens were Bendamustine 
(62.6% of first-line and 67.1% of relapsed / refractory patients) and CHOP (32.6% and 11.0%, respectively), leading 
to CR in 47.7% and 42.8% of first-line and relapsed / refractory patients, respectively. 
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Corresponding to the recommendations given in the SmPC, the median number of MabThera® cycles planned to be 
administered during the current maintenance therapy was 12 cycles for first-line patients (ranging between 4 and 16 
cycles) and 8 cycles for relapsed / refractory patients (ranging between 2 and 16 cycles), corresponding to a cycle 
interval of 2 months (range 1-4 months), respectively 3 months (range 1-3 months). 

In close correlation to the planned number and intervals of MabThera® cycles, the realized ones were a median of 11 
cycles at a median interval of 2.02 months for the first-line subset and 8 cycles at an interval of 2.86 months for the 
relapsed / refractory subset, with a median duration of maintenance therapy of 20.8 months, respectively of 19.5 
months. Cycle delays of more than 2 weeks compared to the planned interval occurred in 31% of the first-line 
patients and a higher percentage of patients (46.2%) in the relapsed / refractory subset. Interruption of maintenance 
therapy with specified reason for interruption was reported for very few cases only, accounting to 1.3% of the first-line 
patients, respectively to 2.3% in the relapsed / refractory subset. 

Corresponding to the planned MabThera® dose (first-line patients: 375 mg/m
2
; range: 325-660 mg/m

2
; relapsed / 

refractory patients: 375 mg/m
2
; range: 315-500 mg/m

2
), the median dose of 375 mg/m

2
 administered per cycle 

(ranging between 325 and 810 mg/m
2
 in first-line patients, and between 187 and 770 mg/m

2
 in the relapsed / 

refractory subset, respectively) remained almost stable during the entire study period, without obvious differences 
between cycles. As reported doses highly above 375 mg/m

2
 seems to be implausible, it cannot be excluded that 

these doses did not reflect the dose per m
2
 BSA, but the total dose (mg) that was applied. 

The median duration of infusion in the first-line patients ranged between 3 and 5 h, without any obvious differences 
with regard to different cycles. For the subset of relapsed / refractory patients the median duration of infusion ranged 
between 2.5 to 4.0, and was therefore lower than in the first-line patients, but again without any obvious differences 
between single therapy cycles. 

In summary, MabThera® maintenance therapy of FL in daily routine mainly followed the recommendations given in 
the SmPC. 

 

Summary of Effectiveness: 

The rate of PFS at 2 years-follow up (primary efficiency variable) was estimated to 88.29% (95% CI 83.97-92.59) for 
the first-line patients and to a value of 76.03% (95% CI 68.79-83.28) for relapsed / refractory patients. The rate of 
overall survival (OS) after 2 years assessed as a secondary efficiency variable was estimated to 96.89% (95% CI 
94.69-99.09) for the first-line patients and a value of 95.44% (95% CI 91.81-99.07) for relapsed / refractory patients. 

Regarding the outcome of MabThera® maintenance therapy in follicular lymphoma in daily routine, 91.5% (95% CI: 
83.3-94.6) of all first-line patients and 81.4% (95% CI: 75.6-87.2) of relapsed / refractory patients responded to the 
maintenance therapy with regard to the tumor status (including CR, PR and SD) at the end of the maintenance 
therapy. PD occurred in 26 (29) of all first-line patients and in 32 (34) of all relapsed/refractory patients, 
corresponding to 8.5% (9.5%), respectively to 18.6% (19.6%) depending on the source which was taken to determine 
the occurrence of PD. 

Nonetheless regarding the best overall response almost all patients in both of the subsets analyzed, had a benefit 
from MabThera® maintenance therapy, with 98.4% (95% CI: 96.9-99.8) of the first-line patients and 96.5% (95% CI: 
93.8-99.3) of the relapsed / refractory patients, reaching a level of CR, PR or SD during the course of the 
maintenance therapy. 

Overall the results obtained in this NIS are mainly in line with those obtained under controlled conditions in clinical 
trials, indicating a survival benefit for almost all patients who received MabThera® containing induction followed by 
MabThera® maintenance therapy under every day conditions. 

Additional subgroup analyses (male vs. female, age < 75 years vs ≥ 75 years and initial Ann-Arbor stage I/II vs. Ann-
Arbor stage III/IV), indicated a possibly higher therapeutic efficiency for female patients, for patients aged < 75 years 
and for patients with initial Ann-Arbor stage I/II. But for almost all of these analyses there was an overlap between 
95% CIs, mainly due to the fact, that only small numbers of patients presenting related events were available for 
these analyses. Hence corresponding results are to be interpreted with caution. 

The same holds true for the multivariate COX-regression analyses performed to assess the impact of these potential 
risk factors and therapy modalities on PFS and OS. None of these analyses provided clear evidence that one of the 
factors analyzed or a combination of different factors should be regarded as being a suitable prognostic factor for 
PFS in both of the subsets. Only age might be regarded as a suitable prognostic factor for first-line patients with 
regard to the overall survival (p-values <0.05). 

 

Summary of Safety: 

Overall, 560 adverse events (AEs) were documented for 154 patients (31.4%). 

269 AEs (48% of all AEs) were documented for 84 patients (26.9%) of the first-line patients, with an incidence of 0.86 
events per patient. Of those 76 AEs in 33 patients (10.6%) were regarded as related to MabThera® (i.e. adverse drug 
reactions (ADRs)). In total 76 SAEs were reported in overall 35 patients (11.2%). Thereof 15 SAEs in 10 patients 
(3.2%) were assessed as related to MabThera® (serious adverse drug reactions (SADRs)). During the study there 
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were 8 cases of death (2.6%). 

Regarding the relapsed / refractory subset, a total of 290 AEs were observed in 69 patients (39.0%), corresponding 
to an incidence of 1.63 events per patient, which is substantially higher than in the subset of first-line patients. 125 of 
all AEs in 33 patients (18.6%) were assessed as ADRs. For 39 patients (22.0%) a total of 102 SAEs were reported 
and 48 of these events were assessed as SADRs in overall 16 patients (9.0%). Death was reported for a total of 7 
relapsed / refractory patients (4.0%). 

One further death case, resulting in a total of 16 death cases (3.3% of the whole study population) was reported in 
one patient for whom the therapy-line was not known. For 6 of these patients multiple reasons were provided as 
cause of death, without specifying a primary reason. Follicular lymphoma as underlying disease was the leading 
cause of death in a total of 9 cases followed by infections of various origins (e.g. ‘sepsis’ and ‘pneumonia’) and 
respiratory diseases (e.g. ‘pleural fibrosis’) in at least 2 cases. For 5 patients (1.0%) cause of death was not further 
specified and death of 4 patients (0.8%) was considered by the investigator as to be ‘related’ to MabThera®. Of these 
4 related deaths, 2 cases had their origin in infections, one was of respiratory nature and one case was not further 
specified. The causality for these ‘related’ SAEs was not justified in detail and therefore, should be considered 
critically, especially in the light of the increased co-morbidity in this patient population, and thus, strongly increased 
all-cause mortality. 

During the course of the study 2 patients (each one of the first-line subset and one of the relapsed / refractory subset) 
became pregnant, one of these leading to spontaneous abortion. 

On MedDRA SOC level and irrespective of the patient subset the most frequent AEs were classified as ‘infections 
and infestations’ in 12.2% of all patients, ‘blood and lymphatic system disorders’ (10.2%) and ‘general disorders and 
administration site conditions’ (9.8%). The most frequent AEs on MedDRA PT level were ‘leukopenia’ in 8.6% of all 
patients and ‘bacterial infection’ (5.5%), followed by ‘pain’ (3.7%), ‘neutropenia’, ‘pyrexia’, ‘fatigue’, ‘dyspnoe’ and 
diarrhoea’ (2.9%, each), as well as by ‘pneumonia’, ‘blood lactate dehydrogenase increased’, ‘thrombocytopenia’, 
‘cough’, ‘infection’, ‘dizziness’, ‘nausea’, ‘herpes zoster’, ‘viral infection’, and ‘night sweats’, reported for ≤ 2% of all 
patients. 

With regard to AEs assessed as drug related, the most frequent ADRs on MedDRA SOC level were again: ‘infections 
and infestations’ (6.1%), ‘blood and lymphatic system disorders’ (5.9%) and ‘general disorders and administration site 
conditions’ (3.9%). The most frequent AEs assessed as drug related on MedDRA PT level were ‘leukopenia’ (4.9%) 
and ‘bacterial infection’ (2.7%) followed by ‘neutropenia’(2.0%), ‘dyspnoe’ (1.8%), ‘pneumonia’ (1.6%), as well as 
‘fatigue’ and ‘pyrexia’ (1.2% both). 

SAEs were mainly classified as ‘infections and infestations’ (5.9%), ‘general disorders and administration site 
conditions’ (3.9%), ‘blood and lymphatic system disorders’ and ‘neoplasms benign, malignant and unspecified, 
including cysts and polyps’ (3,5%, both), followed by ‘respiratory, thoracic and mediastinal disorders’ (2.7%). Beside 
progression of the underlying disease, the most frequent SAEs as well as the most frequent SADRs on MedDRA PT 
level were ‘leukopenia’ (2.7%/1.6%), ‘pneumonia’ (2.0%/1.6%) and ‘dyspnoe‘ (1.4%/1.0%). 

Only one SAE (‘acute myeloid leukemia’) reported along with AE ‘blast cells present’ both considered as related to 
MabThera® was not previously reported as known side effect of MabThera®. However the causality was not justified 
in detail, especially as both events in the clinical database were assessed as ‘related to other tumor therapy’. With 
regard to the temporal relation between the occurrence of this event and MabThera® maintenance therapy, it might 
be more probable to assume a causal relationship to a previous therapy line, as the patient included at relapse (with 
FL grade 1 and Ann-Arbor stage II at baseline) received MabThera® in combination with CHOP chemotherapy in his 
previous therapy line, whereby ‘acute myeloid leukemia’ is a known side effect for CHOP chemotherapy. 

All in all both subsets of patients presented a comparable pattern of (S)AEs as well as of (S)ADRs, which is mainly 
consistent with the safety profile known for the population examined, including the occurrence of rare cases of severe 
events like e.g. ‘haemophilus sepsis’ (reported for one first-line patient) or ‘hypotension’ (reported for one relapsed / 
refractory patient). Moreover adverse drug reactions found in this study were already known for MabThera® and are 
described in the SmPC of MabThera®. Other known side effects such as e.g. severe cases of infusion-related events 
or allergic hypersensitivity reactions were not observed. 

Even though the pattern of events was comparable between both patient subsets assessed, the (S)AE/(S)ADR 
incidence was remarkable higher in the relapsed / refractory subset than in the first-line patients. As far as available, 
also the percentage of patients with grade 3/4 events (45.3% vs. 23.5%, was higher in the relapsed / refractory 
subset than in the first-line subset. 

This probably indicates that relapsed / refractory patients previously treated with MabThera® have an increased risk 
to develop certain side effects, if compared to the first-line patients who received MabThera® for the first time. No 
such effect was described before. However, the generally reduced health status in the relapsed / refractory subset 
should be taken into consideration also. Therefore an overall more severe co-morbidity in the relapsed / refractory 
subset, possibly associated with prolonged disease duration might have contributed to an overall higher AE 
incidence, even though no obvious differences between both subsets were seen with regard to the pattern and 
frequencies of reported concomitant diseases. 

 



 

Clinical Study Report 
Study no. ML22283 

 

Page 10 of 101 08 Jul 2015 Final Version 1.0 
 

Overall conclusions: 

Overall data from this NIS indicate several shifts in the routine treatment patterns of FL in Germany. These include 
the introduction of standard treatment for advanced stage indolent FL at earlier disease stages, where potentially 
curative radiotherapy is previously considered the treatment of choice. 

In addition, bendamustine has replaced CHOP as the preferred induction protocol for first-line therapy. Moreover 
repetitive treatment with MabThera® seems to be an accepted treatment option, especially combined with CT. 

Survival data (PFS and OS) for patients who received MabThera® containing induction followed by MabThera® 
maintenance therapy in clinical routine are mainly in line with those obtained under controlled conditions in clinical 
trials, indicating a corresponding survival benefit for almost all patients in clinical practice. 

The incidence of AEs/SAEs in this NIS is mainly consistent with the safety profile known for this study population, 
even though a higher incidence of AEs/SAEs was observed for relapsed / refractory patients. 

Adverse drug reactions found in this study were already known, except one case of ‘acute myeloid leukemia’ that has 
to be considered as unexpected side effect, even though the causality was not justified in detail and even though the 
patient previously received MabThera® in combination with CHOP chemotherapy, for which ‘acute myeloid leukemia’ 
is a known side effect. 
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4 LIST OF ABBREVIATIONS AND DEFINITION OF TERMS 

4.1 List of Abbreviations 

ADR Adverse Drug Reaction 

AE Adverse Event (-> Ger. unerwünschtes Ereignis, UE) 

AESI Adverse Event of Special Interest 

AMG German Medicines Act (Ger. acronym) 

AMS  Medicinal Product Safety (Ger. acronym) 

BMI Body Mass Index 

BOB Competent Authority (Ger. acronym) 

BSA Body Surface Area 

CHOP Cyclophosphamide, Doxorubicine, Vincristine, Prednisolone 

CVP Cyclophosphamide, Vincristine, Prednisolone 

CRO Clinical Research Organization 

CTCAE Common Terminology Criteria for Adverse Events 

DB Database 

DGHO German Society of Hematology and medical Oncology (-> Ger. 
Deutsche Gesellschaft für Hämatologie und medizinische 
Onkologie) 

ECOG Eastern Cooperative Oncology Group 

eCRF Electronic Case Report Form 

EFF Effectiveness Population 

ES Enrolled Set 

FCM Fludarabine, Cyclophosphamide, Mitoxantrone 

GEP Good Epidemiological Practice 

GKV National Confederation of Health Insurance Funds (Ger. 
acronym) 

IEC Independent Ethics Committee 

IRB Institutional Review Board 

i.v. intravenous 

KBV National Association of Statutory Health Insurance Physicians 
(Ger. acronym) 

LoE Lack of Efficacy 

MCP Mitoxantrone, Chlorambucil, Prednisolone 

MedDRA Medical Dictionary for Regulatory Activities 

NCI National Cancer Institute 

NHL Non-Hodgkin Lymphoma 

NIS Non-interventional Study 

OS Overall Survival 

PFS Progression-free Survival 

PKV Private Health Insurance Companies (Ger. acronym) 

PT Preferred Term 

SADR Severe Adverse Drug Reaction 
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SAE Serious Adverse Event (Ger. schwerwiegendes unerwünschtes 
Ereignis, SUE) 

SAP Statistical Analysis Plan 

s.c. subcutaneous 

SD Standard deviation 

SmPC Summary of Product Characteristics 

SOC System Organ Class 

SOP Standard Operating Procedure 

SS Safety Set 

STIAMP Suspected Transmission of Infectious Agent by Medicinal 
Product 

2-y-PFS 2-years-progression-free survival 

 

4.2 Definition of Terms 

Abuse According to the Directive 2001/83/EG, Article 1 (16), 
‘Persistent or sporadic, inten-tional excessive use of 
medicinal products which is accompanied by harmful physical 
or psychological effects’ 

Occupational exposure Related to the occupational exposure to human drugs  

Medication error / potential 
medication error 

Any preventable event that may cause or lead to 
inappropriate medication use or patient harm while the 
medication is in the control of the health care professional, 
patient, or consumer. 

Misuse Inappropriate use or misuse is the persistent or sporadic, 
intentional and excessive use of medicinal products in a 
manner that does not correspond to the product information 
or to the regular medical practice, respectively that does not 
have any relation to it. 

Overdose Overdose is the administration of a medicinal product at a 
dose (single dose or cumulative dose) that is higher than the 
maximum dose recommended in the Summary of Product 
Characteristics which had been approved during the licensing 
procedure. 
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5 ETHICS 

5.1 Independent Ethics Committee (IEC) or Institutional Review Board 
(IRB) 

The non-interventional study (NIS) was reviewed by the Ethics Committee. Further ethical 
advice was obtained for each amendment of the observational plan or the informed consent 
form. For ethical advice the Scientific Director Prof. Dr. med. Ulrich Dührsen submitted the 
observational plan together with the patient informed consent form and other documents to its 
ethics committee for review. 

According to his/her professional legal obligation each participating physician was allowed to 
obtain advice from his/her appropriate Ethics committee, too. For this purpose it was allowed to 
transmit the observational plan and each amendment together with the informed consent form. 

The advice by the ethics committee served to ensure that i.e., patients´ rights were not affected 
and that the non-interventional study served to gain scientific knowledge. 

5.2 Ethical Conduct of the Study 

This data collection was a non-interventional study according article 4 (23) of the German 
Medicines Act (Arzneimittelgesetz, AMG). Pursuant article 67 (6) of the German Medicines Act, 
the competent authorities (BOB, Bundesoberbehörde), the National Association of Statutory 
Health Insurance Physicians (KBV, kassenärztliche Bundesvereinigung), the National 
Confederation of Health Insurance Funds (GKV-Spitzenverband) as well as the Association of 
Private Health Insurance Companies (Verband der PKV) was notified by Roche. 

Therefore place, time, and objectives of the observational study and the observational plan 
were provided. Additionally the names of the physicians and a copy of the cooperation contract 
between participating physician and sponsor were provided to the Association of Statutory 
Health Insurance Physicians, the National Confederation of Health Insurance Funds and the 
Association of Private Health Insurance Companies. 

After study completion the National Association of Statutory Health Insurance Physicians (KBV, 
kassenärztliche Bundesvereinigung), the National Confederation of Health Insurance Funds 
(GKV-Spitzenverband) as well as the Association of Private Health Insurance Companies 
(Verband der PKV) had to be notified of the end of the study. The information required by article 
67 (6) of the German Medicines Act regarding the nature and amount of compensation made 
was provided together with the report of conclusion of the NIS to the KBV, GKV and PKV. 

Therefore Roche has obtained the written consent of all participating physicians as part of the 
cooperation contract. 

5.3 Patient Information and Consent 

The patient enrolment required obligatory informed and written consent by the patient. 

Prior to any documentation in the course of the NIS the patient was informed that the data 
would be provided to Roche Pharma AG and companies acting on their behalf for analysis. The 
documentation and entry of the patient data was done in a pseudonymous fashion. The patient 
was also informed that he/she could withdraw his/her consent any time without stating a reason 
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and without prejudicing the further treatment. The patient was assured that all personal data 
were treated with the utmost confidentiality. 

Patient information and Informed Consent Form was attached to Appendix 13.1 of the 
observational plan. 

5.4 Insurance 

Since all therapies (in particular therapy with Rituximab [MabThera®]) in this non-interventional 
study were in accordance with the current clinical routine and were applied taking into account 
the current SmPC, no additional patient insurance was required.  

As usual in therapeutic practice, the product liability insurance of the manufacturer or the 
professional liability insurance of the attending physician were responsible for any claims. 

5.5 Refunding and Payment 

In accordance with the character of the NIS the cost of the prescribed drug and medical 
services as part of the routine treatment were reimbursed by the usual funding organizations. 
Therefore, the fee for the non-interventional study was considered solely as compensation for 
the recording of the data. 

For the documentation of a patient with relapsed / refractory follicular lymphoma applied: The 
full documentation of the treatment data of a patient was rewarded with € 515; whereby the 
payment was staggered as follows: The first installment of € 100 was paid for informing the 
patient and data documentation of the baseline. After the first six months of maintenance 
therapy, the remuneration in the amount of € 110 occurred for the documentation of the visits 
made during this period, if at least 2 cycles of maintenance therapy were documented. After the 
second, third and fourth half-year of maintenance treatment € 85 was paid for the 
documentation of the visits made in the corresponding periods for every six months, if again at 
least 2 cycles of maintenance therapy were documented per half year. If the maintenance 
treatment was prematurely terminated or fewer cycles had been administered in the particular 
accounting period, the fee was paid proportionately. After successful documentation in the 
completion sheet another installment of € 50 was paid. 

For the documentation of a patient in the first-line treatment of follicular lymphoma applied: The 
full documentation of the treatment data of a patient was rewarded with € 685; whereby the 
payment was staggered as follows: The first installment of € 100 was paid for informing the 
patient and data documentation of the baseline. After the first six months of maintenance 
therapy, the remuneration in the amount of € 152.50 occurred for the documentation of the visits 
made during this period, if at least 3 cycles of maintenance therapy were documented. After the 
second, third and fourth half-year of maintenance treatment € 127.50 was paid for the 
documentation of the visits made in the corresponding periods for every six months, if again at 
least 3 cycles of maintenance therapy were documented per half year. If the maintenance 
treatment was prematurely terminated or fewer cycles had been administered in the particular 
accounting period, the fee was paid proportionately. After successful documentation in the 
completion sheet another installment of € 50 was paid. 

With Amendment 2 of the observational plan the documentation of "adverse drug reaction" 
(ADR) was amended on the additional documentation of "adverse events" (AEs), on 2nd July 
2012 (refer to Section 9.8.1 also): This was associated with an additional expenditure. 
Therefore, an additional fee of € 40 was paid per patient with “(Serious) adverse event” (SAE) 
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documentation in the first year of documentation and of € 20 per patient for each additional 6 
months of documentation. 

The payment was only made, if the data provided were evaluable within the meaning of the 
observational plan. 

The following milestones were triggers for a payment: 

- Patient information and documentation of master data and medical history, 

- Documentation of the first half-year maintenance therapy, 

- Documentation of the second half-year maintenance therapy, 

- Documentation of the third half-year maintenance therapy, 

- Documentation of the fourth half-year maintenance therapy and 

- Documentation in the final documentation sheet 

The payment was made after examination of the data by the Contract Research Organization 
(CRO) that was authorized to act on behalf of the sponsor. 
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6 INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE 
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1 A list of investigators (who agreed with publication) and study sites is given in Appendix 16.2 
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7 INTRODUCTION 

The approval of MabThera® in 1998 established the use of therapeutic antibodies in the therapy 
of lymphomas. In the essential lymphatic entities national and international phase III/IV studies 
have been conducted. These studies were able to show that the effectiveness of MabThera® as 
add on to a poly-chemotherapy increases the response rates and the progression-free survival 
as well as the overall survival significantly. 

In comparative studies it was demonstrated that there is also a survival benefit for the second-
most lymphatic entity, the follicular lymphoma, with the addition of MabThera® to poly-
chemotherapy. This result was proven by a meta-analysis (Schulz, J Natl Cancer Inst 2007). 
This is even more remarkable as all therapeutic approaches, including several poly-
chemotherapies, in the past were not able to show a survival benefit. The survival benefit is true 
for the first-line therapy with MCP-poly-chemotherapy + MabThera® (Herold, JCO 2007), the 
CVP-poly-chemotherapy + MabThera® (Marcus, Blood 2005) and CHOP-poly-chemotherapy + 
MabThera® (Hiddemann, Blood 2005; Buske C, Blood 2008) as well as for the relapse therapy 
with FCM-poly-chemotherapy + MabThera® (Forstpointner, Blood 2004). 

Based on the good efficacy and tolerability as induction therapy, MabThera® was examined as 
maintenance therapy in the relapsed/refractory follicular lymphoma, comparative studies gave 
evidence that the overall and progression-free survival in patients with MabThera® maintenance 
therapy is significantly better. The MabThera® maintenance therapy extended the progression-
free survival after a successful therapy with MabThera®-CHOP in patients with relapsed/ 
refractory follicular lymphoma from 14.9 to 51.5 month. The 3-year overall survival improved 
from 77% without MabThera® to 85% with MabThera® maintenance therapy (van Oers, Blood 
2006). After 5 years the overall survival with MabThera® maintenance therapy was 74% 
compared to 65% in the control arm (p=0.07) (van Oers, J Clin Oncol, 2010). Another 
comparative study proved that after responding to a salvage therapy consisting of MabThera® + 
FCM-Chemotherapy patients have a significantly prolonged progression-free survival as well as 
improvement in 3-year overall survival from 57% without MabThera® compared to 77% with 
MabThera® maintenance therapy (Dreyling, J Clin Oncol 2006; Forstpointner, Blood 2006). In a 
meta-analysis the survival benefit with MabThera® maintenance therapy was verified (Vidal 
2009). 

Having positive data with MabThera® maintenance therapy after induction therapy with 
MabThera® (Hainsworth et al. JCO 2002; Ghielmini et al. JCO 2009) alone or with CVP alone 
(Hochster, J Clin Oncol 2009), it was recently shown in the PRIMA study for first-line therapy of 
follicular lymphomas that there is also an advantage if MabThera® maintenance therapy is 
given after induction with MabThera® plus chemotherapy (Salles et al., JCO 2010). 

The PRIMA study is a large multicenter phase-III-study with 1217 enrolled patients with newly 
diagnosed follicular lymphoma. In this international study, the largest first-line therapy study for 
follicular lymphomas to date, the efficacy and safety of a maintenance therapy with MabThera® 
was investigated. Patients with untreated follicular lymphoma who responded to an induction 
therapy with rituximab plus chemotherapy partially or with complete remission (PR or CR) were 
enrolled either into the MabThera® maintenance arm or the control arm. 

After a median follow-up of 2 years the median for the primary endpoint, the progression-free 
survival, was not reached, yet. Based on the results of the interim analysis it was possible to 
close the study: two years after randomization still 82% of the patients in the rituximab-arm had 
no progression, compared to 66% in the control arm. 
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The relapse risk in the rituximab-arm was decreased significantly by 50% (Hazard-Ratio 0.50, 
95 % confidence interval 0.39 – 0.64; p < 0.0001). 

The efficacy of the MabThera® maintenance therapy was consistent for all subgroups, 
irrespective of age, sex or previous response to induction therapy (complete or partial 
remission).  

The toxicity did not differ significantly from what is known about antibody-mono therapies. In 
23% of all patients receiving MabThera® maintenance therapy serious adverse events grade 3 
or 4 occurred, compared to 16% of all patients without MabThera® maintenance therapy. As 
expected infections and neutropenia (> grade 3/4) were higher in patients with maintenance 
therapy compared to patients in the control arm, even though on a low level (4% vs. <1%). Only 
few patients did not complete the maintenance therapy with rituximab because of side effects. 

MabThera® is licensed in Germany for the therapy of follicular and diffuse large-B-cell-
lymphomas as well as for chronic lymphatic leukemia (CLL) (see Summary of Product 
Characteristics (SmPC) for detailed information for these indications attached to the 
observational plan). 

MabThera® is approved as maintenance therapy in patients with first-line therapy of follicular 
lymphomas and in patients with relapsed/recurrent follicular lymphoma who responded to 
induction therapy consisting of chemotherapy with or without MabThera®. 

The present non-interventional study documents the efficacy, tolerability and medical 
application modalities of MabThera® maintenance therapy in clinical practice for patients with 
follicular lymphomas for 24 months after receiving induction therapy with MabThera®. 
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8 STUDY OBJECTIVES 

The aim of the non-interventional study was the collection and documentation of data regarding 
the efficacy, tolerability and the medical application modalities of MabThera® in the 
maintenance therapy of the follicular lymphoma in clinical routine. 

8.1 Primary Objective 

The primary objective was to investigate the therapeutic efficiency of MabThera® maintenance 
therapy in follicular lymphoma in daily routine, measured by 2-years-progression-free survival 
(2-y-PFS). 

In this regard, the following question was addressed: 

 Are the observed therapy results from controlled studies are reproducible in clinical routine? 

8.2 Secondary Objectives 

The secondary objectives of this NIS were: 

 to record treatment schedules and handling procedures of MabThera® in clinical routine; 

 to describe the adverse event profile of MabThera® in maintenance therapy of follicular 
lymphoma in routine practice. 

In this regard, the following questions were addressed: 

 Which application schemes are routinely used in practice (number of cycles and intervals, 
infusion times)? 

 Did the participating patients already receive a combination of chemotherapy and 
MabThera® in the induction therapy? Which chemotherapy did they receive? 

 For patients with relapsed/refractory follicular lymphoma: Which therapy did they receive 
before the current induction or maintenance therapy? Did they already receive MabThera® 
in the previous therapy and does this have effects on the therapy results? 

 Are the reported side effects of the MabThera® maintenance therapy comparable in type 
and frequency to the so far known side effect profile? 



Clinical Study Report 
Study no. ML22283  

 

Final Version 1.0 08 Jul 2015 Page 27 of 101 
  

9 INVESTIGATIONAL PLAN 

9.1 Overall Study Design and Plan Description 

This was a non-interventional study, i.e. no study specific procedures were requested and 
treatment and documentation were according to clinical practice. There was no intervention 
involved in the execution of this non-interventional study (e.g. choice and execution of therapy 
scheme, diagnosing methods and frequency of visits) during and after therapy. 

Patients with previously untreated, relapsed or refractory CD20-positive follicular lymphoma who 
were planned to receive MabThera® maintenance therapy after responding to MabThera®-
containing induction therapy could be enrolled. 

It was planned to include 500 patients with an expected distribution of 200 relapsed / refractory 
and 300 first-line patients. Originally the first-patient-in was planned for June 2009 and the end 
of this non-interventional study was expected in July 2014. 

The first documentation of a MabThera® dose in maintenance therapy was on 24-Aug-2009 
and the last patient out (documentation) was on 30-Jun-2014. 

The planned regular and maximum observation time/duration of documentation for each 
individual patient was 2 years, i.e. the recommended and usual duration of the MabThera® 
maintenance therapy. 

The participating physicians were requested to document the decisions taken and the actions 
carried out within the non-interventional study in the eCRF. The documentation forms reflected 
the usual course of treatment as closely as possible, thereby facilitating the documentation. 
Under no circumstances were they to be understood as guidelines for the course of treatment 
(for details on documentation refer to Section 9.5.1). 

The documentation procedure per patient was as follows: 

a) Diagnosis and treatment decisions took place outside the study  

b) Informed consent (for details refer to Section 5.3) 

c) Information on patient status and treatment at baseline (refer to Section 9.5.1.2.1) 

d) Any interim findings (refer to Section 9.5.1.2.2) 

e) Information on patient status and treatment at study end. The final documentation should 
generally take place 24 months after baseline or at treatment termination, provided that 
this should be sooner (refer to Section 9.5.1.2.4) 

9.2 Discussion of Study Design, including the Choice of Control Groups 

This study was in therapeutic and diagnostic aspects non-interventional. The approach of the 
involved physicians was not influenced. The physician was free in choice which patient he/she 
selected for the treatment with the drug (MabThera®) and which diagnostic methods he/she 
used to monitor the therapy and which additional or concurrent medication he/she prescribed 
during the course of the study. All appointments were chosen individually. Only the 
documentation time points were preselected (see Section 9.5.1). 
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The aim of this NIS was to collect and analyze efficacy and tolerability data from clinical routine 
in order to verify data which were collected in interventional clinical trials and to collect 
additional data, which could not be collected during the interventional clinical trials. 

The choice of the methodical approach for this non-interventional study strictly arose from the 
object of investigation, to collect data which reflect the clinical routine. 

This non-interventional study was therefore an appropriate instrument to answer the above 
mentioned questions (see Section 8). 

9.3 Selection of Study Population 

9.3.1 Procedure for the selection of participating physicians 

The non-interventional study was performed in hospitals, outpatient clinics or by office-based 
physicians working in the field of oncology and regularly treat patients with malignant 
lymphomas. 

In such centers, the vast majority of all lymphoma patients are treated. Therefore, this selection 
guaranteed a representative result. 

It was planned to include approximately 150 centers in this NIS. Actually, 138 centers were 
included. 

The physicians were recruited by the field force of Roche Pharma AG, Grenzach-Wyhlen. 
Participating centers had to have experience in treating hematological patients. 

9.3.2 Description of the patient access 

Within the meaning of the objectives of this non-interventional study those patients from the 
overall patient population suffering from previously untreated, relapsed or refractory CD 20-
positive follicular lyphoma, requiring a drug treatment as part of the therapy procedure were 
selected for this non-interventional study. The attending physician took the individual decision to 
perform a MabThera® maintenance therapy after responding to MabThera®-containing 
induction therapy (Complete Response or Partial Response). Patients could be included in the 
study if they fulfilled the following criteria: 

 Signed informed consent form 

 At least 18 years of age;  

 Diagnosis was previously untreated, relapsed or refractory CD 20-positive follicular 
lymphoma; 

 Responding to MabThera®-containing induction therapy (CR or PR); 

 Receive MabThera® maintenance therapy (decision taken by doctor prior to and 
independent of this non-interventional study); 

 No ineligibility for MabThera®. 

The attending physician was requested to document the treatment data about an individually 
contractually agreed number of patients. After receiving the documentation material, this 
documentation was requested for patients for whom he/she took an individual decision in the 
time between August 2009 and March 2012 to perform the drug treatment with MabThera® 
based on the therapeutic necessity and in line with the inclusion criteria mentioned earlier. 

The registration was done by creating a patient profile on the online platform. 
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9.3.3 Removal of Patients from Treatment or Assessment 

Premature discontinuation of the individual therapy was possible at any time because this non-
interventional study did not limit the therapeutic freedom of the physicians and the willingness of 
the patient. 

Possible reasons for a premature termination could have been: reaching the scheduled end, 
progression under therapy, death, intolerance or withdrawals of patient’s consent to further 
continue the therapy or to further participate in this non-interventional study. 

The observation ended with completing or premature termination of the MabThera® 
maintenance therapy or at the latest 2 years after the start of the maintenance therapy 
independently of further treatment after the intended 2 years. 

9.4 Treatments 

9.4.1 Treatments Administered 

The study medication used was MabThera® as prescribed by the physician. The actual dose 
was chosen by the physician and was adjusted as necessary. 

9.4.2 Identity of Investigational Products 

Study Medication:  MabThera® 

Active Ingredient:  Rituximab (genetically engineered, chimeric monoclonal antibody) 

Dosing Schedule:  as prescribed by the physician 

Route of Administration: intravenous 

Batch No.:    not applicable 

9.4.3 Method of Assigning Patients to Treatment Groups 

Not applicable. 

9.4.4 Selection of Doses in the Study 

As prescribed by the physician. 

9.4.5 Selection and Timing of Dose for Each Patient 

As prescribed by the physician. 

9.4.6 Blinding 

Not applicable. 

9.4.7 Prior and Concomitant Treatment 

In order to analyze the influence of induction therapy, physicians were asked to provide details 
regarding the induction therapy which preceded the maintenance therapy to be documented in 
this study. This included the type of therapy (chemotherapy/immunotherapy/X-ray therapy), their 
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duration, the number and interval of therapy cycles as well as the administration of MabThera® 
during induction (for details refer to Section 9.5.1.2.1). 

For patients with relapsed / refractory lymphoma lines of therapy should have been documented 
in addition, including the type of therapy and administration of MabThera® in the treatment line, 
which preceded the current induction therapy, to assess their influence on the results and in 
particular to examine the success of repeated MabThera® administration in subsequent lines of 
therapy (for details refer to Section 9.5.1.2.1). 

9.4.8 Treatment Compliance 

In line with the non-interventional character of this study treatment decision to perform a drug 
treatment with MabThera® took place outside the study based, on the therapeutic necessity. 

Nonetheless the participating physicians were asked to document the planned number of 
treatment cycles, the planned interval of cycles and the planned dose of MabThera® as well as 
the actual treatment during each cycle applied (see Section 9.5.1.2 for further details). This was 
done in order to detect intended therapeutic regimens in clinical routine and to detect 
spontaneous variations in the actual application of MabThera® maintenance therapy. 

9.5 Effectiveness and Safety Variables and Procedures 

9.5.1 Effectiveness and Safety Measurements Assessed 

The present study did neither affect the individual treatment procedure nor influence the 
decision or the practice of participating physicians.  

But the physician was requested to document the decisions taken and the actions carried out 
within the non-interventional study in the eCRF. 

The following sections describe the course of documentation. 

9.5.1.1 General structure of the documentation sheet 

Before enrollment in the non-interventional study the patient and the attending physician signed 
the informed consent (see Appendix 13.1 of the observational plan). This informed consent 
remained at the attending physician and was not part of the documentation sheet. 

The registration of the patient occurred directly after the enrollment in the non-interventional 
study by the attending physician by creating a patient profile in the electronic documentation 
system. Thereby the information was automatically submitted to the CRO. 

The data to be collected were documented online in an electronic documentation sheet. The 
attending physician received two user names and two passwords. The first combination of user 
name and password access provided limited access and could be provided by the attending 
physician to a qualified person for the documentation (e.g., study nurse) if required. This access 
allowed only the input and interim saving of data as well as reading data already stored, but 
NOT the completion and the release of documentation as well as the release and transmission 
of SAE reports. The second access / password was only reserved for the attending physician for 
releasing final documentations and SAE reports (with electronic signature) and might not be 
handed to someone else. 

The electronic documentation sheet was composed of four parts. The first part, the "Baseline" 
(for details refer to Section 9.5.1.2.1), collected the demography, medical history and tumor 
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specific data of the patient. The second part, "Treatment" (refer to Section 9.5.1.2.2), requested 
the data on the treatment cycles of therapy. In the third part, "Collection of Adverse Events 
/Adverse Drug Reactions" (refer to Section 9.5.1.2.3), AEs and SAEs were recorded. The 
"Completion" (refer to Section 9.5.1.2.4) was the fourth and final part of the electronic 
documentation sheet. Here the success of treatment was evaluated. 

An electronic documentation sheet had to be filled out for each patient participating in the non-
interventional study. This had to be dated and signed by the attending physician by electronic 
signature. This should also apply to patients, which started with an initial treatment and might be 
switched to another treatment. 

Patient's name or other information that would negate the use of pseudonyms (e.g., patient 
initials or full date of birth) should not have been mentioned on the electronic documentation 
sheets or other documents that were sent to the sponsor. 

The electronic documentation form was to be completed according to the programmed menu 
navigation. Each participating center received detailed and descriptive information about the 
use of the online portal together with the password. This information was provided by the CRO. 
In addition, the CRO provided a telephone hotline for technical consultancy on the use of the 
electronic documentation system for the participating centers. 

All information collected in this non-interventional study was confidential. If a participating 
physician wanted to make the records of the non-interventional study available to a third party 
or to transfer them to another location, Roche Pharma AG, Grenzach-Wyhlen had to be 
informed in advance in writing. 

9.5.1.2 Survey Variables 

9.5.1.2.1 Documentation at Baseline 

In the first part ("Baseline") of the electronic documentation sheet following data were collected: 

 Informed consent and meeting the inclusion criteria (to ensure that the prerequisites are 
met for enrollment) 

 Demographics and general information, such as year of birth, gender, height, weight, 
body surface area (BSA) and general condition according to the ECOG performance 
status (in order to analyze possible subgroups if necessary later) 

 Tumor characteristics (to be able to assign the results to different stages etc.) 

 Induction therapy, which preceded the in this study to be documented maintenance 
therapy, including type of chemotherapy, administration of rituximab, etc. (see Section 
9.4.7, also) 

 Lines of therapy (in particular differentiation between first-line therapy and treatment of 
relapsed / refractory disease) 

 For patients with relapsed / refractory lymphoma: type of therapy in the treatment line, 
which preceded the current induction therapy (see Section 9.4.7, also) 

 Number of cycles planned, planned interval of cycles and planned dose of MabThera® 
in the maintenance treatment to be documented (to detect intended therapeutic 
regimens and to detect spontaneous variations in the actual application) 

9.5.1.2.2 Documentation of Treatment 

The second part ("Treatment") was divided into visits for individual cycles of the maintenance 
therapy: 

For the first cycle following data were collected (in addition to those listed below): 
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 Current concomitant diseases that were not associated with the NHL (in order to better 
assess the causal relationship to therapy or with pre-existing conditions in the case of 
possibly occurring adverse events) 

For EVERY cycle following data were planned to be collected: 

 General information, such as current body weight, BSA, general condition according to 
the ECOG performance status (to be able to reconstruct dosage deviations and the 
progress of the patient´s condition in the course of the NIS, if necessary) 

 Results of the current routine (various laboratory values, such as hematologic, hepatic 
and renal parameters). Here it is to be pointed out, that these results were to be 
documented if and only if these tests were actually performed to the respective visit 
routinely and independently of this NIS. The questions remained unanswered, if such 
examinations were not made. This study was NON-INTERVENTIONAL, i.e. additional 
tests WERE NOT MADE on the occasion of this study if these were not made for a not in 
this study enrolled patient in the context of current practice (the results of routine tests 
may be useful in the identification and assessment of adverse events and adverse drug 
reactions) 

 Tumor status (the key survey variable to assess the response to therapy and the 
therapeutic efficacy) 

 MabThera® maintenance therapy; whether it was continued (i.e. whether the 
forthcoming cycle was given) and at what dose and infusion duration (to detect the 
application modalities) 

Deviating from the observational plan several parameters were not collected as planned (refer 
to Section 9.8.2, also), including: 

 Body weight: collected only at baseline and in combination with the occurrence of 
adverse events/adverse drug reactions during the treatment cycles 

 BSA: collected only at baseline 

 ECOG performance status: collected only at baseline and at final examination 
(“Completion”) 

9.5.1.2.3 Documentation of Adverse Events/Adverse Drug Reactions and 
Pregnancies 

The third part ("Collection of adverse events ") could be accessed and filled out separately at 
any time during the documentation period. Here all AEs and SAEs are recorded (also refer to 
Section 9.5.1.3 and Section 9.8.2). 

Recording of adverse events 

For the reporting of AEs/ADRs at least the following data were collected: 

 Description of the event 

 Start and end date 

 Classification of the event (*2) 

 Seriousness criteria 

 Outcome of the event 

 Causal relationship to the treatment 

                                                

(*2) In order to achieve a standardized documentation, which was comparable with other studies, 
assessment of serious adverse events/serious adverse drug reactions (type, severity) was based on the 
NCI CTCAE criteria established in oncology. 
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 Therapy 

The evaluation of the physician whether the AE/ADR was serious was recorded in the 
documentation sheet. 

Recording of pregnancy 

For the detection of pregnancies (pregnancy / lactation, exposure of the father), at least the 
following information was collected: 

 Information on pregnancy and course of pregnancy 

 Pregnancy outcome (fetus) 

 Seriousness criteria (fetus) 

 Causal relationship to the treatment 

 Data on infant 

9.5.1.2.4 Completion of Documentation 

The fourth part ("Completion") had to be completed either after the scheduled completion of 
maintenance therapy OR in the event of premature termination of treatment.  

Here the following data were collected: 

 General information, such as general health condition (ECOG performance status) at 
termination 

 Date of completion, completion status including reason for completion/discontinuation of 
maintenance therapy 

 Response to therapy, in addition to the current tumor status (possibly entered under the 
current visit) the "best overall response", and whether (and which) new therapy was 
initiated (these data are crucial for the investigation of the effectiveness / success of 
treatment) 

Independent of the therapeutic decision the final documentation of each patient should have 
been made after 24 month of maintenance therapy or after premature termination of the 
maintenance therapy. 

9.5.1.3 Adverse Events/Adverse Drug Reactions 

All AEs, regardless of whether they were serious or not, were documented in the appropriate 
section of the eCRF during the non-interventional study and up to 90 days after the end of 
therapy phase (also refer to Section 9.8.2). 

An AE was any untoward medical occurrence in a patient who administered a pharmaceutical 
product, regardless of causal relationship.  

An AE could have been therefore any of the following: 

 Abnormal laboratory findings, if  
o accompanied by clinical symptoms or 
o resulting in a change of treatment (e.g., dosage modification, treatment 

interruption, or treatment discontinuation) 
o resulting in a medical intervention 
o clinically significant in the physician’s judgment 

 Special situations, that was overdose, abuse, misuse, intentional or unintentional 
medication error or near-misses 

 Lack of Efficacy (LoE) 
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o As part of Amendment 2 it was clarified that progression of the underlying disease 
(progressive disease; PD) was not required to be documented as an adverse 
event in addition as PD was captured as an endpoint in this study setting 

 Suspected Transmission of Infectious Agent by Medicinal Product (STIAMP) 

 Events from interactions with other products (Drug Interactions) 

 Events related to lack of product quality and / or technical complaints 

 Events related to suspect counterfeit or counterfeit drugs (falsified medicinal products) 

9.5.1.4 Expedited reporting 

According to Roche standard all individual cases which were documented as adverse events in 
this non-interventional study had to be reported within 24 hours to the sponsor if they met the 
following criteria: 

 Serious adverse events, defined as an event that was: 
o Fatal or life-threatening 
o Required or prolonged inpatient hospitalization 
o Resulted in persistent or significant disability / incapacity 
o Congenital anomaly / birth defect in a neonate / infant 

o Significant medical event (*3) in the physician's judgment  

 Suspected transmission of infectious agent by medicinal product (STIAMP) 

The following events were reported regardless of a possible documentation of an adverse event 
in the expedited procedure: 

 quality defects / product complaints  

 suspect counterfeit or counterfeit drugs 

 occupational exposure (e.g. needle stick injury of medical staff) 

Serious adverse events as well as adverse events which require an expedited reporting should 
be submitted via the electronic data capture (EDC) system to the Drug Safety Department of 
Roche Pharma AG. In the event that the EDC system was unavailable, i.e. for technical 
reasons, Physicians were asked to use the bilingual registration form "Adverse Event Form" 
attached as Appendix 13.2 of the observational plan or alternatively the contact form at the 
following link: https://www.roche.de/service/kontakt.php and to send this form within 24 hours 
via E-mail or fax in English to the following address: 

Roche Pharma AG 
Abteilung Arzneimittelsicherheit 
Emil-Barell-Straße 1 
79639 Grenzach-Wyhlen 
Fax: +49 7624 14 3183 
Email:  grenzach.drug_safety@roche.com 

 
For questions about adverse events or problems with the automatic dispatch of report forms (if 
not technical in nature and clarified with the support of the telephone hotline of the CRO for 

                                                

(*3) Medically significant were adverse events that did not need to be immediately fatal or life-threatening 
or resulted in inpatient hospitalization, but which could significantly affect the patient. Medically 
significant were adverse events even if they required an intervention / treatment to prevent their 
condition, which corresponded to the definition of "serious adverse event". 

https://www.roche.de/service/kontakt.php
mailto:grenzach.drug_safety@roche.com
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technical advice) the physician also had to contact the Drug Safety Department of Roche 
Pharma AG within 24 hours. 

9.5.1.5 Pregnancies 

The occurrence of pregnancies (pregnancy / lactation, exposure of the father) had to be 
recorded according to Roche standard during the non-interventional study and up to 90 days 
after cessation of therapy phase in the documentation sheet. In addition, pregnancies had to be 
reported from the participating physician within 24 h on the appropriate reporting form "German 
Local Drug Safety Bilingual RO GNE: Pregnancy Report Form (English / German)" (see 
Appendix 13.3 of the observational plan) to Roche Pharma AG (for contact see Section 9.5.1.5). 

Pregnancies (pregnancy / lactation, exposure of the father) should have been also reported in 
the case of adverse events / adverse drug reactions. The physician was asked to advise the 
patient about the risks of continuing the pregnancy including the possible effects on the fetus. 
Pregnancies needed to be followed up accordingly. 

Pregnancies in partners of affected individuals should also be documented and reported to the 
sponsor, if based on the pharmacological behavior of the drug the influence of the course of 
pregnancy could not be excluded. Pregnant female partners of affected persons should have 
been advised in a similar manner described as above. Pregnancies needed to be followed up 
accordingly. 

9.5.1.6 Influencing factors and disturbances 

Essential influencing factors were the demographic and general data. Especially the age and 
general condition of the patient were recorded. These had significant impact on the therapy. 
Tumor-specific data were controlled because the specific tumor history and the stage of 
propagation were essential influencing factors. Blood count changes which were documented 
as "adverse events" and concomitant diseases were relevant disturbances that were controlled 
and documented separately. 

Potential influencing and disturbance variables were recorded in the statistical analysis plan 
(SAP) and respective stratification methods or regression models were applied to assess the 
impact of these parameters (see Section 9.7 for details). 

9.5.2 Appropriateness of Measurements 

All assessments in this NIS were standard assessments in the daily practice of patients with 
follicular lymphoma. 

9.5.3 Study Variables 

9.5.3.1 Effectiveness Variables 

Primary variable: 

 Rate of progression-free survival (PFS) after 2 years  

Secondary variables: 

 Rate of overall survival (OS) after 2 years 

 Tumor status at the end of study 

 Best overall response  



 

Clinical Study Report 
Study no. ML22283 

 

Page 36 of 101 08 Jul 2015 Final Version 1.0 
 

 Initiation of a new therapy 

9.5.3.2 Safety Variables 

 Adverse events 

 Laboratory values (as collected in eCRF but only if routine were: hemoglobine, 
leucocytes, neutrophils, eosinophils, basophils, monozytes, lymphozytes. thrombozytes, 
creatinine, billirubin, SGOT, SGPT, alkaline phosphatase, gamma-GT, beta-2-
mikroglobuline, LDH, IgG. IgA, IgM) 

9.5.3.3 Other Variables 

 Demographics 

 Tumor characteristics 

 Induction therapy preceded to the maintenance therapy 

 Lines of therapy 

 Type of therapy in the treatment line, which preceded the current induction therapy (for 
patients with relapsed / refractory lymphoma) 

 Planned maintenance therapy (number of cycles planned, planned interval of cycles and 
planned dose of MabThera®) 

9.5.4 Drug Concentration Measurements  

Not applicable 

9.5.5 Pharmacokinetic and Bioanalytical Methods 

Not applicable 

9.6 Data handling and Quality Management 

9.6.1 Monitoring 

The existence of a signed Patient Informed Consent was a prerequisite for the transmission of 
pseudonymous data. To verify compliance with this condition, agents of Roche Pharma AG 
were allowed to inspect this statement, which otherwise remained with the attending physician. 

A personal monitoring at participating side did not take place normally. Questions regarding 
documentation could be processed by mail, by telephone or by interview technique by contract 
research organization. 

9.6.2 Data management 

The documentation was carried out online via an Internet-based platform. Documentation took 
place right in the center by the attending physician, where the inputs were transferred to the 
online database. The data entered in the eCRF were checked online for completeness and 
plausibility by validators while entering and for adverse events/adverse drug reactions by the 
CRO. The participating physician agreed to provide upon request all necessary background 
information to their records. This was particularly important if errors were suspected in the data 
transmission. 
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Possible questions could be clarified by comparison with the documentation or by consultation 
with the physician if necessary. Clarification of discrepancies was documented. 

The participating physician assured that the information recorded was correctly. 

9.6.3 Archiving 

The physician was responsible for the storage and archiving of all observational study 
documents for a period of at least 10 years. 

If the documentation was passed to another party or shifted to another repository, Roche was to 
be informed about it by the physician in advance. 

9.6.4 Public clinical trials registry and publication 

The non-interventional study was published in a public trial registry before it started. The 
summary of the results should be published at latest one year after completion (Last Patient / 
Last Visit) of the non-interventional study (e.g. publication or presentation at scientific 
congresses). This was done in agreement with the Scientific Director of the non-interventional 
study and Roche Pharma AG. However, this did not mean the right for any of the partners to 
censor or withhold a publication. 

9.7 Statistical Methods and Determination of Sample Size 

9.7.1 Statistical and Analytical Plans 

A statistical analysis plan (SAP) has been finalized on 20-Apr-2015 before database (DB) lock, 
which describes the methods to be used for the analysis of the study. 

In the following sections the statistical analyses planned according the observational plan 
ML22283 (Roche Pharma AG, Grenzach Wyhlen) Version 2.5 from 27-Mar-2013 including 
Amendment 1 from 31-Aug-2010 (extension to first-line therapy) and Amendment 2 from 27-
Mar-2013 (safety directive) with the eCRF Version 3.0 from 23-Jan-2014 is summarized 
including necessary specifications implemented in the final SAP. The final SAP based on the 
decisions of the trial team during and subsequent to a Data Review Meeting that was arranged 
at 30-Oct-2014 in order to discuss issues concerning inconsistent / incomplete data and its 
impact on the statistical analyses planned. 

9.7.1.1 Analysis populations 

According to the final SAP the following analysis populations were defined: 

 Enrolled Set (ES): The Enrolled Set includes all patients who have signed an informed 

consent form 

 Safety Set I (SS I): The safety set includes all first-line patients who received at least one 

dose of MabThera® during the maintenance therapy (beginning with cycle 1) 

 Safety Set II (SS II): The safety set includes all patients with relapsed / refractory disease 

who received at least one dose of MabThera® during the maintenance therapy (beginning 

with cycle 1) 
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 Safety Set overall (SS O): The safety set includes all patients who received at least one 

dose of MabThera® during the maintenance therapy (beginning with cycle 1) 

 Efficiency population I (EFF I): All first-line patients who received at least one dose of 

MabThera® during the maintenance therapy are included in this analysis set when at least 

one tumor assessment was performed after first dose (cycle 1).  

 Efficiency population II (EFF II): All patients with relapsed / refractory disease who 

received at least one dose of MabThera® during the maintenance therapy are included in 

this analysis set when at least one tumor assessment was performed after first dose 

(cycle 1) 

Efficiency variables were analyzed primarily for the EFF I and EFF II. The SS I and SS II was 
the basis for the safety analysis. The description of the adverse events, the demographic data 
and other baseline data (if applicable) was also performed for the SS O, which included all 
patients who received at least one dose of MabThera® during the maintenance therapy 
(irrespectively of the therapy line). 

In case the therapy line was not known or could not have been derived from other study data, 
patients were not part of the analysis populations SS I, SS II, EFF I, EFF II. 

 

After completion of the on-site data entry data records should have been locked at the site 
confirming the completeness and integrity of the data. During the data cleaning process lock 
flags were removed centrally by database administration in order to facilitate modifications of 
the data at the site. Afterwards data records should have been re-locked at the site. 

At database shut-down on 21-Nov-2014 there were data records which were not re-locked or 
even never locked. For records with no (primary) lock of the data the following was agreed: 

 Documentation of baseline data: Patients were only included in the analysis of adverse 
events 

 Documentation of treatment cycles: Data were not included in the analyses 

 Documentation of final examination (completion): Data were not included in the analyses 

Patients who were enrolled but did not receive any dose of MabThera® maintenance therapy 
were regarded as screening failures and excluded from all analyses regarding safety and 
efficiency. 

All patients were included in the Safety Sets SS O, SS I or SS II who received at least one dose 
of MabThera® during the maintenance therapy, irrespectively whether the baseline record and 
corresponding records of treatment cycles were locked. 

Safety data other than adverse events were analyzed only for patients with (primary) lock of the 
baseline data and with (primary) lock of the treatment cycle documentation or final examination 
documentation. 

Patients from the analysis populations SS I or SS II were excluded from the efficiency 
populations EFF I or EFF II, when no (primary) lock of the core data was available. 

Patients were included in the efficiency populations EFF I or EFF II, when at least one tumor 
assessment had been addressed   

 in the treatment cycles during maintenance therapy or  
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 at final examination: final tumor assessment data, MabThera® treatment discontinuation 
due to PD or death due to lymphoma 

Concerning the calculation of the progression-free survival for patients included in the efficiency 
populations, the events tumor progression or death were taken, when a (primary) lock was 
available for the corresponding cycle or the final examination record. 

In addition, SAEs describing the PD of the underlying tumor or SAEs with outcome death were 
regarded as events. 

9.7.1.2 Statistical methods 

The study aimed to investigate the effectiveness of MabThera® maintenance therapy, their 
application modalities and its safety profile in daily routine practice. 

All parameters were evaluated in an explorative or descriptive manner. 

The rate of PFS and OS after 2 years as main efficiency variables were analyzed by means of 
Kaplan-Meier methods. The Kaplan-Meier estimates are presented along with its two-sided 95% 
confidence intervals (using Greenwood’s standard error estimate). In addition Kaplan-Meier 
Curves are presented. 

The impact of potential risk factors and therapy modalities on PFS and OS was assessed using 
a multivariate Cox-regression for quantitative prognostic factors. The resulting analysis results 
and p-values are to be regarded as descriptive only. 

In general continuous characteristics are presented together with the number of observations, 
the mean, standard deviation, minimum, median and maximum (descriptive statistics). 
Categorical characteristics are presented with absolute and relative frequencies within the 
individual categories. 

All statistical analyses were performed using SAS® Version 9.2 (SAS: STATISTICAL 
ANALYSIS SYSTEM, SAS Institute, Cary, NC, USA). 

Adverse events were coded with MedDRA version (17.0). Severity assessments were 
performed according to the NCI CTCAE toxicity criteria, version 3.0. 

9.7.1.3 Effectiveness analyses 

9.7.1.3.1 Primary Analysis 

The primary efficiency variable was the rate of progression-free survival (PFS) after 2 years. 

 PFS = 1 + date of PD (date of progression or date of death (whichever occurred first)) or 

date of censoring) – start date of the first cycle  

PFS was defined as the time from the date of the first cycle to the first occurrence of 
progression of tumor or death from any reason (whichever occurred first).  

A tumor progression compared to the tumor status after completion of the current induction 
therapy was seen when: 

 the tumor assessment result was PD (regardless of the assessment method) during 
the MabThera® maintenance therapy cycles or at the final examination (with date of 
PD as the cycle date or the date of final examination, respectively)  
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 MabThera® treatment discontinued due to PD at final examination (with date of PD 
as the date of treatment discontinuation) 

 Patient died due to lymphoma (with date of PD as the date of death) 

 Patient experienced an (S)AE describing the PD of the underlying tumor (with date 
of PD as the onset date of AE or – in case the onset date was not reported – the 
date the AE was known) 

In case the progression of tumor was reported more than once in the study data, the date of first 
occurrence of the tumor progression was taken. 

Concerning PFS, SAEs with outcome death were also regarded as events. 

PFS was calculated in months (each month corresponds to 30 days).  

If progression or death was not observed during the study, progression-free survival time 
was censored by the last documented tumor assessment during the maintenance therapy 
(latest at the end of study after two years). 

PFS was analyzed by means of Kaplan-Meier methods. 

9.7.1.3.2 Secondary analyses 

Rate of overall survival (OS) after 2 years  

Death (any reason) was regarded as event, while OS data were censored by the end of the 
observational period, when MabThera® treatment was terminated for reasons other than death. 
OS was calculated in months (each month corresponds to 30 days). 

If death was not observed during the study, survival time was censored by the maximum of: 

 Date of last cycle 

 Date of final examination 

 Start date of the last AE (or – in case the onset date was not reported – the date the AE 
was known) 

 Last stop date of AE (stop date = start date + duration of AE)   

OS was analyzed by means of Kaplan-Meier methods. 

Tumor status at the end of study 

The number and percentage of patients are presented with respect to the tumor status (CR, PR, 

SD, PD) at the end of the study in comparison to the tumor status after completion of the current 

induction therapy (scheduled completion or premature termination of maintenance therapy). In 

case the tumor status was not reported at the end of the study the last available tumor status 

during the maintenance therapy was taken. 

The number and percentage of patients are presented with its 95% confidence interval 

responding to the maintenance therapy at the end of the study (tumor status CR, PR or SD). 

In addition, the tumor status is tabulated by cycle. 

Best overall response  

The best overall response is displayed by deriving the best tumor response since start of 
maintenance therapy with MabThera® up to final examination of tumor status.  
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Best overall response was defined as: 

 CR: Tumor status CR was reported for at least one tumor assessment 

 PR: Tumor status PR was reported for at least one tumor assessment and tumor status 
CR never assessed 

 SD: Tumor status SD was reported for at least one tumor assessment and tumor status 
CR or PR never assessed 

 PD: Tumor status PD was reported and tumor status CR, PR or SD never assessed 

In addition, the number and percentage of patients with best overall response CR, PR or SD is 

presented with its 95% confidence interval. 

Initiation of a new therapy 

Furthermore, the number and percentage of patients for whom a new therapy was indicated is 
displayed and the number and percentage of patients is displayed with respect to the 
specification of the new therapy (MabThera®, X-ray, chemotherapy, other). This tabulation was 
performed overall and by regular / premature termination of maintenance therapy. 

9.7.1.3.3 Additional and supportive analyses related to effectiveness 

A shift table is presented concerning the categories of general condition (WHO/ECOG) at the 
first cycle of maintenance treatment and at the final examination. 

To assess the impact of potential risk factors and therapy modalities on PFS and OS a 
multivariate Cox-regression for quantitative prognostic factors was performed. 

For this analysis the following factors were considered: 

 Sex 

 Age (classified by <75 vs. >=75 years),  

 Initial Ann Arbor stage (stage I, II, III and IV) 

The combination of several prognostic factors (including sex, initial stage) and age as 
covariable was analyzed simultaneously by using multivariate Cox-regression analyses. In 
addition a minimal adjusted model (age as covariable and sex) was analyzed simultaneously by 
using multivariate Cox-regression analyses. 

9.7.1.3.4 Subgroup analyses 

Subgroup analysis were performed on the EFF I and EFF II for PFS and OS. 

 Separate for male and for female patients 

 Separate for patients with age <75 years and for patients with age ≥75 years 

 Separate for patients with initial Ann Arbor stage I/II and for patients with initial Ann Arbor 
stage III/IV 

Therefore PFS and OS were analyzed by means of Kaplan Meier Methods for each subgroup. 
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9.7.1.4 Safety analyses 

9.7.1.4.1 Adverse events 

During this study the collection of adverse events was performed with two different approaches 
(before and after the implementation of the safety directive): 

 Only (serious) adverse drug reactions were documented during the period ‘First patient in’ 
to 31.08.2012 

 AEs/SAEs were documented during the period 01.09.2012 to ‘Last patient out’ 

To finally present a complete overview of all (S)AEs that occurred during the course of this NIS, 
(S)AEs which were documented only in the safety database of the client were finally added to 
the clinical database after SAE reconciliation and before database lock by program. Concerning 
events reported in both databases the entry from the safety database overwrote the 
corresponding entry from the clinical database (seriousness, causality, date of death and 
MedDRA coding). 

AE summaries were performed for the SS I, SS II and SS O for all patients who received at 
least one dose of MabThera® during the maintenance therapy. 

Note: Before the implementation of the safety directive became effective, the “progression of the 
underlying disease” was to be reported as (S)AE according to the specification of the database. 
The (S)AE “progression of the underlying disease” was not included in the AE summaries but 
are presented in the AE Listings. 

Overview tables are presented with the number (and percentage) of patients with at least one 
AE, with at least one SAE as well as with the number of patients with at least one AE/SAE 
causally related to MabThera®. 

AE summaries (including special events as described in Section 9.5.1.4) are broken down by 
System Organ Class (SOC) and Preferred Term within SOC. These summaries generally 
provide the number and percentage of patients with AEs (and the total number of AEs) within 
each Preferred Term and within each SOC. Patients were counted once for each Preferred 
Term, when they had more than one AE with the same Preferred Term. Patients with more than 
one AE within a SOC were counted for the corresponding Preferred Terms within the SOC, but 
are counted once for the SOC. 

Summaries for adverse events are provided for all AEs, all SAEs, all AEs by causal relationship 
to the treatment with MabThera®, all AEs by severity grading and all AEs by classification of 
severity grades (mild intensity of adverse events (grade 1-2) versus severe adverse events 
(grade 3-4)). 

Note: AEs with no available data regarding the severity grading (see Section 9.8.2) were 
included in the tabulation as further category (“no data”). 

While in the above mentioned AE summary by severity grading a patient experiencing the same 
AE is recorded repeatedly for each severity grade, an additional table was generated presenting 
the highest severity grade per Preferred Term, per SOC as well as per patient. 

Regarding the occurrence of AEs, all AEs, SAEs and AEs related to MabThera® treatment are 
tabulated by cycle. 
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9.7.1.4.2 Laboratory data 

Laboratory parameters as described in Section 9.5.3.2 are presented by cycle including change 
from baseline with descriptive statistics. In addition, laboratory parameters are presented for the 
last cycle with MabThera® application including the change from baseline.  

Laboratory values were converted to standard units for analysis. All values were used as 
reported. 

9.7.1.5 Analyses of other variables 

9.7.1.5.1 Demographics and other Baseline characteristics 

Demographics: 

Age, height, weight, BSA, and BMI were analyzed descriptively. Respective categories of 
gender and the ECOG performance status as well as for the age categories <65, 65-74, >=75 
years are presented by frequencies and percentages. 

Tumor characteristics: 

The time since first diagnosis of NHL was descriptively analyzed. Related Ann-Arbor-
classification and categories of B-symptoms are presented by frequencies and percentages. 

Concomitant diseases (not related to NHL) 

Concomitant diseases are tabulated by pre-specified body systems: The number and 
percentage of patients with abnormal body system as well as the number and percentage of 
patients requiring treatment are presented as well. In addition, the number and percentage of 
patients with at least one abnormal body system and with at least one body system finding 
requiring treatment was derived. 

9.7.1.5.2 Routinely used therapy and application modalities 

For presentation of routinely used therapy and application modalities used in the NIS, the 
applied therapy scheme was descriptively analyzed in particular according to the following 
parameters: 

Previous therapy lines (in patients with relapsed/refractory lymphoma) 

- Number of previous therapy lines 

- Type of recent previous therapy 

- Treatment duration of the recent previous therapy 

- Number of patients with application of MabThera® in recent previous therapy 

- For patients with previous MabThera® therapy, number of cycles (induction and 
maintenance therapy) and total MabThera® dose 

- Tumor status after the recent previous therapy 

Induction therapy, which was applied prior to the maintenance therapy to be documented 
within this NIS (current therapy line): 

- Type of induction therapy prior to the maintenance therapy 

- Treatment duration 

- Number of cycles and cycle interval for each kind of therapy applied during induction 
therapy 

- Number of MabThera® cycles and cycle interval during induction therapy 
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Maintenance therapy: 

- Planned and actual number of applied cycles 

- Planned and actual intervals of cycles (and average time between two cycles) 

- Planned and applied dosage of MabThera® 

- Duration of MabThera® maintenance therapy 

- Duration of infusion by cycle 

- Frequency of cycles with dose reduction 

- Frequency of cycle delays 

- Frequency of interruptions of the maintenance therapy 

9.7.2 Determination of Sample Size 

The intended total sample size of 500 patients and a share of about 20% of censored 
observations before the end of two years (i.e. leaving the study before the scheduled 
observation end without progress) allow the estimation of an expected rate of 75% progression-
free survival with a precision of ±4.2% using a symmetric 95% confidence interval. 

The expected subgroup distribution between previously untreated patients and 
relapsed/refractory patients led to the following statistical assumption: The intended sample size 
of 300 previously untreated patients allows the estimation of an expected rate of 80% 
progression-free survival with a precision of ±5.1% using a symmetric 95% confidence interval. 
The intended sample size of 200 relapsed or refractory patients allows the estimation of an 
expected rate of 70% progression-free survival with a precision of ±7.1% using a symmetric 
95% confidence interval. 

9.7.3 Interim Analysis 

An interim analysis was performed regarding the baseline characteristics with a data cut in April 
2012 and was reported by Dührsen et al. (Onkologie 2012; Annual meeting of DGHO: Poster 
presentation). 

9.8 Changes in the Conduct of the Study or Planned Analyses 

9.8.1 Changes in the Conduct of the Study 

The original observational plan which was submitted to the ethics committee (see Section 5.1) 
and regulatory authorities (see Section 5.2) was version 1.7, dated 25 May 2009. 

Two amendments of the observational plan were created during the course of the study but 
prior to closure of database. 

With the first Amendment (resulting in version 2.1 of the observational plan, dated 31 Aug 2010) 
the patient population which was allowed to be included in this NIS was extended from relapsed 
/ refractory patients with CD20-positive follicular lymphoma only to patients with previously 
untreated NHL who were planned to receive MabThera® maintenance therapy after responding 
to MabThera®-containing induction therapy. 

Since the second Amendment (resulting in version 2.5 of the observational plan, dated 
27 Mar 2013), all AEs (instead of only ADRs) were documented based on the safety directive 
that is described in this amendment of the observational plan. Related Adverse Event Forms 
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were already available since 01-Sep-2012. The implementation of the safety directive into the 
eCRF was finalized in January 2014. 

9.8.2 Changes in the Planned Analyses 

Several parameters were not collected as originally described in the observational plan, 
including: 

 Body weight: collected only at baseline and in combination with the occurrence of 
adverse events during the treatment cycles (see Section 9.5.1.2.2, also) 

 BSA: collected only at baseline (see Section 9.5.1.2.2, also) 

 General condition (WHO/ECOG): collected only at baseline and at final examination (see 
Section 9.5.1.2.2, also) 

 Best overall response: There was a mix up of the current tumor status with the best 
tumor response in the documentation at the final examination (completion; see Section 
9.5.1.2.4) 

 Adverse event description: In the AE module of the eCRF 23 pre-specified symptoms 
were used. 

The pre-specified events in the AE module consisted of: 

 Influenza-like symptoms: fever, shivering, pain 

 Gastro-intestinal symptoms: nausea, vomiting, diarrhea, constipation 

 Changes in blood count: leukopenia, thrombopenia, acute neutropenia, late-onset 
neutropenia 

 Infections: viral infection, bacterial infection, mycotic infection, neutropenic fever, 
zoster, sepsis, other infections 

 Other side effects: hypotension, systemic skin disorders, consciousness disorders, 
dyspnea, allergic reactions 

For these pre-specified categories the severity was to be graded according to the 
Common Criteria for Adverse Events (CTCAE). No CTCAE grading was required, if an AE 
was documented in the category of “other events”. Moreover no CTCAE grading was 
available for (S)AEs that were only reported in the safety database. 

As a consequence of these deviations there were some changes with regard to the planned 
analyses. 

These changes include: 

 The best overall response was derived from all reported examinations of the tumor 
status since the start of maintenance therapy with MabThera® up to the final 
examination of tumor status 

 AEs with no data regarding severity grading were included in the tabulation of AEs by 
severity as an additional category (“No data”) but not respected for the comparison of 
mild AEs (grade 1-2) versus severe AEs (grade 3-4) 

As not specified in detail in the observational plan the following specifications were incorporated 
in the SAP: 

 Analysis populations were defined regarding effectiveness and safety analyses 

 Primary and secondary effectiveness variables were distinguished concerning the 
efficiency variables listed in the observational plan 
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 Subgroups were specified including the extent of effectiveness analyses within subgroups. 

Regarding the analytical methods applied, there were no changes to those described in the 
observational plan. 
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10 STUDY PATIENTS 

10.1 Disposition of Patients 

Patient’s disposition is shown in Text Figure 10-1. 

Text Figure 10-1: Patient’s disposition – Enrolled Set 

 

 

Enrolled 

N°=°505          
 

     

     

 

 

MabThera® 
Maintenance 

N°=°490 
 

Screen Failure 

N°=°15 

  

       

       

First-line patients 

N = 312  
Relapsed / Refractory patients 

N = 177 

                          

First-line patients 

(with primary data lock) 

N = 310 

Maintenance therapy completed 
according to therapy plan (n=205) 

Premature termination of therapy (n=52) 

No data (n=53) 

 

      Relapsed / Refractory patients 

(with primary data lock) 

N = 173 

Maintenance therapy completed  
according to therapy plan (n=97) 

Premature termination of therapy (n=56) 

No data (n=20) 

 

      

      

      

      

                          
Source: Table 1; Table 4.1 and Table 4.2 of Section 14 

A total number of 505 patients in 138 centers in Germany were enrolled (comprising the 
Enrolled Set) during the course of the study. Each center included between 1 and 15 patients 
into this NIS (for details see Table 2 of Section 14). 

490 (97.0%) of all enrolled patients (97.0%) were treated at least once with MabThera® during 
the course of the study, building up the overall Safety Set (SS O). Thereof 312 patients (61.8% 
of the Enrolled Set) were previously untreated patients with first-line therapy (SS I), and 177 
patients (35.0%) were patients with relapsed / refractory lymphoma (SS II). For one patient no 
therapy line was reported (Pat-ID: 5581). 

6 of 490 patients in the SS O did not have a (primary) lock of their data records. 
Correspondingly, as described in Section 9.7.1.1, data of these patients were not respected for 



 

Clinical Study Report 
Study no. ML22283 

 

Page 48 of 101 08 Jul 2015 Final Version 1.0 
 

any analysis except for the analysis of adverse events. Finally data sets of 483 patients (310 
patients of the SS I and 173 patients of the SS II) were further analyzed (for further details refer 
to Section 11.1). 

During the observational period up to 16 MabThera® cycles were applied in both of the two 
subsets (for details regarding the disposition of patients per treatment cycle, see Table 3.1 to 
Table 3.3 of Section 14). 

In total, 302 patients (62.5%) of the SS O completed the maintenance therapy according to the 
therapy plan, while 108 patients (22.4%) prematurely discontinued the study. For 73 patients 
(15.1%) no data is available (refer to Table 4.3 of Section 14). Regarding the subsets of first-line 
patients (SSI) and relapsed / refractory patients (SS II), 205 patients (66.1%) and 97 patients 
(56.1%) respectively completed the study. Premature discontinuation occurred in 52 (16.8%) 
patients of the SS I and in 56 patients (32.4%) of the SS II. No data is available in 53 patients 
(17.1%) of the SS I, respectively in 20 patients (11.6%) of the SS II (see Text Figure 10-1 and 
refer to Table 4.1 and Table 4.2 of Section 14). 

Text Table 10-1 shows reasons for premature termination of treatment with MabThera®. 

Text Table 10-1: Reasons for premature termination of treatment with MabThera® 

 First-line  
(SS I) 

N°=°310 

Relapsed/Refractory 
(SS II) 

N°=°173 

Overall 
(SS O) 

N°=°483 

Reasons for termination
1
 n (%) n (%) n (%) 

Progression 13 (4.2) 19 (11.0) 32 (6.6) 

Death due to lymphoma 2 (0.6) 1 (0.6) 3 (0.6) 

Death due to other reasons 3 (1.0) 2 (1.2) 5 (1.0) 

Intolerability 8 (2.6) 6 (3.5) 14 (2.9) 

Withdrawal of consent 9 (2.9) 5 (2.9) 14 (2.9) 

Other reason 18 (5.8) 25 (14.5) 43 (8.9) 

1: Multiple answers possible 

N=total number of patients; n=number of patients among N; %= percentage of patients 

Source: Table 4.1 to Table°4.3 of Section 14 

The main reason for premature termination of the study was ‘other reasons’ (43 patients (8.9%) 
in total, e.g. due to lost to follow up or the occurrence of co-morbidities, not primarily associated 
with NHL and not regarded as related to treatment with MabThera®; for further specifications 
refer to Listing 2 of Appendix 16.1), followed by disease progression (in 32 patients (6.6%) of 
the SS O, which occurred more frequently in relapsed / refractory patients (11.0 %) than in 
patients with first-line therapy (4.2%). Intolerability was documented as reason for premature 
discontinuation in a total of 14 patients (2.9%) and with comparable frequencies in both of the 
patient subsets. 

10.2 Protocol Deviations 

Not applicable, as this study was non-interventional. 
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11 EFFECTIVENESS EVALUATION 

11.1 Data Sets Analyzed 

Of 505 patients enrolled in the study, 490 patients (97.0%) building up the SS O were at least 
available for the analysis of adverse events. For one of those patients the therapy line remained 
unknown (Pat-ID: 5581). Consequently data of this patient were excluded from any further 
analyses. Of the remaining 389 patients, 312 patients (63.7% of the SS O) included in the SS I 
were patients with first-line treatment of lymphoma and 177 patients (36.1% of the SS O) 
included in the SS II were patients with relapsed / refractory lymphoma. For 2 patients of the SS 
I and for 4 patients of the SS II collected data were not locked as requested; therefore their data 
were also excluded from any further analysis. Correspondingly 310 patients of the SSI and 173 
patients of the SS II presented data to describe the study population (demographics, medical 
history including tumor characteristics) and to analyze the treatment and administration 
modalities as well as other variables related to safety (e.g. laboratory values). 

5 patients of the SS I and 1 patient of the SS II were excluded from the effectiveness analyses, 
as these patients did not have at least one tumor assessment after the first dose of MabThera® 
(treatment cycle 1). Consequently 305 patients (98.4%) of the SS I and 172 patients of the SS II 
were available for the effectiveness analyses, representing the effectiveness population EFF I 
and EFF II. 

The number and percentages of patients are presented for each analysis population in Text 
Table 11-1. 

Text Table 11-1: Analysis populations (Enrolled Set. N=505) 

Analysis population n % of total enrolled % per subset 

Enrolled patients 505 100 --- 

Screen failure 15 3.0 --- 

Safety Set Overall (SS O) 490 97.0 --- 

(reduced) Safety Set Overall (SS O) 483 95.6 --- 

First-line patients    

Safety Set I (SS I) 312 61.8 100 

(reduced) Safety Set I (SS I): 
only patients with primary data 
lock 

310 61.4 99.4 

Efficiency Population Set (EFF I) 305 60.4 97.8 

Relapsed / Refractory patients    

Safety Set II (SS II): 177 35.0 100 

(reduced) Safety Set II (SS II): 
only patients with primary data 
lock 

173 34.3 97.8 

Efficiency Population Set (EFF II) 172 34.1 97.2 

N=total number of patients; n=number of patients among N; %= percentage of patients 

Source: Table 1 of Section 14 
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11.2 Demographic and Other Baseline Characteristics 

11.2.1 Demographic Characteristics 

Demographic characteristics for first-line patients (SS I) and relapsed / refractory patients (SS II) 
as well as for the overall safety population (SS O) are summarized in Text Table 11-2. 

Text Table 11-2: Demographic characteristics 

 
First-line  

(SS I) 

N°=°310 

Relapsed/Refractory 
(SS II) 

N°=°173 

Overall 
(SS O) 

N°=°483 

Gender; n (%)    

Male 139 (44.8) 79 (45.7) 218 (45.1) 

Female 171 (55.2) 94 (53.4) 265 (54.9) 

Age (years)    

Mean ± SD 62.7 ± 11.6 64.0 ± 11.0 63.1 ± 11.4 

Range 25 - 89 32 – 86 25 - 89 

Age categories; n (%)    

< 65 years 164 (52.9) 83 (48.0) 247 (51.1) 

65 – 74 years 98 (31.6) 65 (37.6) 163 (33.7) 

≥ 75 years 48 (15.5) 25 (14.5) 73 (15.1) 

Weight (kg)    

Mean ± SD 76.03 ± 15.98 76.34 ± 14.82 76.14 ± 15.56 

Range 43 - 146 42 – 133 82 - 146 

Height (cm)    

Mean ± SD 170.0 ± 9.6 169.4 ± 9.1 169.8 ± 9.4 

Range 148 - 205 149 - 198 148 - 205 

BMI (kg/m
2
)    

Mean ± SD 26.19 ± 4.46 26.56 ± 4.55 26.33 ± 4.49 

Range 17.7 - 51.1 15.6 - 42.9 15.6 - 51.1 

BSA (m
2
)    

Mean ± SD 1.868 ± 0.219 1.867 ± 0.200 1.868 ± 0.212 

Range 1.38 - 2.71 1.42 - 2.53 1.38 - 2.71 

N=total number of patients; n=number of patients among N; (%) = percentage of patients; SD=Standard deviation; 
BMI=Body mass index; BSA=Body surface area 

Source: Table°5.1 to Table°5.3 of Section 14 

Regarding the overall safety population (N=483) 218 patients (45.1%) were male and 265 
patients (54.9%) were female. The mean age of the patients was 63.1 years. 247 patients 
(51.1%) were younger than 65 years, 163 patients (33.7%) aged between 65 and 74 years and 
73 patients (15.1%) were 75 years or older. 

No obvious differences with respect to age, gender, height, weight, BMI and BSA were seen 
between both of the subsets, i.e. between first-line patients and relapsed / refractory patients. 
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11.2.2 Other Baseline Examinations 

11.2.2.1 Tumor characteristics 

Tumor related characteristics including the time since first diagnosis of follicular lymphoma (FL) 
and performance status (ECOG) at baseline are provided in Text Table 11-3. 

Text Table 11-3: Tumor related characteristics 

 
First-line  

(SS I) 

N°=°310 

Relapsed/Refractory 
(SS II) 

N°=°173 

Overall 
(SS O) 

N°=°483 

 n (%) n (%) n (%) 

FL grade; n (%)    

1 110 (35.5) 78 (45.1) 188 (38.9) 

2 140 (45.2) 64 (37.0) 204 (42.2) 

3A 48 (15.5) 23 (13.3) 71 (14.7) 

3B 12 (3.9) 8 (4.6) 20 (4.1) 

Ann-Arbor Stage; n (%)    

I 21 (6.8) 20 (11.6) 41 (8.5) 

II 46 (14.8) 29 (16.8) 75 (15.5) 

III 111 (35.8) 43 (24.9) 154 (31.9) 

IV 132 (42.6) 81 (46.8) 213 (44.1) 

ECOG performance status; n (%)    

0 173 (55.8) 76 (43.9) 249 (51.6) 

1 128 (41.3) 90 (52.0) 218 (45.1) 

2 9 (2.9) 5 (2.9) 14 (2.9) 

No data --- 2 (1.2) 2 (0.4) 

Time since first diagnosis (months)    

n 303 167 470 

Median 9.5 59.2 13.9* 

N=total number of patients; n=number of patients among N; (%) = percentage of patients 
FL=Follicular lymphoma 

* Not relevant, as determined by duration of previous therapies in patients of the SS II 

Source: Table°6.1 to Table°6.3, Table°7.1.1 to Table°7.1.3, Table°7.2.1 to Table°7.2.3 and Table°8.1 to Table°8.3 of 
Section 14 

With 80.7% of the first-line patients and 82.1% of all relapsed / refractory patients, the majority 
of patients in both of the subsets had Grade 1 or 2 FL, mainly with Ann-Arbor Stage III or IV in 
78.4% of all first-line patients and in 71.7 % of the relapsed / refractory subset. ECOG 
performance status ≤1 was observed in 97.1% of the first-line patients, respectively in 96.0% of 
the relapsed / refractory patients. As expected, disease duration (median 9.5 months and 59.2 
months, respectively) was substantially lower in the first-line patients than in the relapsed / 
refractory patients. 
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11.2.2.2 Concomitant diseases 

Frequencies for patients with concomitant diseases for the Safety Sets are summarized in Text 
Table 11-4. 

Text Table 11-4: Concomitant diseases 

 
First-line  

(SS I) 

N°=°310 

Relapsed/Refractory 
(SS II) 

N°=°173 

Overall 
(SS O) 

N°=°483 

 n (%) n (%) n (%) 

Any concomitant disease 164 (52.9) 94 (54.3) 258 (53.4) 

Body systems
1
    

Skin 8 (2.6) 6 (3.5) 14 (2.9) 

Ears, nose and throat 6 (1.9) 2 (1.2) 8 (1.7) 

Respiratory system 12 (3.9) 13 (7.5) 25 (5.2) 

Cardiovascular system 70 (22.6) 28 (22.0) 108 (22.4) 

Gastrointestinal system and liver 22 (7.1) 13 (7.5) 35 (7.2) 

Kidneys and urogenital tract 24 (7.7) 13 (7.5) 37 (7.7) 

Endocrine and metabolic system 40 (12.9) 30 (17.3) 70 (14.5) 

Blood and lymphatic system 17 (5.5) 10 (5.8) 27 (5.6) 

Musculoskeletal system 23 (7.4) 13 (7.5) 36 (7.5) 

Surgeries 33 (10.6) 21 (12.1) 54 (11.2) 

Psychiatric conditions 12 (3.9) 7 (4.0) 19 (3.9) 

Allergies 17 (5.5) 4 (2.3) 21 (4.3) 

Other tumor diseases 20 (6.5) 7 (4.0) 27 (5.6) 

Other concomitant disease 53 (17.1) 27 (15.6) 80 (16.6) 

N=total number of patients; n=number of patients among N; (%) = percentage of patients 
1: pre-specified in the eCRF 

Source: Table°9.1 to Table°9.3 of Section 14 

More than the half of all patients (53.4% in the SS O) reported at least one concomitant 
disease. Of the body systems pre-specified in the eCRF, diseases of the cardiovascular system 
(22.4%), other concomitant diseases not further specified (16.6%) and diseases of the 
endocrine and metabolic system (14.5%) were documented most often, without obvious 
differences between both subsets of patients. 

11.2.2.3 Previous therapies (relapsed / refractory patients) 

An overview regarding the previous therapy lines of the relapsed / refractory subset is depicted 
in Text Table 11-5. Corresponding data regarding only those patients who received MabThera® 
in their last previous therapy line are shown in Section 14 (Table°11.2, Table°12.2 and 
Table°14.2). 
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Text Table 11-5: Characteristics of previous therapy lines 

 Relapsed/Refractory 
(SS II) 

N°=°173 

Number of previous therapy lines  

n 170 

median 2.0 

range 2 – 7 

Duration of previous therapy (months)  

n 169 

median 4.47 

range 0 - 248.6 

Type of therapy during the last previous 
therapy line

1
, n (%) 

 

radiotherapy 49 (28.3) 

chemotherapy 145 (83.8) 

CHOP 76 (43.9) 

Bendamustine 37 (21.4) 

Autologous stem cell 
transplantation 

6 (3.5) 

Chlorambucile 5 (2.9) 

Mitoxantrone 5 (2.9) 

Cyclophosphamide 4 (2.3) 

CVP 4 (2.3) 

Fludarabine 3 (1.7) 

Other 19 (11.0) 

Previous MabThera® therapy  

Yes 126 

No 43 

No data 4 

Number of cycles with MabThera®  

Induction therapy  

n 123 

mean 6.2 

median 6 

range 0 – 12 

Maintenance therapy  

n 110 

mean 2.5 

median 0 

range 0 – 16 

Total dose of MabThera® (mg/m
2
)  

n 113 

mean 2654 

median 2250 

range 0 – 7500 
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Text Table 11-5: Characteristics of previous therapy lines 

 Relapsed/Refractory 
(SS II) 

N°=°173 

Tumor status after the last previous 
therapy line; n (%) 

 

CR 80 (46.2) 

PR 72 (41.6) 

SD 7 (4.0) 

PD 9 (5.2) 

no data 5 (2.9) 

N=total number of patients; n=number of patients among N; (%) = percentage of patients 
CR=Complete remission; PR=Partial remission; SD=Stable disease; PD= Progressive disease 

1: Multiple answers possible 

Source: Table°10, Table°11.1 and Table°11.2; Table°12.1 and Table°12.2, Table 13, Table°14.1 and Table°14.2 of 
Section 14 

The median number of therapy lines previously applied in all relapsed / refractory patients was 
2, ranging between 2 and 7 and with a median duration of 4.47 months, ranging between 0 and 
248.6 months. 

The CHOP protocol was the most frequently used chemotherapy regimen, applied in 76 
patients (43.9%) of the SS II, followed by the Bendamustine protocol applied in 21.4% of all 
relapsed / refractory patients. All other CT regimens were applied in less than 5% of all patients. 

MabThera® was applied in 126 patients (72.8%) during the last previous therapy line. 123 of 
these patients (71.1%) received MabThera® during induction and MabThera® maintenance 
therapy was applied in 110 patients (63.4%). 

The mean number of MabThera® cycles accounted to 6.2 during previous induction therapy 
and to 2.5 during previous maintenance therapy, with a mean total MabThera® dose of 2654 
mg/m2. The ranges for each of these parameters included the value of ‘0’ in any case, indicating 
that some of the data are not reliable and that data therefore should be regarded with care. 

The last previous therapy resulted in complete and partial responses (CR and PR) in 46.2% and 
41.6% of all relapsed / refractory patients, respectively. Disease progression was seen in 5.2% 
of all relapsed / refractory patients. 

11.2.2.4 Actual induction therapy 

Treatment and administration modalities regarding the actual induction therapy preceding the 
MabThera® maintenance therapy observed during this NIS were assessed by type 
(chemotherapy/immunotherapy/X-ray therapy) and duration of induction therapy, including the 
number of cycles and cycle intervals for each kind of therapy as well as the administration of 
MabThera® during induction. 

Main characteristics of the current induction therapy are provided in Text Table 11-6 for both of 
the subsets. Further details are presented in Table°15 to Table°19 of Section 14. 
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Text Table 11-6: Characteristics of current induction therapy 

 First-line  
(SS I) 

N°=°310 

Relapsed/Refractory 
(SS II) 

N°=°173 

Duration of induction (months)   

n 304 163 

median 4.87 4.87 

range 0.1 - 17.6 0.2 - 23.6 

Number of cycles with 
MabThera® 

  

median (range) 6 (1 - 8) 6 (1 - 8) 

Type of therapy during 
induction

1
, n (%) 

  

radiotherapy 15 (4.8) 9 (5.2) 

chemotherapy 303 (97.7) 152 (87.9) 

Bendamustine 194 (62.6) 116 (67.1) 

CHOP 101 (32.6) 19 (11.0) 

autologous stem cell 
transplantation 

1 (0.3) 7 (4.0) 

Chlorambucile 1 (0.3) 2 (1.2) 

COP 2 (0.6) 1 (0.6) 

CVP 2 (0.6) 0 (0.0) 

Cyclophosphamide 9 (2.6) 3 (1.7) 

Fludarabine 1 (0.3) 3 (1.7) 

Mitoxantrone 3 (1.0) 5 (2.9) 

Other 8 (2.6) 9 (5.2) 

Number of CT cycles / 
cycle interval

2
  

  

Bendamustin   

number   

median (range) 6 (2 - 9) 6 (1 - 9) 

interval (days)   

median (range) 28 (1 - 30) 28 (2 - 142) 

CHOP   

number   

median (range) 6 (3 - 8) 6 (6 - 9) 

interval (days)   

median (range) 21 (1 - 30) 21 (3 - 29) 

Tumor status at end of induction; 
n (%) 

  

CR 148 (47.7) 74 (42.8) 

PR 162 (52.3) 99 (57.2) 

N=total number of patients; n=number of patients among N; (%) = percentage of patients 
CR=Complete remission; PR=Partial remission 

1: Multiple answers possible 

2: for most frequent treatment regimens only 

Source: Table°15.1 and Table°15.2; Table°16.1 and Table°16.2, Table°17.1 and Table°17.2, Table°18.1 and 
Table°18.2 and Table°19.1 and Table°19.2 of Section 14 
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Induction treatment was administered over a median of 4.87 months and comprised one line of 
immunochemotherapy in the majority of patients (97.7% of the first-line and 87.9% of the 
relapsed / refractory patients), which included a median of 6 MabThera® cycles. 

In contrast to the previous lines of therapy, the most frequently used current induction regimens 
were Bendamustine (62.6% of first-line and 67.1% of relapsed / refractory patients) and CHOP 
(32.6% and 11.0%, respectively), leading to CR in 47.7% and 42.8% of first-line and relapsed / 
refractory patients, respectively. 

11.3 Measurement of Treatment Compliance 

To investigate the medical application modalities of MabThera® maintenance therapy in clinical 
practice the physicians were asked to document the planned number of treatment cycles, the 
planned interval of cycles and the planned dose of MabThera® as well as the actual treatment 
during each cycle applied. This was done in order to detect intended therapeutic regimens in 
clinical routine and to detect spontaneous variations in the actual application of MabThera® 
maintenance therapy. 

A summary of planned versus actual MabThera® maintenance therapy and additional 
parameter used to characterize the current maintenance therapy are shown in Text Table 11-7 
and Text Table 11-8. Detailed tabulations of corresponding parameters including by cycle 
presentations are provided in Section 14 (Table°20.1 to Table°26.2). 

Text Table 11-7: Characteristics of MabThera® maintenance therapy – planned versus realized 

 First-line  
(SS I) 

N°=°310 

Relapsed/Refractory 
(SS II) 

N°=°173 

 n median range n median range 

Planned       

Number of MabThera® cycles 310 12 4 to 16 173 8 2 to 16 

Cycle interval (months) 310 2 1 to 4  173 3 1 to 3 

MabThera® dose (mg/m
2
) 310 375 325 to 660 173 375 315 to 500 

Realized       

Duration of maintenance 
therapy (months) 

309 20.8 0.03 to 33.9 172 19.5 0.03 to 30.4 

Number of MabThera® cycles 309 11 1 to 16 172 8 1 to 16 

Cycle interval (months); 
average time 

306 2.02 0.6 to 4.1 161 2.86 0.8 to 5.9 

MabThera® dose (mg/m
2
)
1
  375 325 to 810  375 187 to 770 

Duration of infusion (h)
1; 2

  3 to 5 1.0 to 6.5  3.25 to 4.0 0.5 to 10.0 

N=total number of patients; n=number of patients among N 

1: calculated for different number of patients per cycle 

2: summarized over all treatment cycles 

Source: Table°20.1 and Table°20.2; Table°21.2.1 and Table°21.2.2, Table °22.1 and Table°22.2, Table°23.1 and 
Table°23.2, Table°24.1 and Table°24.2 of Section 14 
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Text Table 11-8: Cycle delays and interruptions of maintenance Therapy 

 First-line  
(SS I) 

N°=°310 

Relapsed/Refractory 
(SS II) 

N°=°173 

 n (%) n (%) 

Number of cycle delays
1
   

No delay 214 (69.0) 93 (53.8) 

1 delay 61 (19.7) 39 (22.5) 

2 delays 23 (7.4) 16 (9.2) 

3 delays 3 (1.0) 5 (2.9) 

4 delays 0 (0.0) 1 (0.6) 

5 delays 3 (1.0) 3 (1.7) 

6 delays 2 (0.6) 2 (1.2) 

7 delays 0 (0.0) 3 (1.7) 

8 delays 0 (0.0) 1 (0.6) 

9 delays 1 (0.3) 1 (0.6) 

Not evaluable 3 (1.0) 9 (5.2) 

Number of cycles with 
documented dose interruption

2
 

  

0 305 (98.4) 168 (97.1) 

1 4 (1.3) 3 (1.7) 

2 0 (0.0) 1 (0.6) 

Not evaluable 1 (0.3) 1 (0.6) 
N=total number of patients; n=number of patients among N; (%) = percentage of patients 

1: If the time between 2 cycles deviated for > 2 weeks from the planned cycle interval, a delay was calculated 

2: Dose interruption is defined as a reported interruption of maintenance therapy and continuation of therapy with the 
next scheduled cycle of MabThera® 

Source: Table°25.2.1 and Table°25.2.2; Table°26.1 and Table°26.2 of Section 14 

The median number of MabThera® cycles planned to be applied as maintenance therapy 
during an observation period of 24 months (planned) was 12 cycles for first-line patients 
(ranging between 4 and 16 cycles) and 8 cycles for relapsed / refractory patients (ranging 
between 2 and 16 cycles), corresponding to a cycle interval of 2 months, respectively 3 months 
as recommended according to the SmPC (see Text Table 11-7). 

The median actual number of MabThera® cycles applied during the maintenance therapy 
accounted to 11 cycles, one cycle less than planned in the subset of first-line-patients and to a 
median of 8 cycles for the relapsed / refractory patients, corresponding to the number of 
previous planned treatment cycles. Median duration of maintenance therapy was 20.8 months 
for the first-line patients and 19.5 months for the relapsed / refractory patients with a cycle 
interval of 2.02 months (range: 0.6 to 4.1 months), respectively of 2.86 months (range: 0.8 to 
5.9 months), without any obvious differences between cycles during the course of the study 
(see Table°21.1.1 and Table°21.1.2 of Section 14). 

In summary there was a tight correlation between the planned numbers of MabThera® cycles 
and cycle intervals and the realized number and frequency of MabThera® cycles administered 
during the maintenance therapy. Cycle delays of more than 2 weeks compared to the planned 
interval occurred in 31% of the first-line patients and a higher percentage of patients (46.2%) in 
the relapsed / refractory subset (see Text Table 11-8). Interruption of maintenance therapy with 
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specified reason for interruption was reported for very few cases only, accounting to 1.3% of the 
first-line patients, respectively to 2.3% in the relapsed / refractory subset (see Text Table 11-8). 

Corresponding to the planned MabThera® dose (first-line patients: 375 mg/m2; range: 325-660 
mg/m2; relapsed / refractory patients: 375 mg/m2; range: 315-500 mg/m2), the median dose of 
375 mg/m2 administered per cycle (ranging between 325 and 810 mg/m2 in first-line patients, 
and between 187 and 770 mg/m2 in the relapsed / refractory subset, respectively) remained 
almost stable during the entire study period, even though individual deviations from the planned 
dose ranged between -285 and 435 mg/m2 in first-line patients and between -188 and 395 
mg/m2 in relapsed / refractory patients (see Text Table 11-7, Table°22.1 / Table°22.2 and 
Table°25.1.1 / Table°25.1.2 of Section 14). As reported doses highly above 375 mg/m2 seems 
to be implausible, it cannot be excluded that these doses did not reflect the dose per m2 BSA, 
but the total dose (mg) that was applied. 

The median duration of infusion in the first-line patients ranged between 3 and 5 h, without any 
obvious differences with regard to different cycles (see Text Table 11-8 and Table°23.1 of 
Section 14). For the subset of relapsed / refractory patients the median duration of infusion 
ranged between 2.5 to 4.0, and was therefore lower than in the first-line patients, but again 
without any obvious differences between single therapy cycles (see Text Table 11-8 and 
Table°23.2 of Section 14). 
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11.4 Effectiveness Results and Tabulation of Individual Patient Data 

The primary objective was to examine the therapeutic efficiency of MabThera® maintenance 
therapy in follicular lymphoma in daily routine. 

All analyses of efficiency variables were of explorative nature and were performed on the 
efficiency subsets EFF I (N=305; first-line patients) and EFF II (N=172; relapsed / refractory 
patients). 

11.4.1 Primary and Secondary Target Variables 

11.4.1.1 Primary analysis – Progression-free survival (PFS) after 2 years 

The primary efficiency variable was the rate of progression-free survival (PFS) after 2 years. 
PFS was calculated in months (each month corresponds to 30 days). 

PFS was defined as the time from the date of the first cycle to the first occurrence of 
progression of tumor or death from any reason (whichever occurred first). If progression or 
death was not observed during the study, progression-free survival time was censored by the 
last documented tumor assessment during the maintenance therapy (latest at the end of study 
after two years). 

The information concerning the occurrence of disease progression was taken from several 
sources: the tumor assessment during the MabThera® maintenance therapy cycles or at the 
final examination, discontinuation of study due to PD or death due to lymphoma, and the 
experience of an (S)AE that described the PD of the underlying tumor or the occurrence of 
death for any cause. 

In case the progression of tumor was reported more than once in the study data, the date of first 
occurrence of the tumor progression was taken. 

If progression or death was not observed during the study, progression-free survival time was 
censored by the last documented tumor assessment during the maintenance therapy (latest at 
the end of the observational period after two years). 

PFS was analyzed by means of Kaplan-Meier methods. 

The Kaplan-Meier plots for PFS with display of events, only, are shown in Text Figure 11-1. 
Related statistical parameters are summarized in Text Table 11-9. The Kaplan-Meier plots 
including censored observations are shown in Figure 1.1.2 (EFF I) and Figure 1.2.2 (EFF II) of 
Section 14. 
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Text Figure 11-1: Kaplan-Meier plot for progression-free survival by efficiency subsets 

A: First-line patients (EFF I; N=305) 

 

B: Relapsed / Refractory patients (EFF II; N=172) 

 

Source: Figure°1.1.1 and Figure°1.2.1 of Section 14 

 

Text Table 11-9: Progression-free survival rate after 2 years of MabThera® maintenance therapy 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n) 29 34 

   
Estimated Kaplan-Meier rate (%) 
2 years 

88.29 76.03 

95% CI for PFS rate (83.97%, 92.59%) (68.79%, 83.28%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: PFS = 1 + date of PD (date of progression or date of death (whichever occurred first)) or date of censoring) – 
start date of the first cycle 

Source: Table°28.1 and Table°28.2 of Section 14 
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Until the end of the observation period PD was reported in 29 patients (9.5%) of the first-line 
patients and in 34 patients (19.8%) of the relapsed / refractory patients. 

The rate of PFS at 2 years was estimated to 88.29% (95% CI 83.97-92.59) for the first-line 
patients and to a lower value of 76.03% (95% CI 68.79-83.28) for relapsed / refractory patients. 

As can be seen from the Kaplan-Meier plots the median PFS was not reached in any case. 

The impact of potential risk factors and therapy modalities on PFS and OS (see Section 
11.4.1.2.1) was assessed using a multivariate COX-regression for quantitative prognostic 
factors. The following potential risks factors were included in this analysis: sex, age (< 75 years 
vs. ≥ 75 years), initial Ann-Arbor stage (stage I, II, III and IV). 

The main results of these analyses with regard to the PFS presenting the p-values, Hazard 
ratios and related 95% CIs are summarized in Text Table 11-10. Details are tabulated in 
Table°29.1 to Table°30.2 of Section 14. 

Text Table 11-10: Analyses of potential risk factors with regard to PFS 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n) 29 34 

   

Log Rank Test
1
 p-value p-value 

Risk factor   

Sex 0.1629 0.0851 

Age category 
<75 years; ≥ 75 years 

0.1785 0.9757 

Initial Ann-Arbor Stage 
(I- IV) 

0.5896 0.1530 

   

COX regression analysis p-
value

2
 

Hazard 
Ratio 

95% CI p-
value

2
 

Hazard 
Ratio 

95% CI 

Model 1:   

Prognostic factor    

Sex (ref. Male) Female 0.1525 0.585 (0.280, 1.219) 0.0723 0.532 (0.267, 1.059) 

Initial Ann-Arbor 
Stage  
(ref. Stage I) 

Stage II 
Stage III 
Stage IV 

0.2108 
0.7310 
0.5467 

0.319 
0.800 
0.677 

(0.053, 1.911) 
(0.225, 2.848) 
(0.190, 2.408) 

0.9779 
0.3031 
0.1193 

0.975 
2.263 
3.170 

(0.163, 5.839) 
(0.478, 10.707) 
(0.742, 13,540) 

Covariable age 0.4845 1.012 (0.979, 1.045) 0.0917 1.028 (0.996, 1.061) 

   

Model 2:   

Prognostic factor   

Sex (ref. Male) Female 0.1625 0.593 (0.285, 1.235) 0.0877 0.551 (0.278, 1.092) 

Covariable age 0.4735 1.012 (0.980, 1.045) 0.1374 1.025 (0.992, 1.058) 

N=total number of patients; n=number of events; CI: Confidence interval 

1: Log-Rank Test (Comparison of PFS time across categories of the factor considered) 

2: Chi-Square Test (Comparison of PFS time across categories of the factors considered) 

Source: Table°29.1 and Table°29.2, Table°30.1 and Table°30.2 of Section 14 

None of these analyzes provided evidence that one of the factors analyzed should be regarded 
as being a special risk factor with regard to the PFS in both of the subsets. Only a trend can be 
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seen with regard to male patients, which seem to have a lower therapeutic benefit than female 
patients. 

11.4.1.2 Secondary analyses 

11.4.1.2.1 Overall Survival (OS) after 2 years 

Death for any reason was regarded as an event event, while OS data were censored by the end 
of the observational period, when MabThera® treatment was terminated for reasons other than 
death. OS was calculated in months (each month corresponds to 30 days). 

If death was not observed during the study, survival time was censored by the last available 
date during the observation period, i.e. by date of the last cycle, by date of the final examination, 
by the last stop date of an AE or if duration of this AE was not known, by the start date of the 
last reported AE. 

OS was analyzed by means of Kaplan Meier Methods. 

The Kaplan-Meier plots for OS with display of events, only, are shown in Text Figure 11-2. 
Related statistical parameters are summarized in Fehler! Verweisquelle konnte nicht 
gefunden werden.. The Kaplan-Meier plots including censored observations are shown in 
Figure 2.1.2 (EFF I) and Figure 2.2.2 (EFF II) of Section 14. 

Text Table 11-11: Overall survival rate after 2 years of MabThera® maintenance therapy 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n) 8 6 

   
Estimated Kaplan-Meier rate (%) 
2 years 

96.89 95.44 

95% CI for OS rate (94.69%, 99.09%) (91.81%, 99.07%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: OS = 1 + date of death (for any cause) or date of censoring) – start date of the first cycle 

Source: Table°31.1 and Table°31.2 of Section 14 
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Text Figure 11-2: Kaplan-Meier plot for overall survival by efficiency subsets 

A: First-line patients (EFF I; N=305) 

 
B: Relapsed / Refractory patients (EFF II; N=172)

 

Source: Figure°2.1.1 and Figure°2.2.2 of Section 14 

Death cases were observed in 2.6% of the first-line subset and in 3.5% of the relapsed/ 
refractory subset. 

The rate of OS at 2 years was estimated to 96.89% (95% CI 94.69-99.09) for the first-line 
patients and an almost identical value of 95.44% (95% CI 91.81-99.07) for relapsed / refractory 
patients. 

The results of the COX-regression analyses with regard to the OS are summarized in Fehler! 
Verweisquelle konnte nicht gefunden werden.. Details are provided in Table°32.1 to 
Table°33.2 of Section 14. 
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Text Table 11-12: Analyses of potential risk factors with regard to OS 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n) 8 6 

   

Log Rank Test
1
 p-value p-value 

Risk factor   

Sex 0.7625 0.7659 

Age category 
<75 years; ≥ 75 years 

0.1002 0.1798 

Initial Ann-Arbor Stage  
(I- IV) 

0.6313 0.2733 

   

COX regression analysis p-
value

2
 

Hazard 
Ratio 

95% CI p-
value

2
 

Hazard 
Ratio 

95% CI 

Model 1:   

Prognostic factor    

Sex (ref. Male) Female 0.7805 1.226 (0.292, 5.156) 0.8437 0.853 (1.170, 4.282) 

Initial Ann-Arbor 
Stage  
(ref.  
Stage I, II, III) 

Stage IV 0.5412 1.543 (0.384, 6.200) 0.0866 6.553 (0.763, 56.266) 

Covariable age 0.0313 1.091 (1.008, 1.180) 0.2082 1.056 (0.970, 1.143) 

   

Model 2:   

Prognostic factor   

Sex (ref. Male) Female 0.7833 1.223 (0.291, 5.242) 0.7832 0.798 (0.161, 3.971) 

Covariable age 0.0317 1.089 (1.007, 1.176) 0.2538 1.051 (0.965, 1.145) 

N=total number of patients; n=number of events; CI: Confidence interval 

1: Log-Rank Test (Comparison of PFS time across categories of the factor considered) 

2: Chi-Square Test (Comparison of PFS time across categories of the factors considered) 

Source: Table°32.1 and Table°32.2, Table°33.1 and Table°33.2 of Section 14 

Deviating from what was seen for the PFS, the COX-regression analyses with regard to the OS 
indicate, that age might be regarded as a suitable prognostic factor for the OS of first-line 
patients (p-values <0.05). But due to the low number of death cases available for these 
analyses, this result is to be interpreted with caution. 

11.4.1.2.2 Tumor Status at the end of the maintenance therapy 

A frequency table with regard to the tumor status (CR, PR, SD, PD) at the end of the 
MabThera® maintenance therapy in comparison to the tumor status after completion of the 
current induction therapy for scheduled completion or premature discontinuation of maintenance 
therapy is presented in Fehler! Verweisquelle konnte nicht gefunden werden., including the 
number and percentage of patients who responded to the maintenance therapy with tumor 
status CR, PR or SD. Results of tumor assessments during each cycle are provided in 
Table°27.1.1 and Table°27.1.2 of Section 14.  
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In case that the tumor status was not reported at the end of the maintenance therapy the last 
available tumor status during the maintenance therapy was taken for this analysis, but no other 
sources were respected to detect potential disease progression. 

Text Table 11-13: Tumor status at the end of the MabThera® maintenance therapy 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

 n (%) n (%) 

Tumor status
1
   

CR 178 (58.4) 88 (51.2) 

PR 64 (21.0) 36 (20.9) 

SD 97 (12.1) 16 (9.3) 

PD 26 (8.5) 32 (18.6) 

   
Patients responding to 
maintenance therapy 
(CR, PR, SD) 

279 (91.5) 140 (81.4) 

95% CI (83.3%, 94.6%) (75.6%, 87.2%) 

N=total number of patients; n=number of patients among N; (%)= percentage of patients; CI: Confidence interval 

CR=Complete remission; PR=Partial remission; SD=Stable disease; PD= Progressive disease 

1: In comparison to the tumor status at the end of the current induction therapy that preceded the MabThera® 
maintenance therapy 

Source: Table°27.2.1 and Table°27.2.2 of Section 14 

A total of 279 patients (91.5%; 95% CI: 83.3-94.6) of all first-line patients responded to the 
maintenance therapy. According to the tumor assessment PD was seen in 26 of all first-line 
patients (8.5%) compared to 29 patients (9.5%) with PD if taking into account other sources 
than the tumor assessment only (see Section 11.4.1.1, Text Table 11-9). 

Regarding the relapsed/ refractory patients, the response to the maintenance therapy in this 
subset of patients was lower. 81.4% (95% CI: 75.6-87.2) of all patients in this subset responded 
with CR, PR or stable disease. 32 patients (18.6%) were reported having a relapse. This is 
again lower than the total number of patients with PD in this subset that accounted to 34 cases 
(19.8%) (see Section 11.4.1.1, Text Table 11-9). 

A shift table regarding the ECOG performance status at baseline and at final examination is 
presented in Table°34.1 and Table °34.2 of Section 14. In line with the occurrence of disease 
progression, the ECOG performance status seems to be slightly shifted towards to higher 
ECOG grades, but remained stable for most of the patients. 

11.4.1.2.3 Best overall tumor response 

The best overall tumor response since start of the maintenance therapy with MabThera® up to 
final examination of tumor status was defined as: 

 CR: if tumor status CR was reported for at least one tumor assessment 

 PR: if tumor status PR was reported for at least one tumor assessment and tumor status 
CR never assessed 

 SD: If tumor status SD was reported for at least one tumor assessment and tumor status 
CR or PR never assessed 
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 PD: if tumor status PD was reported and tumor status CR, PR or SD never assessed 

Analysis results are presented in Text Table 11-14 along with the number and percentage of 

patients with best overall response CR, PR or SD including its 95% confidence interval. 

Text Table 11-14: Best overall response during MabThera® maintenance therapy 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

 n (%) n (%) 

Tumor status   

CR 215 (70.5) 106 (61.6) 

PR 65 (21.3) 40 (23.3) 

SD 20 (6.6) 20 (11.6) 

PD 5 (1.6) 6 (3.5) 

   
Best overall response including 
CR, PR and SD 

300 (98.4) 166 (96.5) 

95% CI (96.9%, 99.8%) (93.8%, 99.3%) 

N=total number of patients; n=number of patients among N; (%)= percentage of patients; CI: Confidence interval 

CR=Complete remission; PR=Partial remission; SD=Stable disease; PD= Progressive disease 

Source: Table°27.3.1 and Table°27.3.2 of Section 14 

CR, PR or SD as best overall response during the maintenance therapy was seen for almost all 
patients in both of the subsets analyzed, with 98.4% (95% CI: 96.9-99.8) of the first-line patients 
and 96.5% (95% CI: 93.8-99.3) of the relapsed / refractory patients. No benefit of maintenance 
therapy was seen in only 1.6% of the first-line patients and in 3.5% of the relapsed / refractory 
patients. 

11.4.1.2.4 Initiation of new therapy at the end of the maintenance therapy 

The number and percentage of patients for whom a new therapy was indicated is presented in 
Text Table 11-15 for the overall efficiency subsets. Further details regarding those patients with 
regular termination/premature discontinuation of the maintenance therapy are given in 
Table°35.1.1 and Table °35.1.2 of Section 14. 

Text Table 11-15: New therapy at the end of MabThera® maintenance therapy 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

 n (%) n (%) 

New therapy   

No data 51 (16.7) 20 (11.6) 

No 231 (75.7) 119 (69.2) 

Yes 23 (7.5) 33 (19.2) 

Specification of new therapy
1
   

MabThera® 10 (3.3) 13 (7.6) 

Radiotherapy 2 (0.7) 5 (2.6) 

Chemotherapy 12 (3.9) 24 (14.0) 

Other 3 (1.0) 3 (1.0) 

N=total number of patients; n=number of patients among N; (%)= percentage of patients 
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1: Multiple answers were possible 

Source: Table°35.1.1 and Table°35.1.2 of Section 14 

New therapies subsequent to the current therapy were more frequently applied in patients of the 
relapsed / refractory subset (19.2%), than in the first-line subset (7.5%). 

Chemotherapy and additional MabThera® therapy were most frequently chosen as new 
treatment options, with comparable high percentages for the first-line patients and a higher 
percentage in favor of chemotherapy (41.4% vs 22.4%) with regard to the relapsed / refractory 
subset. New therapy was predominately applied to patients who terminated the study 
prematurely: in 17 of 23 patients of the first-line subset, and in 21 of 33 patients in the relapsed / 
refractory subset, see Table°35.1.1 and Table °35.1.2 of Section 14. 

11.4.2 Statistical / Analytical Issues 

11.4.2.1 Adjustments for covariates 

The impact of potential risk factors and therapy modalities on PFS and OS was assessed using 
a multivariate COX-regression for quantitative prognostic factors. 

Results of these analyses are presented in Section 11.4.1.1 regarding the PFS and in Section 
11.4.1.2.1 regarding the OS. 

11.4.2.2 Handling of dropouts or missing data 

All withdrawals were documented providing the reason for withdrawal. 

No replacement of missing values was performed. 

11.4.2.3 Interim analyses and data monitoring 

An interim analysis was performed regarding the baseline characteristics with a data cut in April 
2012 and was reported by Dührsen et al. (Onkologie 2012; Annual meeting of DGHO: Poster 
presentation). 

11.4.2.4 Multicenter studies 

An evaluation of center effects was not planned nor performed due to the small number of 
patients per center. 

11.4.2.5 Multiple comparison/ multiplicity 

As statistical tests were conducted in an explorative manner, no -adjustment was performed. 

11.4.2.6 Use of an efficiency subset of subjects 

Patients without at least one tumor assessment after the first dose of MabThera® maintenance 
therapy, and patients presenting data not locked as requested were not included in the analysis 
populations EFF I, EFF II and therefore ‘non-evaluable’ for the primary effectiveness analysis of 
PFS after 2 years. In total, 7 patients of 312 first-line patients, 5 patients of 177 relapsed / 
refractory patients as well as one patient for whom the therapy line was not known (Pat-ID 
5581) could not be analyzed for effectiveness (for further details refer to Section 11.1). 
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All analyses of efficiency variables were finally performed on the efficiency subsets EFF I 
(N=305; first-line patients) and EFF II (N=172; relapsed / refractory patients) and no other 
efficiency subset was used for analysis. 
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11.4.2.7 Active-control studies intended to show equivalence 

Not applicable. 

11.4.2.8 Examination of subgroups 

Subgroup analysis were performed on the EFF I and EFF II for Endpoints PFS and OS. 

 Separate for male and for female patients 

 Separate for patients with age <75 years and for patients with age ≥75 years 

 Separate for patients with initial Ann Arbor stage I/II and for patients with initial Ann Arbor 
stage III/IV 

PFS and OS were analyzed by means of Kaplan-Meier methods for each subgroup. 

Since the number of patients available for each of the subgroup analyses presented below is 
very small (i.e. sample size not powered with regard to these analyses) results of these 
analyses in general are to be regarded with caution, providing a trend, only. 

Subgroup analysis with regard to sex 

Analysis results for the subgroup analysis regarding the PFS are summarized in Text Table 
11-16. Corresponding Kaplan-Meier plots are provided in Section 14 (Figure°3.1.1 and 
Figure°3.1.2). 

Text Table 11-16: Progression-free survival rate in male and females after 2 years of MabThera® 
maintenance therapy 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n)   

Male 16 20 

Female 13 14 

   
Estimated Kaplan-Meier rate (%) 
2 years (95% CI) 

  

Male 84.53  
(74.46%, 92.59%) 

68.59 
(56.54%, 80.64%) 

Female 90.90 
(85.99%, 95.80%) 

82.32 
(73.84%, 90.81%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: PFS = 1 + date of PD (date of progression or date of death (whichever occurred first)) or date of censoring) – 
start date of the first cycle 

Source: Table°36.1.1 and Table°36.1.2 of Section 14 

Until the end of the observation period PD was reported in 16 male and 13 female patients of 
the first-line patients, respectively in 20 male and 14 female patients of the relapsed / refractory 
patients. 

As can be seen from Text Table 11-16 the rate of PFS at 2 years was numerically higher for 
female patients (first-line: 90.90%; relapsed / refractory patients: 82.32%) than for male patients 
(first-line: 84.53%; relapsed / refractory patients: 68.59%) even though there was an overlap of 
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the 95% CIs, indicating that differences between male and female patients were not of statistical 
significance. 

Analysis results for the OS are summarized in Text Table 11-17. Corresponding Kaplan-Meier 
plots are provided in Section 14 (Figure°3.2.1 and Figure°3.2.2). 

Text Table 11-17: Overall survival rate in male and females after 2 years of MabThera® 
maintenance therapy 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n)   

Male 3 3 

Female 5 3 

   
Estimated Kaplan-Meier rate (%) 
2 years (95% CI) 

  

Male 97.66  
(95.03%, 100.00%) 

94.24 
(87.72%, 100.00%) 

Female 96.46 
(93.34%, 99.59%) 

96.19 
(91.96%, 100.00%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: OS = 1 + date of death (for any cause) or date of censoring) – start date of the first cycle 

Source: Table°36.2.1 and Table°36.2.2 of Section 14 

During the entire study period only 3 males and 5 females of the first-line subset and each 3 
males and females of the relapsed / refractory subset died. 

Within this small sample size the rate of OS at 2 years was comparable high for male and 
females in both of the subsets, again with overlapping 95% CIs. 

Subgroup analysis with regard to age categories 

Analysis results with regard to age categories are summarized in Text Table 11-18 for the PFS. 
Corresponding Kaplan-Meier plots are provided in Section 14 (Figure°4.1.1 and Figure°4.1.2). 
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Text Table 11-18: Progression-free survival rate after 2 years of MabThera® maintenance therapy 
by age categories 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n)   

Age < 75 years 22 29 

Age ≥ 75 years 7 5 

   
Estimated Kaplan-Meier rate (%) 
2 years (95% CI) 

  

Age < 75 years 89.51  
(85.01%, 94.01%) 

76.60 
(68.98%, 84.21%) 

Age ≥ 75 years 81.55 
(68.82%, 94.27%) 

72.15 
(49.74%, 94.55%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: PFS = 1 + date of PD (date of progression or date of death (whichever occurred first)) or date of censoring) – 
start date of the first cycle 

Source: Table°37.1.1 and Table°37.1.2 of Section 14 

Progression occurred in 22 patients (8.5% of all patients in this category) of the first-line patients 
aged < 75 years and in 7 patients aged ≥ 75 years (18.7% of all patients in this category), 
respectively in 29 (19.7%) and 5 (20.0%) patients of the relapsed / refractory subset.  

As can be seen from Text Table 11-18 the rate of PFS at 2 years was numerically higher for 
patients younger than 75 years (first-line: 89.51%; relapsed / refractory patients: 76.60%) than 
for patients aged more than 75 years (first-line: 81.55%; relapsed / refractory patients: 72.15%) 
with overlapping 95% CIs in both of the subsets. 

Results of the analysis for age categories regarding the OS are summarized in Text Table 
11-19. Corresponding Kaplan-Meier plots are provided in Section 14 (Figure°4.2.1 and 
Figure°4.2.2). 

Text Table 11-19: Overall survival rate after 2 years of MabThera® maintenance therapy by age 
categories 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n)   

Age < 75 years 5 4 

Age ≥ 75 years 3 2 

   
Estimated Kaplan-Meier rate (%) 
2 years (95% CI) 

  

Age < 75 years 97.97  
(96.21%, 99.73%) 

96.48 
(93.03%, 99.93%) 

Age ≥ 75 years 91.17 
(81.27%, 100.00%) 

89.84 
(76.23%, 100.00%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: OS = 1 + date of death (for any cause) or date of censoring) – start date of the first cycle 

Source: Table°37.2.1 and Table°37.2.2 of Section 14 
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During the entire study period 5 patients younger than 75 years (1.9% of these age category) 
and 3 patients older than 75 years (6.3%) of the first-line subset, respectively 4 (2.7%) and 2 
patients (8.0%) of the relapsed / refractory subset died. 

Among the small number of death cases in both of the subsets the rate of OS at 2 years was 
numerically higher for patients aged less than 75 years than for older patients. 

Subgroup analysis with regard to initial Ann-Arbor stage 

Analysis results for the PFS with regard to the Ann-Arbor Stage at baseline are summarized in 
Text Table 11-20. Corresponding Kaplan-Meier plots are provided in Section 14 (Figure°5.1.1 
and Figure°5.1.2). 

Text Table 11-20: Progression-free survival rate after 2 years of MabThera® maintenance therapy 
by Ann-Arbor stage at baseline 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n)   

Initial Ann-Arbor stage I/II 5 5 

Initial Ann-Arbor stage III/IV 24 29 

   
Estimated Kaplan-Meier rate (%) 
2 years (95% CI) 

  

Initial Ann-Arbor stage I/II 91.56  
(84.47%, 98.66%) 

88.14 
(78.32%, 97.96%) 

Initial Ann-Arbor stage III/IV 87.40 
(82.29%, 92.51%) 

71.01 
(61.77%, 80.25%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: PFS = 1 + date of PD (date of progression or date of death (whichever occurred first)) or date of censoring) – 
start date of the first cycle 

Source: Table°38.1.1 and Table°38.1.2 of Section 14 

Progression occurred in 5 patients (10.2% of all patients in this category) of the first-line patients 
with initial Ann-Arbor stage I/II and in 24 patients (19.5%) with initial Ann-Arbor stage III/IV. In 
the relapsed / refractory subset 5 patients (7.7%) with initial Ann-Arbor stage I/II, and 29 
patients (23.6%) with initial Ann-Arbor stage III/IV had a disease progression. 

As can be seen from Text Table 11-20 the rate of PFS at 2 years in the first-line subset was 
only slightly higher for patients with initial Ann-Arbor stage I/II (91.56%) than for patients with 
initial Ann-Arbor stage III/IV (87.40%), whereas the rate of PFS was remarkable higher in 
patients of the relapsed / refractory subset with initial Ann-Arbor stage I/II (88.14%) than in 
patients with initial Ann-Arbor stage III/IV (71.01%). Nonetheless there was still an overlap 
between corresponding 95% CIs, indicating again that this difference was not of statistical 
significance. 

Results of the analysis for Ann-Arbor stages regarding the OS are summarized in Text Table 
11-21. Corresponding Kaplan-Meier plots are provided in Section 14 (Figure°4.2.1 and 
Figure°4.2.2). 
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Text Table 11-21: Overall survival rate after 2 years of MabThera® maintenance therapy by Ann-
Arbor stages categories 

 First-line  
(EFF I) 

N°=°305 

Relapsed/Refractory 
(EFF II) 

N°=°172 

Number of events (n)   

Initial Ann-Arbor stage I/II 1 0 

Initial Ann-Arbor stage III/IV 7 6 

   
Estimated Kaplan-Meier rate (%) 
2 years (95% CI) 

  

Initial Ann-Arbor stage I/II 98.15  
(94.55%, 100.00%) 

100.00 
 

Initial Ann-Arbor stage III/IV 96.55 
(93.93%, 96.16%) 

93.44 
(88.25%, 98.62%) 

N=total number of patients; n=number of events; (%)= percentage of patients; CI: Confidence interval 

Note: OS = 1 + date of death (for any cause) or date of censoring) – start date of the first cycle 

Source: Table°38.2.1 and Table°38.2.2 of Section 14 

During the entire study period only 1 patient with initial Ann-Arbor stage I/II died. The remaining 
patient that died presented with initial Ann-Arbor stage III/IV. 7 of these patients were first-line 
patients and 6 relapsed / refractory patients. 

Based on this small number of death cases the rate of OS at 2 years in the first-line subset was 
comparable high for patients with Ann-Arbor stage I/II, respectively with initial Ann-Arbor stage 
III/IV. In contrast the relapsed / refractory patients with initial Ann-Arbor stage III/IV had a 
numerically lower rate of OS (93.44%), than patients with Ann-Arbor stage I/II (100.0%). 

11.4.3 Tabulation of Individual Response Data 

Individual response data with regard to PFS and OS are presented in data listings 

11.4.4 Drug Dose, Drug Concentration, and Relationships to Response 

Not planned. 

11.4.5 Drug-drug and Drug Disease Interactions 

Not planned. 

11.4.6 By-patient displays 

By-patient listings are presented for: 

 Patients excluded from analysis populations 

 Patients with premature termination including reason for termination 

 Progression-free survival and overall survival 

 Adverse Events and pregnancies 
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11.4.7 Conclusions 

The majority of first-line patients (80.7%) and relapsed / refractory patients (82.1%) included in 
this non-interventional study suffered from lower Grade FL (Grade I or Grade 2), mainly with 
Ann-Arbor stage III or IV in 78.4% of all first-line patients (N=310) and in 71.7 % of the relapsed 
/ refractory subset (N=173). ECOG performance status ≤1 was observed in 97.1% of the first-
line patients, respectively in 96.0% of the relapsed / refractory patients. Disease duration was 
median 9.5 months in the first-line patients and median 59.2 months in the relapsed / refractory 
patients. 

Most of the relapsed / refractory patients were included with 2 previous therapy lines with a 
median duration of 4.47 months. The CHOP protocol was the most frequently used CT regimen 
in previous therapy lines, applied to 43.9% of patients, followed by the Bendamustine protocol 
applied to 21.4% of all relapsed / refractory patients. All other CT regimens were applied in less 
than 5% of all patients and approximately one third of the patients received radiotherapy. 

During the last previous therapy line MabThera® was already administered in 72.8% of all 
patients included in this NIS. The mean number of MabThera® cycles accounted to 6.2 during 
previous induction therapy and to 2.5 during previous maintenance therapy, with a mean total 
MabThera® dose of 2654 mg/m2. As ranges for each of these parameters included the value of 
‘0’ in any case, indicating some inconsistencies in the data reported, these data should 
therefore be regarded with care. 

The last previous therapy resulted in complete and partial responses (CR and PR) in 46.2% and 
41.6% of all relapsed / refractory patients, respectively. Disease progression was seen in 5.2% 
of all relapsed / refractory patients. 

During the current therapy, induction treatment was administered over a median of 4.87 months 
and comprised of one line of CT in the majority of patients (97.7% of the first-line and 87.9% of 
the relapsed / refractory patients), which included a median of 6 MabThera® cycles. 

In contrast to the previous lines of therapy, the most frequently used current induction regimens 
were Bendamustine (62.6% of first-line and 67.1% of relapsed / refractory patients) and CHOP 
(32.6% and 11.0%, respectively), leading to CR in 47.7% and 42.8% of first-line and relapsed / 
refractory patients, respectively. 

The median number of MabThera® cycles planned to be administered during the current 
maintenance therapy was 12 cycles for first-line patients (ranging between 4 and 16 cycles) and 
8 cycles for relapsed / refractory patients (ranging between 2 and 16 cycles), corresponding to a 
cycle interval of 2 months (range 1-4 months), respectively 3 months (range 1-3 months) as 
recommended according to the SmPC. 

The median actual number of MabThera® cycles administered during the maintenance therapy 
accounted to 11 cycles (ranging between 1 and 16 cycles), one cycle less than planned in the 
subset of first-line-patients and to a median of 8 cycles (ranging between 1 and 16 cycles) for 
the relapsed / refractory subset, corresponding to the number of previously planned treatment 
cycles. Median duration of maintenance therapy was 20.8 months for the first-line patients and 
19.5 months for the relapsed / refractory patients with a cycle interval of 2.02 months (range: 0.6 
to 4.1 months), respectively of 2.86 months (range: 0.8 to 5.9 months), without any obvious 
differences between cycles during the course of the study. 

In summary there was a close correlation between the planned numbers of MabThera® cycles 
and cycle intervals and the realized number and frequency of MabThera® cycles administered 
during the maintenance therapy. Cycle delays of more than 2 weeks compared to the planned 
interval occurred in 31% of the first-line patients and a higher percentage of patients (46.2%) in 
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the relapsed / refractory subset. Interruption of maintenance therapy with specified reason for 
interruption was reported for very few cases only, accounting to 1.3% of the first-line patients, 
respectively to 2.3% in the relapsed / refractory subset. 

Corresponding to the planned MabThera® dose (first-line patients: 375 mg/m2; range: 325-660 
mg/m2; relapsed / refractory patients: 375 mg/m2; range: 315-500 mg/m2), the median dose of 
375 mg/m2 administered per cycle (ranging between 325 and 810 mg/m2 in first-line patients, 
and between 187 and 770 mg/m2 in the relapsed / refractory subset, respectively) remained 
almost stable during the entire study period, even though individual deviations from the planned 
dose ranged between -285 and 435 mg/m2 in first-line patients and between -188 and 395 
mg/m2 in relapsed / refractory patients. As reported doses highly above 375 mg/m2 seems to be 
implausible, it cannot be excluded that these doses did not reflect the dose per m2 BSA, but the 
total dose (mg) that was applied.  

The median duration of infusion in the first-line patients ranged between 3 and 5 h, without any 
obvious differences with regard to different cycles. For the subset of relapsed / refractory 
patients the median duration of infusion ranged between 2.5 to 4.0, and was therefore lower 
than in the first-line patients, but again without any obvious differences between single therapy 
cycles. 

The primary efficiency endpoint was the rate of progression-free survival (PFS) after 2 years. 
The rate of PFS at 2 years was estimated to 88.29% (95% CI 83.97-92.59) for the first-line 
patients and to a lower value but even high value of 76.03% (95% CI 68.79-83.28) for relapsed / 
refractory patients. 

The rate of overall survival (OS) after 2 years assessed as a secondary efficiency endpoint was 
estimated to 96.89% (95% CI 94.69-99.09) for the first-line patients and an almost identical 
value of 95.44% (95% CI 91.81-99.07) for relapsed / refractory patients. 

Related subgroup analyses performed with regard to sex, age categories and initial Ann-Arbor 
stage revealed the following: 

The rate of PFS at 2 years was numerically higher for female patients (first-line: 90.90%; 
relapsed / refractory patients: 82.32%) than for male patients (first-line: 84.53%; relapsed / 
refractory patients: 68.59%). Regarding the age categories analyzed, the rate of PFS at 2 years 
was numerically higher for patients < 75 years (first-line: 89.51%; relapsed / refractory patients: 
76.60%) than for patients ≥ 75 years (first-line: 81.55%; relapsed / refractory patients: 72.15%). 
With regard to different initial Ann-Arbor stages, the rate of PFS at 2 years in the first-line subset 
was only slightly higher for patients with initial Ann-Arbor stage I/II (91.56%) than for patients 
with initial Ann-Arbor stage III/IV (87.40%), whereas the rate of PFS was remarkable higher in 
patients of the relapsed / refractory subset with initial Ann-Arbor stage I/II (88.14%) than in 
patients with initial Ann-Arbor stage III/IV (71.01%). 

The rate of OS at 2 years was comparable high for male and females in both of the subsets, 
accounting to 97.66% for male and to 96.46% for female first-line patients, respectively to 
94.24% for males and to 96.19% for females in the relapsed / refractory subset. For first-line 
patients aged < 75 years, respectively ≥ 75 years the rates of OS at 2 years were estimated to 
97.97% and 91.17%. Respective rates for the relapsed / refractory subset were calculated to 
96.48% for patients < 75 years and to 89.84% for patients ≥ 75 years, i.e. that the rate of OS at 
2 years was in general higher for patients aged less than 75 years than for older patients. With 
regard to the initial Ann-Arbor stage, the rate of OS at 2 years was comparable high for first-line 
patients with Ann-Arbor stage I/II (98.15%), respectively with initial Ann-Arbor stage III/IV 
(96.55%). For relapsed / refractory patients there was no death case with initial Ann-Arbor stage 
I/II compared to 6 death cases with initial Ann-Arbor stage III/IV. Hence the rate of OS was 
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remarkably lower for relapsed / refractory patients with initial Ann-Arbor stage III/IV (93.44%), 
than for patients with Ann-Arbor stage I/II (100.0%). 

Even though numerical differences were seen between the analyzed subgroups, most of the 
Kaplan-Meyer estimates presented with overlapping 95% CIs, indicating that differences 
between subgroups were not of statistical significance. 

In addition to the subgroup analyses, the impact of these potential risk factors and therapy 
modalities on PFS and OS was assessed using a multivariate COX-regression. 

For the PFS none of these analyses provided evidence that one of the factors analyzed or a 
combination of different factors should be regarded as being a suitable prognostic factor for 
PFS in both of the subsets. Only a trend was seen with regard to male patients, which seemed 
to have a lower therapeutic benefit than female patients. 

Deviating from what was seen for the PFS, the COX-regression analyses with regard to the OS 
indicate , that age might be regarded as a suitable prognostic factor for the OS of first-line 
patients (p-values <0.05). 

Nonetheless since the number of patients available for each of the subgroup analyses as well 
as for the multivariate COX-regression analyses was very small (PFS: 29 first-line patients with 
documented PD, and 34 relapsed / refractory patients, respectively; OS: 8 death cases among 
the first-line patients, and 6 death cases among the relapsed / refractory subset) results of these 
analyses in general are to be regarded with caution. 

Regarding the outcome of MabThera® maintenance therapy in follicular lymphoma in daily 
routine, 91.5% (95% CI: 83.3-94.6) of all first-line patients and 81.4% (95% CI: 75.6-87.2) of 
relapsed / refractory patients responded to the maintenance therapy with regard to the tumor 
status at the end of the maintenance therapy. PD occurred in 26 (29) of all first-line patients and 
in 32 (34) of all relapsed/refractory patients, corresponding to 8.5% (9.5%), respectively to 
18.6% (19.6%) depending on the source which was taken to determine the occurrence of PD. 

In line with the occurrence of disease progression, the ECOG grade at the end of the 
maintenance therapy was slightly shifted towards to higher ECOG grades. This effect was more 
pronounced in the subset of first-line patients than in the relapsed / refractory subset. 

Nonetheless regarding the best overall response almost all patients in both of the subsets 
analyzed, had a benefit from MabThera® maintenance therapy, with 98.4% (95% CI: 96.9-99.8) 
of the first-line patients and 96.5% (95% CI: 93.8-99.3) of the relapsed / refractory patients, 
reaching a level of CR, PR or even SD during the course of the maintenance therapy. No 
benefit of maintenance therapy was seen in only 1.6% of the first-line patients and in 3.5% of 
the relapsed / refractory patients. 

New therapies subsequent to the MabThera® maintenance therapy were more frequently 
applied in patients of the relapsed / refractory subset (19.2%), than in the first-line subset 
(7.5%).  

Chemotherapy and additional MabThera® therapy were most frequently chosen as new 
treatment options, with comparable high percentages for the first-line patients and a higher 
percentage in favor of chemotherapy (41.4% vs 22.4%) with regard to the relapsed / refractory 
subset. 

 

In summary data from this NIS indicate several shifts in the routine treatment patterns of FL in 
Germany. These include the introduction of standard treatment for advanced stage indolent FL 
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at earlier disease stages, where potentially curative radiotherapy is previously considered the 
treatment of choice. 

In addition, bendamustine has replaced CHOP as the preferred induction protocol for first-line 
therapy and repetitive treatment with MabThera® seems to be an accepted treatment option, 
especially combined with CT. 

Moreover this NIS shows that survival rates at 2 years (PFS and OS) in patients with previously 
untreated follicular lymphoma as well as for relapsed / refractory patients who received a 
MabThera® containing induction therapy followed by MabThera® maintenance therapy under 
routine conditions are mainly in line with those obtained in controlled clinical trials, indicating a 
comparable survival benefit for almost all patients treated in clinical routine. 
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12 SAFETY EVALUATION 

12.1 Extent of Exposure 

Results regarding the administration modalities of MabThera® during the maintenance therapy 
are briefly described in Section 11.3 of this report. 

No further analyses regarding the extent of exposure were planned nor performed. 

12.2 Adverse Events 

As described in Section 9.8.1 AE collection during this study was performed with two different 
approaches (before and after the implementation of the safety directive): 

 Only (serious) adverse drug reactions were documented during the period ‘First patient in’ 
to 31.08.2012 

 AE/SAE’s were documented during the period 01.09.2012 to ‘Last patient out’. 

Related changes in the eCRF were implemented with a delay. As a consequence SAEs needed 
to be reported offline by fax and were not automatically saved in the clinical data base. 

To finally present a complete overview of all (S)AEs that occurred during the course of this NIS, 
(S)AEs which were documented only in the safety database of the client were finally added to 
the clinical database after SAE reconciliation and before database lock by program. Concerning 
events reported in both databases the entry from the safety database overwrote the 
corresponding entry from the clinical database (seriousness, causality, date of death and 
MedDRA coding). 

AE analyses were performed for the SS I, SS II and SS O, i.e. for all patients who received at 
least one dose of MabThera® during the maintenance therapy. The following mainly presents 
data with regard to the first-line subset (SS I) and the subset of relapsed / refractory patients 
(SS II). Data from the analysis of the SS O, which comprised of one additional patient (Pat-ID: 
5581) for whom the therapy line was not known are presented only, where necessary. Complete 
results from the safety analysis of the SS O are provided in Section 14. 

12.2.1 Brief Summary of Adverse Events 

Overall, 560 adverse events (AEs) were documented for 154 patients (31.4% of the SS O). Of 
these one (S)AE (“Unknown cause of death”) in total was reported for that one patient (Pat-ID 
5581) for whom the therapy line was not known (see Listing 5, part 3 in Appendix 16.1). 

269 AEs of the remaining 559 AEs were documented for 84 patients (26.9%) of the first-line 
patients. Of those 76 AEs in 33 patients (10.6%) were regarded as related to MabThera® (i.e. 
adverse drug reactions (ADRs)). For this subset a total of 76 SAEs were reported in overall 35 
patients (11.2%). Thereof 15 SAEs in 10 patients (3.2%) were assessed as related to 
MabThera® (serious adverse drug reactions (SADRs)). 

Regarding the relapsed / refractory subset, a total of 290 AEs were observed in 69 patients 
(39.0%). 125 of these AEs in 33 patients (18.6%) were assessed as ADRs. For 39 patients 
(22.0%) a total of 102 SAEs were reported and 48 of these events were assessed as SADRs in 
overall 16 patients (9.0%). 

An overview about all adverse events of the study is given in the Text Table 12-1. 
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Text Table 12-1: Overview about adverse events 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

Overall 
(SS O) 

N°=°490 

Patients with any: n (%) [AE] n (%) [AE] n (%) [AE] 

AEs 84 (26.9) [269] 69 (39.0) [290] 154 (31.4) [560] 

AEs related to 
MabThera® (ADRs) 

33 (10.6) [76] 33 (18.6) [125] 66 (13.5) [201] 

Serious AEs  
(SAEs) 

35 (11.2) [76] 39 (22.0) [102] 75 (15.3) [179] 

Serious AEs related to 
MabThera®  
(SADRs) 

10 (3.2) [15] 16 (9.0) [48] 26 (5.3) [63] 

N=total number of patients; n=number of patients reporting at least 1 adverse event with System Organ 
Class/Preferred Term; (%)=percentage of patients among total (N); [AE]=number of individual adverse events. 

Source: Table 39.1, Table°39.2 and Table°39.3 in Section 14 

As shown in Table°44.1.1 to Table°44.3.3 of Section 14 the incidence of AEs, ADRs as well as 
of SAEs was highest at start of the maintenance therapy and declined continuously until the last 
cycle of the maintenance therapy. 

12.2.2 Display of Adverse Events 

12.2.2.1 Common Adverse Events 

AEs occurring in at least 1% of all patients in both of the subsets (SS I + SS II= 489 patients) 
during the course of the study, broken down by MedDRA SOCs and preferred terms (PTs) are 
presented in Text Table 12-2. A comprehensive tabulation of all AEs is provided in Table°40.1 
and Table°40.2 of Section 14. 

Text Table 12-2: AEs by SOC and PT; only categories with incidence ≥1.0% of patients (SS I 
+ SS II=489) are displayed. 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

MedDRA SOC 
Preferred Term 

n (%) [AE] n (%) [AE] 

Any System Organ Class 84 (26.9) [269] 69 (39.0) [290] 

       

BLOOD AND LYMPHATIC SYSTEM 
DISORDERS 

19 (6.1) [40] 31 (17.5) [90] 

Anaemia 2 (0.6) [2] 3 (1.7) [3] 

Leukopenia 17 (5.4) [28] 25 (14.1) [56] 

Neutropenia 6 (1.9) [8] 8 (4.5) [17] 

Thrombocytopenia 1 (0.3) [1] 7 (4.0) [9] 
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Text Table 12-2: AEs by SOC and PT; only categories with incidence ≥1.0% of patients (SS I 
+ SS II=489) are displayed. 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

MedDRA SOC 
Preferred Term 

n (%) [AE] n (%) [AE] 

GASTROINTESTINAL DISORDERS 18 (5.8) [31] 14 (7.9) [20] 

Diarrhoea 8 (2.6) [8] 6 (3.4) [6] 

Nausea 4 (1.3) [4] 2 (1.1) [2] 

GENERAL DISORDERS AND 
ADMINISTRATION SITE 
CONDITIONS 

25 (8.0) [36] 22 (12.4) [41] 

Chills 1 (0.3) [1] 4 (2.3) [4] 

Fatigue 8 (2.6) [8] 6 (3.4) [7] 

Pain 6 (1.9) [7] 12 (6.8) [14] 

Pyrexia 8 (2.6) [11] 6 (3.4) [7] 

INFECTIONS AND INFESTATIONS 27 (8.0) [47] 33 (18.6) [63] 

Bacterial Infection 9 (2.9) [17] 18 (10.2) [25] 

Herpes Zoster 4 (1.3) [4] 2 (1.1) [2] 

Infection 4 (1.3) [4] 3 (1.7) [3] 

Pneumonia 3 (1.0) [3] 7 (4.0) [7] 

Viral infection 4 (1.3) [4] 2 (1.1) [2] 

INVESTIGATIONS 21 (6.7) [31] 11 (6.2) [11] 

Alanine Aminotransferase 
increased 

3 (1.0) [3] 2 (1.1) [2] 

Blood Lactate Dehydrogenase 
increased 

8 (2.6) [10] 1 (0.6) [1] 

NEOPLASMS BENIGN, MALIGNANT 
AND UNSPECIFIED (INCL CYSTS 
AND POLYPS) 

12 (3.8) [15] 8 (4.5) [10] 

Malignant Neoplasm Progression 4 (1.3) [4] 4 (2.3) [4] 

NERVOUS SYSTEM DISORDERS 6 (1.9) [8] 10 (5.6) [12] 

Dizziness 3 (1.0) [4] 3 (1.7) [3] 

RESPIRATORY, THORACIC AND 
MEDIASTINAL DISORDERS 

12 (3.8) [18] 13 (7.3) [22] 

Cough 4 (1.3) [4] 3 (1.7) [4] 

Dyspnoea 7 (2.2) [7] 7 (4.0) [10] 

SKIN AND SUBCUTANEOUS 
TISSUE DISORDERS 

14 (4.5) [15] 5 (2.8) [5] 

Night Sweats 6 (1.9) [6] 0 (0.0) [0] 

N=total number of patients; n=number of patients reporting at least 1 AE with SOC/PT; (%)=percentage of 
patients among total (N); [AE]=number of individual adverse events. 

Source: Table 40.1 and Table°40.2 in Section 14 

In total, AEs from 22 MedDRA SOCs were reported (see Table°40.1 and Table°40.2 of Section 
14). The most common AEs affecting more than 5% of all patients (SS I + SS II) were events of 
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the MedDRA SOCs ‘infections and infestations’ with 110 events in 12.2% of all patients (SS I: 
27 patients; SSII: 33 patients), followed by ‘blood and lymphatic system disorders’ with 130 
events in 10.2% of all patients (SS I: 19 patients; SS II: 31 patients), ‘general disorders and 
administration site conditions’ with 77 events in 9,6% of all patients (SS I: 25 patients; SSII: 22 
patients), ‘gastrointestinal disorders’ with 51 events in 6.5% of all patients (SS I: 18 patients; 
SSII: 14 patients), ‘investigations’ with 42 events in 6.5% of all patients (SS I: 21 patients; SSII: 
11 patients) and ‘respiratory, thoracic and mediastinal disorders’ with 40 events in 5.1% of all 
patients (SS I: 12 patients; SSII: 13 patients). 

In MedDRA SOC ‘neoplasms benign, malignant, and unspecified including cysts and polyps’ 25 
events of different neoplasms were recorded in 4.1% of all patients. AEs in this SOC were 
mostly related to the underlying disease (for details refer to Table 40.1 and Table°40.2 in 
Section 14 and to Listing 5 in Appendix 16.1). 

On MedDRA PT level the most frequent AEs were ‘leukopenia’ in 8.6% of all patients with 84 
events (SS I: 17 patients; SSII: 25 patients), ‘bacterial infection’ in 5.5% of all patients with 42 
events (SS I: 9 patients; SSII: 18 patients), ‘pain’ in 3.7% of all patients with 21 events (SS I: 6 
patients; SS II: 12 patients) and ‘neutropenia’ with 25 events, ‘pyrexia’ with 18 events, ‘fatigue’ 
with 17 events, ‘dyspnoe’ with 17 events, and ‘diarrhoea’ with 14 events in 14 of all patients 
(2.9%), each. 

12.2.2.2 Severity of adverse events 

As described in Section 9.8.2 it was originally planned to assess all documented AEs by its 
severity according to the NCI CTCAE toxicity criteria (version 3.0), but due to technical 
constraints of the eCRF, severity grading could not be documented in any case, but only for 
several pre-specified AE categories, reflecting signs and symptoms which were expected to 
occur most frequently. 

As a consequence a severity grading was only available for a part of all AEs, i.e. mainly for 
those documented in one of these pre-specified categories that consisted of: 

 Influenza-like symptoms: fever, chills, pain 

 Gastro-intestinal symptoms: nausea, vomiting, diarrhea, constipation 

 Changes in blood count: leukopenia, thrombocytopenia, acute neutropenia, late-
onset neutropenia 

 Infections: viral infection, bacterial infection, mycotic infection, neutropenic fever, 
zoster, sepsis, other infections 

 Other side effects: hypotension, systemic skin disorders, consciousness disorders, 
dyspnea, allergic reactions 

Consequently the analyses with regard to the severity of AEs are to be regarded with caution. 

Text Table 12-3 provides an overview of AEs by severity grading. Related tabulations broken 
down by MedDRA SOC/PT are presented in Section 14 (Table°43.1.1 to Table°43.3.3). 
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Text Table 12-3: AEs by severity according to NCI CTCAE 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

Severity n (%) [AE] n (%) [AE] 

Any AE 84 (26.9) [269] 69 (39.0) [290]] 

Any AE with available CTCAE grading 51 (16.3) [127] 53 (29.9) [185] 

Any AE without CTCAE grading  66 (21.2) [142] 45 (25.4) [105] 

       

 m* (%)* [AE] m* (%)* [AE] 

any severity grading 51 (100.0) [127] 53 (100.0) [185] 

       

by CTCAE grading       

Grade 1 32 (62.7) [58] 27 (50.9) [51] 

Grade 2 32 (62.7) [53] 35 (66.0) [74] 

Grade 3 12 (23.5) [15] 24 (45.3) [49] 

Grade 4 1 (2.0) [1] 5 (9.4) [11] 

       

by classification of CTCAE grading       

mild (grade 1-2) 48 (94.1) [111] 47 (88.6) [125] 

severe (grade 3-4) 12 (23.5) [16] 24 (45.3) [60] 

       

by maximum severity
1
       

Grade 1 15 (29.4)  8 (15.1)  

Grade 2 24 (47.1)  21 (39.6)  

Grade 3 11 (21.6)  19 (35.8)  

Grade 4 1 (2.0)  5 (9.4)  

N=total number of patiens; n=number of patients reporting at least 1 AE with SOC/PT; (%)=percentage of patients 
among total (N); [AE]=number of individual adverse events. 

*: m=number of patients reporting at least 1 AE with available CTCAE grading, set to 100% for analysis of severity 

1: The occurrence of one AE more than once in the same patient was counted only once in the category with 
highest severity grading 

Source: Table 43.1.1, Table°43.1.2, Table 43.2.1, Table 43.2.2, Table 43.3.1 and Table 43.3.2 in Section 14 and 
Listing 4 in Appendix 16.1 

For more than the half of all AEs that occurred in the first-line subset and for approximately one 
third of AEs in the relapsed / refractory subset no data on severity grading were available. 

Among those data available, the majority of AEs were of mild intensity, with a higher percentage 
of severe AEs in the relapsed / refractory subset. Broken down for the number of patients with 
available data in each subset, the percentage of patients with severe AEs accounted to 23.5% 
(12 of 51 patients) for the first-line patients and to 45.3% (24 of 53 patients). 

If sorted by maximum severity grading, respecting each occurrence of an AE per patient only 
once with its highest severity grading, AEs rated as severe (grade 3-4) in both subsets were 
mainly assigned to MedDRA SOCs ‘blood and lymphatic disorders’ and ‘infections and 
infestations’ (see Table°43.3.1 and Table°43.3.2 in Section 14). 
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12.2.2.3 Adverse Drug Reactions (Study Medication Related AEs) 

All AEs were assessed by the investigator with respect to their causal relationship to study 
medication, i.e., ’related’ or ‘not related’ to the administration of MabThera®. 

As categories used to assess the causal relationship in the safety database (related, not 
related, unknown, not reported, not applicable) differed from those used in the clinical data base 
(related to MabThera®, other tumor therapy, primary tumor disease, unknown, not evaluable). 
For analysis of causal relationship the following categories were built up: 

 Related 

 events reported in the safety database: category “related” 

 events reported only in the clinical database: category “related to MabThera®” 

 Not Related 

 events reported in the safety database: category “not related” 

 events reported only in the clinical database: categories “related to other tumor therapy”, 
“related to primary tumor disease” 

 Unknown 

 events reported in the safety database: categories “unknown” or “not reported” 

 events reported only in the clinical database: categories “unknown” or “not evaluable” 

 Not applicable 

 events reported in the safety database: category “not applicable” 

For details on individual assessments of causal relationship refer to Listing 5 provided in 
Appendix 16.1. 

AEs assessed as related occurring in at least 2 of all patients in both of the subsets (SS I +  
SS II= 489 patients), broken down by MedDRA SOCs and preferred terms (PTs) are presented 
in Text Table 12-4. A comprehensive tabulation of all related AEs presumed as cases of 
adverse drug reactions (ADRs) is provided in Table°42.1 and Table°42.2 of Section 14. 

Text Table 12-4: ADRs by SOC and PT; only categories with more than 2 patients affected 
(SS I and SS II=489) are displayed. 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

MedDRA SOC 
Preferred Term 

n (%) [AE] n (%) [AE] 

Any System Organ Class 33 (10.6) [76] 33 (18.6) [125] 

       

BLOOD AND LYMPHATIC SYSTEM 
DISORDERS 

12 (3.8) [21] 17 (9.6) [45] 

Anaemia 1 (0.3) [1] 1 (0.6) [1] 

Leukopenia 10 (3.2) [13] 14 (7.9) [28] 

Neutropenia 5 (1.6) [7] 5 (2.8) [11] 

Thrombocytopenia 0 (0.0) [0] 4 (2.3) [4] 
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Text Table 12-4: ADRs by SOC and PT; only categories with more than 2 patients affected 
(SS I and SS II=489) are displayed. 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

MedDRA SOC 
Preferred Term 

n (%) [AE] n (%) [AE] 

GASTROINTESTINAL DISORDERS 1 (0.3) [1] 8 (4.5) [10] 

Abdominal pain upper 1 (0.3) [1] 1 (0.6) [1] 

Diarrhoea 0 (0.0) [0] 4 (2.3) [4] 

Nausea 0 (0.0) [0] 2 (1.1) [2] 

GENERAL DISORDERS AND 
ADMINISTRATION SITE 
CONDITIONS 

10 (3.2) [15] 9 (5.1) [18] 

Asthenia 2 (0.6) [2] 1 (0.6) [1] 

Chills 0 (0.0) [0] 2 (1.1) [2] 

Fatigue 4 (1.3) [4] 2 (1.1) [4] 

Pain 0 (0.0) [0] 5 (2.8) [6] 

Pyrexia 5 (1.6) [7] 1 (0.6) [2] 

INFECTIONS AND INFESTATIONS 12 (3.8) [21] 18 (10.2) [30] 

Bacterial Infection 5 (1.6) [10] 8 (4.5) [8] 

Herpes Zoster 0 (0.0) [0] 2 (1.1) [2] 

Infection 1 (0.3) [1] 1 (0.6) [1] 

Nasopharyngitis 1 (0.3) [1] 1 (0.6) [1] 

Pneumonia 3 (1.0) [3] 5 (2.8) [5] 

Upper respiratory tract infection 1 (0.3) [1] 1 (0.6) [1] 

Viral infection 2 (0.6) [2] 2 (1.1) [2] 

NERVOUS SYSTEM DISORDERS 2 (0.6) [2] 5 (2.8) [5] 

Dizziness 1 (0.3) [1] 1 (0.6) [1] 

RESPIRATORY, THORACIC AND 
MEDIASTINAL DISORDERS 

5 (1.6) [8] 7 (4.0) [8] 

Cough 2 (0.6) [2] 1 (0.6) [1] 

Sepsis 0 (0.0) [0] 2 (1.1) [2] 

Dyspnoea 4 (1.3) [4] 5 (2.8) [6] 

N=total number of subjects; n=number of patients reporting at least 1 AE with SOC/PT; (%)=percentage of 
patients among total (N); [AE]=number of individual adverse events. 

Source: Table 42.1 and Table°42.2 in Section 14 

Most frequent ADRs were events of the MedDRA SOCs ‘Infections and infestations’ in 6.1% of 
all patients with 51 events (SS I: 12 patients; SSII: 18 patients) followed by ‘blood and lymphatic 
system disorders’ in 5.9% of all patients with 66 events (SS I: 12 patients; SSII: 17 patients), 
‘general disorders and administration site conditions’ in 3.9% of all patients with 33 events (SS I: 
10 patients; SSII: 9 patients) and ‘respiratory, thoracic and mediastinal disorders’ in 2.4% of all 
patients with 16 events (SS I: 5 patients; SSII: 7 patients). 

On MedDRA PT level the most frequent AEs related to MabThera® affecting a minimum of 1% 
of all patients were ‘leukopenia’ in 4.9% of all patients with 41 events (SS I: 10 patients; SSII: 14 
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patients), ‘bacterial infection’ in 2.7% of all patients with 18 events (SS I: 5 patients; SSII: 8 
patients), ‘neutropenia’ in 2.0% of all patients with 18 events (SS I, S II: 5 patients, each), 
‘dyspnoe’ in 1.8% of all patients with 9 events (SS I: 4 patients; SSII: 5 patients), ‘pneumonia’ in 
1.6% of all patients with 8 events (SS I: 3 patients; SSII: 5 patients), ‘fatigue’ with 8 events and 
‘pyrexia’ with 9 events, both in 1.2% of all patients. 

One AE (‘acute myeloid leukemia’) of 25 events in total reported in the SOC ‘neoplasms benign, 
malignant and unspecified (including polyps and cysts)’ was considered related to MabThera®. 
For details refer to Table°42.2 of Section 14. 

12.2.3 Analysis of Adverse Events 

The total number of AEs as well as the percentage of patients with at least one AE, i.e. the AE 
incidence was remarkable higher in the relapsed / refractory subset (290 AEs in 39.0% of 
patients in the SS II) than in the first-line patients (269 AEs in 26.9% of patients in the SS I), see 
Text Table 12-1. As far as available, also the percentage of patients with grade 3/4 events 
(45.3% vs. 23.5%, see Section 12.2.2.2) and the percentage of patients with AEs regarded as 
drug related (18.6% vs. 10.6%, see Text Table 12-4) was obviously higher in the subset of 
relapsed / refractory patients, with decreasing incidences during the course of the maintenance 
therapy. 

This probably indicates that relapsed / refractory patients previously treated with MabThera® 
(described for 72.8% of all patients included at relapse, see Section 11.2.2.3) have an 
increased risk to develop certain side effects if compared to the first-line patients who received 
MabThera® for the first time. However, the generally reduced health status in the relapsed / 
refractory subset should be taken into consideration also, as the percentage of patients with 
ECOG ≥ 1 at baseline was higher in the relapsed / refractory subset (56.9%) than in the first-line 
patients (44.2%), see Section 11.2.2.1). Therefore an overall higher co-morbidity in the relapsed 
/ refractory subset might have contributed to an overall higher AE incidence, even though no 
obvious differences between both subsets were seen with regard to the pattern and frequencies 
of reported concomitant diseases (see Section 11.2.2.2). 

Even though the incidence for AEs was higher in the relapsed / refractory subset of patients, the 
overall pattern of AEs as well as of drug related AEs (i.e. ADRs) was almost comparable 
between both subsets, mainly presenting events classified as ‘infections and infestations’, 
‘blood and lymphatic system disorders’ and ‘general disorders and administration site 
conditions’ (see Text Table 12-2 and Text Table 12-4). 

On MedDRA PT basis and irrespective of the patient subset the most frequent AEs were 
‘leukopenia’, and ‘bacterial infection’ followed by ‘pain’ and ‘neutropenia’, ‘pyrexia’, ‘fatigue’, 
‘dyspnoe’, and ‘diarrhoea’ (see Text Table 12-2 and Table°40.3 in Section 14). 

The most frequent AEs assessed as drug related on MedDRA PT basis were again ‘leukopenia’ 
and ‘bacterial infection’ followed by ‘neutropenia’, ‘dyspnoe’, ‘pneumonia’, as well as ‘fatigue’ 
and ‘pyrexia’ (see Text Table 12-4 and Table°42.3 in Section 14). 

All of these frequently occurring events assessed as drug related are already known as side 
effects of MabThera® and are listed in the current SmPC. Also most of the less frequently 
reported AEs/ADRs are in line with the side effects already described in the SmPC and in line 
with the expectations for the study population treated in the study, including the occurrence of 
rare cases of severe events like e.g. ‘haemophilus sepsis’ (reported for one first-line patient) or 
‘hypotension’ (reported for one relapsed / refractory patient). 
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Only one AE (‘acute myeloid leukemia’) reported along with AE ‘blast cells present’ both 
considered as related to MabThera® was not previously reported as known side effect of 
MabThera®, even though a slightly enhanced myelotoxicity was reported for MabThera® if 
applied in combination with several chemotherapeutic regimen in the treatment of chronic 
lymphatic leukemia. However the causality was not justified in detail, especially as both events 
in the clinical database were assessed as ‘related to other tumor therapy’, which might be more 
probable with regard to the temporal relation between the occurrence of this event and 
MabThera® maintenance therapy, as the patient included at relapse (with FL grade 1 and Ann-
Arbor stage II at baseline) received MabThera® in combination with CHOP chemotherapy in his 
previous therapy line, whereby ‘acute myeloid leukemia’ is a known side effect for CHOP 
chemotherapy. 

12.2.4 Listing of Adverse Events by Patient 

Listings of AEs by patient are provided in Appendix 16.1 for all AEs (Listing 5) and separately 
for all AEs with causal relationship to MabThera® (Listing 7). 

12.3 Deaths, Other Serious Adverse Events, and Other Significant Adverse 
Events 

75 (15.4 %) patients experienced 179 SAEs during the course of the study, including one SAE 
of #5581, for whom therapy line was not known. Thereof, 63 SAEs ‘related’ to study medication 
(SADRs) were reported for 26 (5.3%) patients. In total, 35 SAEs in 16 patients (3.3%) were 
reported as death cases (for details refer to Listing 6 in Appendix 16.1). 

In addition there were 2 cases of pregnancy during the study (Pat-ID: 13235 and Pat-ID: 725). 
One of these in #13235 finally resulted in a spontaneous abortion (see Listing 8 in Appendix 
16.1). 

Text Table 12-5: Overview of SAEs and death (SSO, N=490) 

Patients with any n (%) [AE] 

SAEs 75 (15.3) [179] 

SAEs related to MabThera® 26 (5.3) [63] 

AEs/SAEs leading to death 16 (3.3) [35] 

N=total number of subjects; n=number of patients reporting at least 1 adverse event with System Organ 
Class/Preferred Term; (%)=percentage of patients among total (N); [AE]= number of individual adverse events. 

Source: Table 39.3 in Section 14; Listing 6 in Appendix 16.1 

12.3.1 Listing of Deaths, Other Serious Adverse Events, and Other Significant 
Adverse Events 

12.3.1.1 Deaths 

AEs/SAEs leading to death were reported for a total of 16 patients (3.3 %). 8 of these patients 
were first-line patients, corresponding to 2.6 % of all patients in this subset. 7 (4.0%) death 
cases occurred in the relapsed / refractory subset and one patient died, for whom therapy line 
was not known. For 6 of these patients multiple reasons were provided as cause of death, 
without specifying a primary reason (see Listing 6 in Appendix 16.1). 
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For 5 patients (1.0%) cause of death was not further specified (‘death’ within MedDRA SOC 
‘general disorders and administration site conditions’). 

The most common specified reasons were ‘neoplasms benign, malignant, and unspecified 
including cysts and polyps’ (on MedDRA SOC level) in 9 (1.8%) patients with a total of 11 
events. On MedDRA PT level ‘malignant neoplasm progression’ (7 patients (1.4%)) was the 
primary reason for death within this SOC. 

On MedDRA SOC level ‘respiratory, thoracic and mediastinal disorders’ (with 5 events in 2 
patients (0.4%)), ‘infections and infestations’ (with 3 events in 2 patients (0.4%)), ‘vascular 
disorders’ (with 3 events in 2 patients (0.2%), ‘blood and lymphatic system disorders’ (with 3 
events in 1 patient (0.2%)), ‘general disorders and administration site conditions’ (2 events in 1 
patient (0.2%)), ‘gastrointestinal disorders (with 1 event in 1 patient (0.2%)) and ‘hepatobiliary 
disorders (with 1 event in the same patient (0.2%)) were reasons for death (see Listing 6 in 
Appendix 16.1 for details).  

8 of these events in 4 patients (0.8%) who died during the course of the study were considered 
by the investigator as ‘related’ to MabThera® (SADRs). Of these 7 related deaths, 3 cases in 1 
patient were of respiratory origin, 2 cases in 2 patients were specified as ‘infection and 
infestation’ (‘pneumonia’ and ‘herpes zoster’), 1 case was specified as ‘general disorder and 
administration site condition’ (‘Pain’) and 1 case of ‘death‘ was not specified in detail. 

Text Table 12-6 summarizes all SAEs related to MabThera® leading to death. 

Text Table 12-6: SAEs related to MabThera® leading to death (SS O, N=490) 

Patient 
ID 
Age / Sex 

PT SOC 
Start 

following 
Cycle No. 

Relationship 
(SDB/CDB) 

First-Line 

6119 

86 / F 

Alveolitis RESPIRATORY, 
THORACIC AND 
MEDIASTINAL 
DISORDERS 

6 Related/MabThera 

 Dyspnoe RESPIRATORY, 
THORACIC AND 
MEDIASTINAL 
DISORDERS 

6 Related/MabThera 

 Pleural fibrosis RESPIRATORY, 
THORACIC AND 
MEDIASTINAL 
DISORDERS 

6 Related/MabThera 

17761 

72 / M 

Death GENERAL DISORDERS 
AND ADMINISTRATION 
SITE CONDITIONS 

4 Related/not 
evaluable 
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Text Table 12-6: SAEs related to MabThera® leading to death (SS O, N=490) 

Patient 
ID 
Age / Sex 

PT SOC 
Start 

following 
Cycle No. 

Relationship 
(SDB/CDB) 

Relapsed / Refractory 

1554 

65 / M 

Pneumonia INFECTIONS AND 
INFESTATIONS 

UNK Related/ --- 

11622 

77 / F 

Pain GENERAL DISORDERS 
AND ADMINISTRATION 
SITE CONDITIONS 

1 Related/unknown 

 Pain GENERAL DISORDERS 
AND ADMINISTRATION 
SITE CONDITIONS 

1 Related/ related to 
primary tumor 
disease 

 Herpes zoster INFECTIONS AND 
INFESTATIONS 

1 Related/ related to 
primary tumor 
disease 

SDB=Safety Database; CDB= Clinical database; M=male, F=female.  

Source: Listing 6 in Appendix 16.1 

12.3.1.2 Other serious adverse events 

An overview of common SAEs (≥0.5% of patients affected with regard to the overall study 
population: SS I + SS II; N=489) is given in Text Table 12-7. A comprehensive tabulation of all 
SAEs is provided in Table°41.1 and Table°41.2 of Section 14 and a complete listing with details 
of all SAEs is given in Listing 5 in Appendix 16.1. 

Text Table 12-7: SAEs by SOC and PT; only categories with incidence ≥0.5% of patients are 
(SS I + SS II=489) are displayed. 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

MedDRA SOC 
Preferred Term 

n (%) [AE] n (%) [AE] 

Any System Organ Class 35 (11.2) [76] 39 (22.0) [102] 

       

BLOOD AND LYMPHATIC SYSTEM 
DISORDERS 

5 (1.6) [7] 12 (6.8) [20] 

Leukopenia 5 (1.6) [5] 8 (4.5) [8] 

Neutropenia 0 (0.0) [0] 5 (2.8) [5] 

Thrombocytopenia 1 (0.3) [1] 2 [1.1] [2] 

GASTROINTESTINAL DISORDERS 4 (1.3) [4] 7 [4.0] [10] 

Diarrhoea 0 (0.0) [0] 3 (1.7) [3] 



Clinical Study Report 
Study no. ML22283  

 

Final Version 1.0 08 Jul 2015 Page 89 of 101 
  

Text Table 12-7: SAEs by SOC and PT; only categories with incidence ≥0.5% of patients are 
(SS I + SS II=489) are displayed. 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

MedDRA SOC 
Preferred Term 

n (%) [AE] n (%) [AE] 

GENERAL DISORDERS AND 
ADMINISTRATION SITE 
CONDITIONS 

8 (2.6) [10] 10 (5.6) [11] 

Pain 0 (0.0) [0] 5 (2.8) [5] 

Pyrexia 3 (1.0) [3] 2 (1.1) [2] 

INFECTIONS AND INFESTATIONS 12 (3.8) [14] 17 (9.6) [26] 

Bacterial Infection 2 (0.6) [2] 4 (2.3) [4] 

Pneumonia 3 (1.0) [3] 7 (4.0) [7] 

Sepsis 0 (0.0) [0] 4 (2.3) [4] 

Viral infection 2 (0.6) [2] 1 (0.6) [1] 

INVESTIGATIONS 6 (1.9) [7] 5 (2.8) [5] 

B-lymphocyte count decreased 2 (0.6) [2] 1 (0.6) [1] 

NEOPLASMS BENIGN, MALIGNANT 
AND UNSPECIFIED (INCL CYSTS 
AND POLYPS) 

9 (2.9) [11] 8 (4.5) [10] 

Malignant Neoplasm Progression 4 (1.3) [4] 4 (2.3) [4] 

RESPIRATORY, THORACIC AND 
MEDIASTINAL DISORDERS 

6 (1.9) [9] 7 (4.0) [8] 

Dyspnoea 3 (1.0) [3] 4 (2.3) [4] 

Lung infiltration 3 (1.0) [3] 0 (0.0) [0] 

N=total number of subjects; n=number of patients reporting at least 1 AE with SOC/PT; (%)=percentage of 
patients among total (N); [AE]=number of individual adverse events. 

Source: Table 41.1 and Table°41.2 in Section 14 

In total, SAEs from 18 MedDRA SOCs were reported (see Table Table°41.1 and Table°41.2 of 
Section 14). The most common SAEs were events of the MedDRA SOCs ‘infections and 
infestations’ in 5.9% of all patients (SS I: 12 patients; SSII: 17 patients), followed by ‘general 
disorders and administration site conditions’ in 3.7% of all patients (SS I: 8 patients; SS II: 10 
patients), ‘blood and lymphatic system disorders’ in 3.4% of all patients (SS I: 5 patients; SSII: 
12 patients) and ‘neoplasms benign, malignant, and unspecified including cysts and polyps’ in 
3.4% of all patients (SS I: 9 patients; SSII: 8 patients). 

All of the 8 events in MedDRA SOC ‘neoplasms benign, malignant, and unspecified including 
cysts and polyps’ reported as ‘malignant neoplasm progression’ belong to a documentation of 
PD with regard to FL during the first part of the study, as the eCRF configuration required a 
reporting of PD at that time. 

Beside this, the most frequent SAEs on MedDRA PT level were ‘leukopenia’ in 2.7% of all 
patients (SS I: 5 patients; SSII: 8 patients), ‘pneumonia’ in 2.0% of all patients (SS I: 3 patients; 
SSII: 7 patients), ‘dyspnoe’ in 2.0% of all patients (SS I: 3 patients; SSII: 4 patients), ‘bacterial 
infection’ in 1.2% of all patients (SS I: 2 patients; SSII: 4 patients), as well as ‘neutropenia’ and 
‘pain’ both restricted to 5 patients (1.0%) of the relapsed / refractory subset. 
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12.3.1.3 Serious Adverse Drug Reactions (Study medication related SAEs) 

In total 63 SAEs in 26 patients were assessed as study drug related. Approximately one quarter 
of these events were reported for 10 first-line patients (3.2%), whereas the majority of these 
events (76.2%) occurred in the relapsed / refractory subset, affecting 16 patients (9.0% of this 
subset. 

SAEs assessed as related occurring in at least 2 of all patients in both of the subsets (SS I + SS 
II= 489 patients), broken down by MedDRA SOCs and preferred terms (PTs) are presented in 
Text Table 12-8. 

Text Table 12-8: SADRs by SOC and PT; only categories with more than 2 patients affected 
(SS I and SS II=489) are displayed. 

 First-line  
(SS I) 

N°=°312 

Relapsed/Refractory 
(SS II) 

N°=°177 

MedDRA SOC 
Preferred Term 

n (%) [AE] n (%) [AE] 

Any System Organ Class 10 (3.2) [15] 16 (9.0) [48] 

       

BLOOD AND LYMPHATIC SYSTEM 
DISORDERS 

1 (0.3) [1] 9 (5.1) [14] 

Leukopenia 10 (3.2) [13] 7 (4.0) [7] 

Neutropenia 0 (0.0) [0] 4 (2.3) [4] 

GASTROINTESTINAL DISORDERS 3 (1.0) [3] 4 (2.3) [5] 

Abdominal pain upper 1 (0.3) [1] 1 (0.6) [1] 

Diarrhoea 0 (0.0) [0] 2 (1.1) [2] 

GENERAL DISORDERS AND 
ADMINISTRATION SITE 
CONDITIONS 

3 (1.0) [3] 4 (2.3) [4] 

Pain 0 (0.0) [0] 2 (1.1) [2] 

Pyrexia 1 (0.3) [1] 1 (0.6) [1] 

INFECTIONS AND INFESTATIONS 4 (1.3) [4] 12 (6.8) [17] 

Bacterial Infection 1 (0.3) [1] 3 (1.7) [3] 

Pneumonia 3 (1.0) [3] 5 (2.8) [5] 

Sepsis 0 (0.0) [0] 2 (1.1) [2] 

RESPIRATORY, THORACIC AND 
MEDIASTINAL DISORDERS 

2 (0.6) [4] 4 (2.3) [4] 

Dyspnoea 2 (0.6) [2] 3 (1.7) [3] 

N=total number of subjects; n=number of patients reporting at least 1 AE with SOC/PT; (%)=percentage of 
patients among total (N); [AE]=number of individual adverse events. 

Source: Table 42.4 and Table°42.5 in Section 14 

Most frequent SADRs were events of the MedDRA SOCs ‘Infections and infestations’ in 3.3% of 
all patients (SS I: 4 patients; SSII: 12 patients) followed by ‘blood and lymphatic system 
disorders’ in 2.0% of all patients (SS I: 1 patients; SSII: 9 patients), ‘general disorders and 
administration site conditions’ and gastrointestinal disorders’ in 1.4% of all patients, each (SS I: 
3 patients; SSII: 4 patients) and ‘respiratory, thoracic and mediastinal disorders’ in 1.2% of all 
patients (SS I: 2 patients; SSII: 4 patients). 
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On MedDRA PT level the most frequent AEs related to MabThera® affecting a minimum of 1% 
of all patients were ‘leukopenia’ in 3.4% of all patients (SS I: 10 patients; SSII: 7 patients), 
‘pneumonia’ in 1.6% of all patients (SS I: 3 patients; SSII: 5 patients) and ‘dyspnoe’ in 1.0% of 
all patients (SS I: 2 patients; SSII: 3 patients). 

12.3.2 Narratives of Deaths, Other Serious Adverse Events, and Certain Other 
Significant Adverse Events 

Not applicable.  

12.3.3 Analysis and Discussion of Deaths, Other Serious Adverse Events, and 
Other Significant Adverse Events 

Out of the total number of 490 patients who received at least one dose of MabThera®, 16 
patients (3.3%) died during the study period (8 cases in the first-line subset, 7 cases in the 
relapsed / refractory subset and one case with unknown therapy line). Follicular lymphoma as 
underlying disease was the leading cause of death followed by infections of various origins (e.g. 
sepsis and pneumonia and respiratory diseases (e.g. ‘pleural fibrosis’ and ‘acute respiratory 
insufficiency’), see Section 12.3.1.1. 

Death of 4 patients was considered by the investigator as to be ‘related’ to MabThera®. Of 
these 4 related deaths, 2 cases had their origin in infections, one was of respiratory nature and 
one case was not further specified. The causality for these ‘related’ SAEs was not justified in 
detail and therefore, should be considered critically, especially in the light of the increased co-
morbidity in this patient population, and thus, strongly increased all-cause mortality (see Section 
12.3.1.1). 

Beside progression of the underlying disease, the most frequent SAEs (see Text Table 12-7) as 
well as the most frequent SADRs (see Text Table 12-8) on MedDRA PT level were ‘leukopenia’, 
‘pneumonia’ and ‘dyspnoe‘. These events and their frequencies are completely in line with the 
known safety profile of MabThera®, as described in the SmPC. Also less frequently occurring 
events are mainly in agreement with the already known safety profile of MabThera®. Other 
known side effects such as e.g. severe cases of infusion-related events or allergic 
hypersensitivity reactions were not observed. 

As already discussed in Section 12.2.3 there was one SADR (‘acute myeloid leukemia’) 
reported along with ADR ‘blast cells present’ both considered as related to MabThera® that was 
not previously reported as known side effect of MabThera®. But as mentioned before the 
causality was not justified in detail and should therefore be considered critically, especially as 
both events in the clinical database were assessed as ‘related to other tumor therapy’ and not 
as related to MabThera®. As the patient received MabThera® in combination with CHOP 
chemotherapy in his previous therapy line, it might be more reasonable to assume that the 
‘acute myeloid leukemia’ is related to the CHOP protocol, as ‘acute myeloid leukemia’ is a 
known side effect for CHOP chemotherapy. 

As described for the analysis of AEs in general, also SAEs and SADRs occurred more 
frequently in the subset of the relapsed / refractory patients than in the subset of the first-line 
patients. This again underlines that patients of the relapsed / refractory subset seems to have a 
higher risk to develop certain side effects, such as an increased susceptibility to infections that 
can be explained by the mode of action of MabThera®. 
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12.4 Clinical Laboratory Evaluation 

12.4.1 Listing of Individual Laboratory Measurements by Patient and each 
Abnormal Laboratory Value 

No patient data listings of individual laboratory measurements by patient and each abnormal 
laboratory value were done for this non-interventional study. 

12.4.2 Evaluation of Each Laboratory Parameter 

As available, laboratory values (hemoglobin, leucocytes, neutrophils, eosinophils, basophils, 
monocytes, lymphocytes, thrombocytes, creatinine, billirubin, SGOT, SGPT, alkaline 
phosphatase, gamma-GT, beta-2-mikroglobuline, LDH, IgG, IgA, IgM) were documented 
throughout the study. 

All laboratory values documented throughout the study and their changes are presented in 
Table°46.1 to Table°46.3 in Section 14. 

As laboratory data were not consistently documented with their standard units, related summary 
statistics finally did not provide reliable data that would allow any interpretation of these data 
and therefore are not presented in detail. 

12.5 Vital Signs, Physical Findings and Other Observations Related to 
Safety 

12.5.1 Physical Examination Findings 

No physical examination was documented in this non-interventional study. 

12.5.2 Vital Parameters 

No vital parameters were documented in this non-interventional study. 
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12.6 Safety Conclusions 

Overall, 560 adverse events (AEs) were documented for 154 patients (31.4%).  

269 AEs (48% of all AEs) were documented for 84 patients (26.9%) of the first-line patients, with 
an incidence of 0.86 events per patient. Of those 76 AEs in 33 patients (10.6%) were regarded 
as related to MabThera® (i.e. adverse drug reactions (ADRs)). In total 76 SAEs were reported 
in overall 35 patients (11.2%). Thereof 15 SAEs in 10 patients (3.2%) were assessed as related 
to MabThera® (serious adverse drug reactions (SADRs)). During the study there were 8 cases 
of death (2.6%). 

Regarding the relapsed / refractory subset, a total of 290 AEs were observed in 69 patients 
(39.0%), corresponding to an incidence of 1.63 events per patient, which is substantially higher 
than in the subset of first-line patients. 125 of all AEs in 33 patients (18.6%) were assessed as 
ADRs. For 39 patients (22.0%) a total of 102 SAEs were reported and 48 of these events were 
assessed as SADRs in overall 16 patients (9.0%). Death was reported for a total of 7 relapsed / 
refractory patients (4.0%). 

One further death case, resulting in a total of 16 death cases (3.3% of the whole study 
population) was reported in one patient for whom the therapy-line was not known. For 6 of these 
patients multiple reasons were provided as cause of death, without specifying a primary reason. 
Follicular lymphoma as underlying disease was the leading cause of death in a total of 9 cases 
followed by infections of various origins (e.g. ‘sepsis’ and ‘pneumonia’) and respiratory diseases 
(e.g. ‘pleural fibrosis’) in at least 2 cases. For 5 patients (1.0%) cause of death was not further 
specified and death of 4 patients (0.8%) was considered by the investigator as to be ‘related’ to 
MabThera®. Of these 4 related deaths, 2 cases had their origin in infections, one was of 
respiratory nature and one case was not further specified. The causality for these ‘related’ SAEs 
was not justified in detail and therefore, should be considered critically, especially in the light of 
the increased co-morbidity in this patient population, and thus, strongly increased all-cause 
mortality. 

During the course of the study 2 patients (each one of the first-line subset and one of the 
relapsed / refractory subset) became pregnant, one of these leading to spontaneous abortion. 

On MedDRA SOC level and irrespective of the patient subset the most frequent AEs were 
classified as ‘infections and infestations’ in 12.2% of all patients, ‘blood and lymphatic system 
disorders’ (10.2%) and ‘general disorders and administration site conditions’ (9.8%). The most 
frequent AEs on MedDRA PT level were ‘leukopenia’ in 8.6% of all patients and ‘bacterial 
infection’ (5.5%), followed by ‘pain’ (3.7%), ‘neutropenia’, ‘pyrexia’, ‘fatigue’, ‘dyspnoe’ and 
diarrhoea’ (2.9%, each), as well as by ‘pneumonia’, ‘blood lactate dehydrogenase increased’, 
‘thrombocytopenia’, ‘cough’, ‘infection’, ‘dizziness’, ‘nausea’, ‘herpes zoster’, ‘viral infection’, and 
‘night sweats’, reported for ≤ 2% of all patients. 

With regard to AEs assessed as drug related, the most frequent ADRs on MedDRA SOC level 
were again: ‘infections and infestations’ (6.1%), ‘blood and lymphatic system disorders’ (5.9%) 
and ‘general disorders and administration site conditions’ (3.9%). The most frequent AEs 
assessed as drug related on MedDRA PT level were ‘leukopenia’ (4.9%) and ‘bacterial infection’ 
(2.7%) followed by ‘neutropenia’(2.0%), ‘dyspnoe’ (1.8%), ‘pneumonia’ (1.6%), as well as 
‘fatigue’ and ‘pyrexia’ (1.2% both). 

SAEs were mainly classified as ‘infections and infestations’ (5.9%), ‘general disorders and 
administration site conditions’ (3.9%), ‘blood and lymphatic system disorders’ and ‘neoplasms 
benign, malignant and unspecified, including cysts and polyps’ (3,5%, both), followed by 
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‘respiratory, thoracic and mediastinal disorders’ (2.7%). Beside progression of the underlying 
disease, the most frequent SAEs as well as the most frequent SADRs on MedDRA PT level 
were ‘leukopenia’ (2.7%/1.6%), ‘pneumonia’ (2.0%/1.6%) and ‘dyspnoe‘ (1.4%/1.0%). 

Only one SAE (‘acute myeloid leukemia’) reported along with AE ‘blast cells present’ both 
considered as related to MabThera® was not previously reported as known side effect of 
MabThera®. However the causality was not justified in detail, especially as both events in the 
clinical database were assessed as ‘related to other tumor therapy’. With regard to the temporal 
relation between the occurrence of this event and MabThera® maintenance therapy, it might be 
more probable to assume a causal relationship to a previous therapy line, as the patient 
included at relapse (with FL grade 1 and Ann-Arbor stage II at baseline) received MabThera® in 
combination with CHOP chemotherapy in his previous therapy line, whereby ‘acute myeloid 
leukemia’ is a known side effect for CHOP chemotherapy. 

All in all both subsets of patients presented a comparable pattern of (S)AEs as well as of 
(S)ADRs, which is mainly consistent with the safety profile known for the population examined, 
including the occurrence of rare cases of severe events like e.g. ‘haemophilus sepsis’ (reported 
for one first-line patient) or ‘hypotension’ (reported for one relapsed / refractory patient). 
Moreover adverse drug reactions found in this study were already known for MabThera® and 
are described in the SmPC of MabThera®. Other known side effects such as e.g. severe cases 
of infusion-related events or allergic hypersensitivity reactions were not observed. 

Even though the pattern of events was comparable between both patient subsets assessed, the 
(S)AE/(S)ADR incidence was remarkable higher in the relapsed / refractory subset than in the 
first-line patients. As far as available, also the percentage of patients with grade 3/4 events 
(45.3% vs. 23.5%, was higher in the relapsed / refractory subset than in the first-line subset. 

This probably indicates that relapsed / refractory patients previously treated with MabThera® 
have an increased risk to develop certain side effects, if compared to the first-line patients who 
received MabThera® for the first time. No such effect was described before. However, the 
generally reduced health status in the relapsed / refractory subset should be taken into 
consideration also. Therefore an overall more severe co-morbidity in the relapsed / refractory 
subset, possibly associated with prolonged disease duration might have contributed to an 
overall higher AE incidence, even though no obvious differences between both subsets were 
seen with regard to the pattern and frequencies of reported concomitant diseases. 
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13 DISCUSSION AND OVERALL CONCLUSIONS 

MabThera® maintenance therapy was investigated over a period of 24 months in patients with 
follicular lymphoma to collect scientific data that reflect clinical routine as far as possible. As this 
was a non-interventional study, the physician was completely free in his/her decision which 
patients he/she treated with the medication selected in this study, what dosage was chosen, 
which diagnostic measures were taken and how the course of treatment was monitored. 

Primary objective of the study was to investigate therapeutic efficiency of MabThera® 
maintenance therapy in FL in daily routine. Secondary objectives were to record treatment 
schedules and handling procedures of MabThera® in clinical routine and to describe the adverse 
event profile of MabThera® in maintenance therapy of follicular lymphoma in routine practice. 

In total 490 patients (45% male, mean age 63 years) received at least one cycle of MabThera® 
maintenance therapy. 312 of these patients were previously untreated, who received 
MabThera® as first-line therapy. 177 patients were included at relapse, with a median of 2 
previous therapy lines. 

The majority of patients in both subsets had Grade 1 or 2 FL, with 80.7% of the first-line patients 
and 82.1% of all relapsed / refractory patients, mainly with Ann-Arbor Stage III or IV in 78.4%, 
respectively 71.7 %. ECOG performance status ≤1 at baseline was observed in 97.1% of the 
first-line patients, respectively in 96.0% of the relapsed / refractory patients. As expected, 
disease duration (median 9.5 months and 59.2 months, respectively) was substantially lower in 
the first-line patients than in the relapsed / refractory patients. 

Previous and current therapy-line: 

Overall data from this NIS indicate several shifts in the routine treatment patterns of FL in 
Germany. These include the introduction of standard treatment for advanced stage indolent FL 
at earlier disease stages, where potentially curative radiotherapy is previously considered the 
treatment of choice. 

In addition, bendamustine has replaced CHOP as the preferred induction protocol for first-line 
therapy. Moreover repetitive treatment with MabThera® seems to be an accepted treatment 
option, especially combined with CT, as a majority of all relapsed / refractory patients (72.2%) 
already received MabThera® during their previous therapy line and due to the fact that 
MabThera® and chemotherapy were again the most frequently chosen therapy regimens, for 
patients who received an additional therapy line following the current therapy-line. 

Corresponding to the recommendations given in the SmPC, the median number of MabThera® 
cycles planned to be administered during the current maintenance therapy was 12 cycles for 
first-line patients (ranging between 4 and 16 cycles) and 8 cycles for relapsed / refractory 
patients (ranging between 2 and 16 cycles), corresponding to a cycle interval of 2 months 
(range 1-4 months), respectively 3 months (range 1-3 months). 

In close correlation to the planned number and intervals of MabThera® cycles, the realized 
ones were a median of 11 cycles at a median interval of 2.02 months for the first-line subset 
and 8 cycles at an interval of 2.86 months for the relapsed / refractory subset, with a median 
duration of maintenance therapy of 20.8 months, respectively of 19.5 months. Cycle delays of 
more than 2 weeks compared to the planned interval occurred in 31% of the first-line patients 
and a higher percentage of patients (46.2%) in the relapsed / refractory subset. Interruption of 
maintenance therapy with specified reason for interruption was reported for very few cases only, 
accounting to 1.3% of the first-line patients, respectively to 2.3% in the relapsed / refractory 
subset. Corresponding to the planned MabThera® dose (first-line patients: 375 mg/m2; range: 
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325-660 mg/m2; relapsed / refractory patients: 375 mg/m2; range: 315-500 mg/m2), the median 
dose of 375 mg/m2 administered per cycle (ranging between 325 and 810 mg/m2 in first-line 
patients, and between 187 and 770 mg/m2 in the relapsed / refractory subset, respectively) 
remained almost stable during the entire study period, without obvious differences between 
cycles. 

In summary, MabThera® maintenance therapy of FL in daily routine mainly followed the 
recommendations given in the SmPC. 

Effectiveness: 

The rate of PFS at 2 years-follow up (primary efficiency variable) was estimated to 88.29% 
(95% CI 83.97-92.59) for the first-line patients and to a value of 76.03% (95% CI 68.79-83.28) 
for relapsed / refractory patients. The rate of overall survival (OS) after 2 years assessed as a 
secondary efficiency variable was estimated to 96.89% (95% CI 94.69-99.09) for the first-line 
patients and a value of 95.44% (95% CI 91.81-99.07) for relapsed / refractory patients. 

Regarding the outcome of MabThera® maintenance therapy in follicular lymphoma in daily 
routine, 91.5% (95% CI: 83.3-94.6) of all first-line patients and 81.4% (95% CI: 75.6-87.2) of 
relapsed / refractory patients responded to the maintenance therapy with regard to the tumor 
status (defined as CR, PR or SD) at the end of the maintenance therapy. PD occurred in 26 (29) 
of all first-line patients and in 32 (34) of all relapsed/refractory patients, corresponding to 8.5% 
(9.5%), respectively to 18.6% (19.6%) depending on the source which was taken to determine 
the occurrence of PD. 

Nonetheless regarding the best overall response almost all patients in both of the subsets 
analyzed, had a benefit from MabThera® maintenance therapy, with 98.4% (95% CI: 96.9-99.8) 
of the first-line patients and 96.5% (95% CI: 93.8-99.3) of the relapsed / refractory patients, 
reaching a level of CR, PR or even SD during the course of the maintenance therapy. 

Overall the results obtained in this NIS are mainly in line with those obtained under controlled 
conditions in clinical trials, indicating a survival benefit for almost all patients who received 
MabThera® containing induction followed by MabThera® maintenance therapy under every day 
conditions. 

Additional subgroup analyses (male vs. female, age < 75 years vs ≥ 75 years and initial Ann-
Arbor stage I/II vs. Ann-Arbor stage III/IV), indicated a possibly higher therapeutic efficiency for 
female patients, for patients aged < 75 years and for patients with initial Ann-Arbor stage I/II. 
But for almost all of these analyses there was an overlap between 95% CIs, mainly due to the 
fact, that only small numbers of patients presenting related events were available for these 
analyses. Hence corresponding results are to be interpreted with caution. 

The same holds true for the multivariate COX-regression analyses performed to assess the 
impact of these potential risk factors and therapy modalities on PFS and OS. None of these 
analyses provided clear evidence that one of the factors analyzed or a combination of different 
factors should be regarded as being a suitable prognostic factor for PFS in both of the subsets. 
Only age might be regarded as a suitable prognostic factor for first-line patients with regard to 
the overall survival (p-values <0.05). 

Safety: 

Both subsets of patients presented a comparable pattern of (S)AEs as well as of (S)ADRs, 
which is mainly consistent with the safety profile known for the population examined, including 
the occurrence of rare cases of severe events like e.g. ‘haemophilus sepsis’ (reported for one 
first-line patient) or ‘hypotension’ (reported for one relapsed / refractory patient). 
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Mortality rate due to AE with 16 death cases during the complete study corresponded to what is 
expected for the patient population assessed. 

Moreover adverse drug reactions found in this study were already known for MabThera® and 
are described in the SmPC of MabThera®. Other known side effects such as e.g. severe cases 
of infusion-related events or allergic hypersensitivity reactions were not observed. 

Only one SAE (‘acute myeloid leukemia’) assessed as drug related was not previously reported 
as known side effect of MabThera®. However the causality was not justified in detail, especially 
as both events in the clinical database were assessed as ‘related to other tumor therapy’. With 
regard to the temporal relation between the occurrence of this event and MabThera® 
maintenance therapy, it might be more probable to assume a causal relationship to a previous 
therapy line, as the patient included at relapse (with FL grade 1 and Ann-Arbor stage II at 
baseline) received MabThera® in combination with CHOP chemotherapy in his previous 
therapy line, whereby ‘acute myeloid leukemia’ is a known side effect for CHOP chemotherapy. 

Even though the pattern of events was comparable between both patient subsets assessed, the 
(S)AE/(S)ADR incidence was remarkable higher in the relapsed / refractory subset than in the 
first-line patients. As far as available, also the incidence for grade 3/4 events (45.3% vs. 23.5%, 
was higher in the relapsed / refractory subset than in the first-line subset. 

This probably indicates that relapsed / refractory patients previously treated with MabThera® 
have an increased risk to develop certain side effects, if compared to the first-line patients who 
received MabThera® for the first time. No such effect was described before. However, the 
generally reduced health status in the relapsed / refractory subset should be taken into 
consideration also. Therefore an overall more severe co-morbidity in the relapsed / refractory 
subset, possibly associated with prolonged disease duration might have contributed to an 
overall higher AE incidence, even though no obvious differences between both subsets were 
seen with regard to the pattern and frequencies of reported concomitant diseases. 

Conclusions: 

Data from this NIS indicate several shifts in the routine treatment patterns of FL, including the 
introduction of standard treatment for advanced stage indolent FL at earlier disease stages and 
a replacement of the CHOP protocol as preferred induction protocol for first-line therapy by 
bendamustine. In addition repetitive treatment with MabThera® seems to be an accepted 
treatment option, especially combined with CT. 

Survival data (PFS and OS) for patients who received MabThera® containing induction followed 
by MabThera® maintenance therapy in clinical routine are mainly in line with those obtained 
under controlled conditions in clinical trials, indicating a corresponding survival benefit for almost 
all patients in clinical practice. 

The incidence of AEs/SAEs in this NIS is mainly consistent with the safety profile known for this 
study population, even though a higher incidence of AEs/SAEs was observed for relapsed / 
refractory patients. 

Adverse drug reactions found in this study were already known, except one case of ‘acute 
myeloid leukemia’ that has to be considered as unexpected side effect, even though the 
causality was not justified in detail and even though the patient previously received MabThera® 
in combination with CHOP chemotherapy, for which ‘acute myeloid leukemia’ is a known side 
effect. 
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14 TABLES, FIGURES AND GRAPHS 

See Appendix 16.1 for all tables and figures. 
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Table 43.3.3 Adverse Events by Maximum Severity Grading – Frequency Table - Population: Safety Set Overall 308 

Table 44.1.1 Incidence of Adverse Events by Cycle – Frequency Table - Population: Safety Set I 319 

Table 44.1.2 Incidence of Adverse Events by Cycle – Frequency Table - Population: Safety Set II 320 

Table 44.1.3 Incidence of Adverse Events by Cycle – Frequency Table - Population: Safety Set Overall 321 

Table 44.2.1 Incidence of Serious Adverse Events by Cycle – Frequency Table - Population: Safety Set I 322 

Table 44.2.2 Incidence of Serious Adverse Events by Cycle – Frequency Table - Population: Safety Set II 323 

Table 44.2.3 Incidence of Serious Adverse Events by Cycle – Frequency Table - Population: Safety Set Overall 324 

Table 44.3.1 Incidence of Adverse Events with Causal Relationship to MabThera by Cycle – Frequency Table - Population: 

Safety Set I 325 

Table 44.3.2 Incidence of Adverse Events with Causal Relationship to MabThera by Cycle – Frequency Table - Population: 

Safety Set II 326 

Table 44.3.3 Incidence of Adverse Events with Causal Relationship to MabThera by Cycle – Frequency Table - Population: 

Safety Set Overall 327 

Table 45 Glossary of All Adverse Events - Population: Safety Set Overall 328 

Table 46.1 Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics - Population: 

Safety Set I 359 
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Table 46.2 Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics - Population: 

Safety Set II 379 

_____________________________________________________________________________ 
1) Note: According to the Statistical Analysis Plan, tables 15.2, 16.2, 17.2 and 19.2 should additionally display 

results only for the patients who applied MabThera during the actual induction therapy. Since all patients 

applied MabThera during the actual induction therapy, these tables were not additionally generated. 
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                                                        Table 1 

                                   Disposition of Patients (FSI, LSO, Analysis Sets) 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

           Parameter                                                         Statistic                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

           All Patients enrolled                                                               N = 505                  

           Screening Failures                                                                  N =  15                  

                                                                                                                        

           Duration of Study                                                                                            

              First subject in (FSI)                                                          24/08/2009                

              Last subject out (LSO)                                                          30/06/2014                

                                                                                                                        

           Analysis Populations                                                                                         

              Safety Set Overall (SS O) [1]                                                    N = 490                  

              Safety Set Overall - only patients with (primary) lock [2]                       N = 483                  

                                                                                                                        

              Safety Set I (SS I) [1]                                                          N = 312                  

              Safety Set I - only patients with (primary) lock [2]                             N = 310                  

                                                                                                                        

              Safety Set II (SS II) [1]                                                        N = 177                  

              Safety Set II - only patients with (primary) lock [2]                            N = 173                  

                                                                                                                        

              Efficiency Population I (EFF I) [3]                            n  (%)           305 (97.8)                

              Efficiency Population II (EFF II) [4]                          n  (%)           172 (97.2)                

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

[1] Analyses of advers event data are based on these sets.                                                              

[2] Analyses of other safety and baseline data are based on these sets.                                                 

[3] Percentage is based on the total number of SS I patients.                                                           

[4] Percentage is based on the total number of SS II patients.                                                          

                                                                                                                        

Program: TABLE 01.sas, executed on 07JUL2015 at 13:23                                                       Page 1 of 1
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                                                        Table 2 

                                          Disposition of Patients per Center 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

               Screening     — Safety Set Overall —     — Safety Set I —     — Safety Set II —     — Efficiency Sets —  

 Site          Failures          All         (*)          All      (*)          All      (*)         Set I    Set II    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

 Total             15            490         483          312      310          177      173          305       172     

                                                                                                                        

 Site 013071        0              7           6            3        3            4        3            1         3     

 Site 013072        0              9           9            4        4            5        5            4         5     

 Site 015891        0              3           3            2        2            1        1            2         1     

 Site 017051        0              3           3            3        3            0        0            3         0     

 Site 017961        0              2           2            1        1            1        1            1         1     

 Site 019201        0              2           2            1        1            1        1            1         1     

 Site 026251        0              1           1            1        1            0        0            1         0     

 Site 027631        0              3           3            1        1            2        2            1         2     

 Site 030461        1              2           1            0        0            1        1            0         1     

 Site 041031        0              5           5            2        2            3        3            2         3     

 Site 041791        0              5           5            3        3            2        2            3         2     

 Site 042771        0              1           1            1        1            0        0            1         0     

 Site 042891        0              4           4            4        4            0        0            4         0     

 Site 046831        0              4           4            2        2            2        2            2         2     

 Site 061101        0              3           3            0        0            3        3            0         3     

 Site 061102        0              4           4            3        3            1        1            3         1     

 Site 066671        0              4           4            3        3            1        1            3         1     

 Site 073181        2              0           0            0        0            0        0            0         0     

 Site 077431        0              2           2            2        2            0        0            2         0     

 Site 082611        0              2           2            2        2            0        0            2         0     

 Site 091131        1              3           3            1        1            2        2            1         2     

 Site 104071        0              3           3            3        3            0        0            3         0     

 Site 104091        0              2           2            2        2            0        0            2         0     

 Site 105591        0             10          10            8        8            2        2            8         2     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Columns with header '(*)' denote the number of patients in the Safety Set with (primary) lock.                    

                                                                                                                        

Program: TABLE 02.sas, executed on 07JUL2015 at 13:23                                                       Page 1 of 6
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                                                        Table 2 

                                          Disposition of Patients per Center 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

               Screening     — Safety Set Overall —     — Safety Set I —     — Safety Set II —     — Efficiency Sets —  

 Site          Failures          All         (*)          All      (*)          All      (*)         Set I    Set II    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

 Site 107091        1              5           5            1        1            4        4            1         3     

 Site 109671        0              8           8            7        7            1        1            7         1     

 Site 124871        0              2           2            1        1            1        1            1         1     

 Site 135811        0              1           1            0        0            1        1            0         1     

 Site 144671        0              3           3            3        3            0        0            3         0     

 Site 147701        0              2           2            2        2            0        0            2         0     

 Site 152361        0              3           3            2        2            1        1            2         1     

 Site 180571        0              3           3            0        0            3        3            0         3     

 Site 180591        0              6           6            3        3            3        3            3         3     

 Site 181071        0             10           9            3        3            7        6            3         6     

 Site 182731        0              5           5            2        2            3        3            2         3     

 Site 184351        0              5           5            4        4            1        1            4         1     

 Site 193701        0              4           4            4        4            0        0            4         0     

 Site 200951        0              3           3            2        2            1        1            2         1     

 Site 216801        0              4           4            4        4            0        0            4         0     

 Site 220811        0              4           4            4        4            0        0            3         0     

 Site 224571        0              5           5            3        3            2        2            3         2     

 Site 235622        0              7           7            3        3            4        4            3         4     

 Site 237581        0              1           1            1        1            0        0            1         0     

 Site 249391        0              4           4            1        1            3        3            1         3     

 Site 263891        0              4           4            4        4            0        0            4         0     

 Site 266551        0              5           5            3        3            2        2            3         2     

 Site 273561        0              4           4            4        4            0        0            4         0     

 Site 275681        0              2           2            0        0            2        2            0         2     

 Site 292211        0              7           7            5        5            2        2            5         2     

 Site 301711        0              5           5            3        3            2        2            3         2     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Columns with header '(*)' denote the number of patients in the Safety Set with (primary) lock.                    

                                                                                                                        

Program: TABLE 02.sas, executed on 07JUL2015 at 13:23                                                       Page 2 of 6
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                                                        Table 2 

                                          Disposition of Patients per Center 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

               Screening     — Safety Set Overall —     — Safety Set I —     — Safety Set II —     — Efficiency Sets —  

 Site          Failures          All         (*)          All      (*)          All      (*)         Set I    Set II    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

 Site 304491        0              3           3            3        3            0        0            3         0     

 Site 312751        1             13          13            6        6            7        7            6         7     

 Site 317851        0              3           3            1        1            2        2            1         2     

 Site 324291        0              1           1            1        1            0        0            1         0     

 Site 324571        0              2           2            2        2            0        0            2         0     

 Site 336041        0              3           3            2        2            1        1            2         1     

 Site 341191        0              2           1            1        1            1        0            1         0     

 Site 350371        0              1           1            0        0            1        1            0         1     

 Site 370731        0              7           7            6        6            1        1            6         1     

 Site 388201        0              2           2            2        2            0        0            2         0     

 Site 391041        0             10          10            4        4            6        6            4         6     

 Site 395761        0              5           5            5        5            0        0            5         0     

 Site 441431        0              1           1            1        1            0        0            1         0     

 Site 442631        0              5           5            3        3            2        2            3         2     

 Site 445341        0              4           4            4        4            0        0            4         0     

 Site 446231        0              3           3            3        3            0        0            3         0     

 Site 451361        0              1           1            1        1            0        0            1         0     

 Site 451471        0              5           5            5        5            0        0            5         0     

 Site 456571        0              5           5            3        3            2        2            3         2     

 Site 458791        0              4           4            4        4            0        0            4         0     

 Site 462361        0              3           3            0        0            3        3            0         3     

 Site 481491        0             15          15           11       11            4        4           11         4     

 Site 484311        0              2           2            1        1            1        1            1         1     

 Site 485271        0              1           1            1        1            0        0            1         0     

 Site 490761        0              7           7            6        6            1        1            6         1     

 Site 490762        0              3           1            3        1            0        0            1         0     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Columns with header '(*)' denote the number of patients in the Safety Set with (primary) lock.                    

                                                                                                                        

Program: TABLE 02.sas, executed on 07JUL2015 at 13:23                                                       Page 3 of 6
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                                                        Table 2 

                                          Disposition of Patients per Center 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

               Screening     — Safety Set Overall —     — Safety Set I —     — Safety Set II —     — Efficiency Sets —  

 Site          Failures          All         (*)          All      (*)          All      (*)         Set I    Set II    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

 Site 493931        0              1           1            1        1            0        0            1         0     

 Site 496611        0              1           1            1        1            0        0            1         0     

 Site 502261        0              7           7            2        2            5        5            2         5     

 Site 506741        0              9           9            2        2            7        7            2         7     

 Site 510671        0              2           2            1        1            1        1            1         1     

 Site 514651        0              5           5            5        5            0        0            4         0     

 Site 516431        0              1           1            1        1            0        0            1         0     

 Site 520641        0              5           5            4        4            1        1            4         1     

 Site 521461        0              4           4            4        4            0        0            4         0     

 Site 531231        0              5           5            5        5            0        0            5         0     

 Site 534241        0              3           3            2        2            1        1            2         1     

 Site 537211        0              3           3            2        2            1        1            2         1     

 Site 538401        0              2           2            0        0            2        2            0         2     

 Site 555431        0              3           3            2        2            1        1            2         1     

 Site 565641        0              1           1            1        1            0        0            1         0     

 Site 567271        0              5           5            3        3            2        2            3         2     

 Site 574621        0              3           3            2        2            1        1            2         1     

 Site 576101        0              3           3            3        3            0        0            3         0     

 Site 595551        3              0           0            0        0            0        0            0         0     

 Site 605961        0              1           1            0        0            1        1            0         1     

 Site 613481        0              4           4            0        0            4        4            0         4     

 Site 637391        0              3           3            2        2            1        1            2         1     

 Site 642831        0              5           5            4        4            1        1            4         1     

 Site 651971        0              2           2            0        0            2        2            0         2     

 Site 661131        0              2           2            1        1            1        1            1         1     

 Site 665381        0              2           2            0        0            2        2            0         2     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Columns with header '(*)' denote the number of patients in the Safety Set with (primary) lock.                    
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                                                        Table 2 

                                          Disposition of Patients per Center 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

               Screening     — Safety Set Overall —     — Safety Set I —     — Safety Set II —     — Efficiency Sets —  

 Site          Failures          All         (*)          All      (*)          All      (*)         Set I    Set II    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

 Site 668221        0              1           1            1        1            0        0            1         0     

 Site 673461        0              3           3            3        3            0        0            3         0     

 Site 676551        0              2           2            2        2            0        0            2         0     

 Site 681651        0              1           1            0        0            1        1            0         1     

 Site 691151        0              2           2            2        2            0        0            2         0     

 Site 701731        0              3           3            1        1            2        2            1         2     

 Site 701901        0             13          12            8        8            5        4            7         4     

 Site 716361        0              5           5            4        4            1        1            4         1     

 Site 716381        1              1           1            1        1            0        0            1         0     

 Site 727641        0              1           1            0        0            1        1            0         1     

 Site 740721        0             12          12            3        3            9        9            3         9     

 Site 761371        0              1           1            0        0            1        1            0         1     

 Site 776521        0              2           2            2        2            0        0            2         0     

 Site 780981        0              1           1            1        1            0        0            1         0     

 Site 782241        0              2           2            2        2            0        0            2         0     

 Site 795391        0              3           3            3        3            0        0            3         0     

 Site 805391        0              1           1            1        1            0        0            1         0     

 Site 806371        0              3           3            2        2            1        1            2         1     

 Site 807971        0              3           3            3        3            0        0            3         0     

 Site 813451        0              2           2            1        1            1        1            1         1     

 Site 830222        0              1           1            1        1            0        0            1         0     

 Site 840281        0              2           2            1        1            1        1            1         1     

 Site 845032        0              4           4            2        2            2        2            2         2     

 Site 850491        0              3           3            2        2            1        1            2         1     

 Site 861561        0              1           1            0        0            1        1            0         1     

 Site 863161        0              4           4            2        2            2        2            2         2     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Columns with header '(*)' denote the number of patients in the Safety Set with (primary) lock.                    
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                                                        Table 2 

                                          Disposition of Patients per Center 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

               Screening     — Safety Set Overall —     — Safety Set I —     — Safety Set II —     — Efficiency Sets —  

 Site          Failures          All         (*)          All      (*)          All      (*)         Set I    Set II    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

 Site 865081        1              0           0            0        0            0        0            0         0     

 Site 877001        0              5           5            4        4            1        1            4         1     

 Site 890771        0              2           2            1        1            1        1            1         1     

 Site 895181        0              3           3            1        1            2        2            1         2     

 Site 904031        0              1           1            0        0            1        1            0         1     

 Site 950281        0              2           2            2        2            0        0            2         0     

 Site 960491        0              2           2            2        2            0        0            2         0     

 Site 970701        2              5           5            3        3            2        2            3         2     

 Site 997341        2              0           0            0        0            0        0            0         0     

 Site 998171        0              4           4            3        3            1        1            3         1     

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Columns with header '(*)' denote the number of patients in the Safety Set with (primary) lock.                    

                                                                                                                        

Program: TABLE 02.sas, executed on 07JUL2015 at 13:23                                                       Page 6 of 6 



Page 19 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Table 3.1 

                        Disposition of Patients during Study Course by Cycle – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                  Total                                                 

                              Cycle No.         Statistic        (N=310)                                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                      1           n  (%)       306 (98.7)                                               

                                      2           n  (%)       305 (98.4)                                               

                                      3           n  (%)       296 (95.5)                                               

                                      4           n  (%)       287 (92.6)                                               

                                      5           n  (%)       270 (87.1)                                               

                                      6           n  (%)       256 (82.6)                                               

                                      7           n  (%)       243 (78.4)                                               

                                      8           n  (%)       235 (75.8)                                               

                                      9           n  (%)       180 (58.1)                                               

                                     10           n  (%)       171 (55.2)                                               

                                     11           n  (%)       156 (50.3)                                               

                                     12           n  (%)       141 (45.5)                                               

                                     13           n  (%)         6 (1.9)                                                

                                     14           n  (%)         2 (0.6)                                                

                                     15           n  (%)         1 (0.3)                                                

                                     16           n  (%)         1 (0.3)                                                

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Table 3.2 

                        Disposition of Patients during Study Course by Cycle – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                  Total                                                 

                              Cycle No.         Statistic        (N=173)                                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                      1           n  (%)       172 (99.4)                                               

                                      2           n  (%)       160 (92.5)                                               

                                      3           n  (%)       148 (85.5)                                               

                                      4           n  (%)       136 (78.6)                                               

                                      5           n  (%)       132 (76.3)                                               

                                      6           n  (%)       124 (71.7)                                               

                                      7           n  (%)       111 (64.2)                                               

                                      8           n  (%)        96 (55.5)                                               

                                      9           n  (%)        32 (18.5)                                               

                                     10           n  (%)        25 (14.5)                                               

                                     11           n  (%)        20 (11.6)                                               

                                     12           n  (%)        19 (11.0)                                               

                                     13           n  (%)         4 (2.3)                                                

                                     14           n  (%)         2 (1.2)                                                

                                     15           n  (%)         2 (1.2)                                                

                                     16           n  (%)         1 (0.6)                                                

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Table 3.3 

                        Disposition of Patients during Study Course by Cycle – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                  Total                                                 

                              Cycle No.         Statistic        (N=483)                                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                      1           n  (%)       478 (99.0)                                               

                                      2           n  (%)       465 (96.3)                                               

                                      3           n  (%)       444 (91.9)                                               

                                      4           n  (%)       423 (87.6)                                               

                                      5           n  (%)       402 (83.2)                                               

                                      6           n  (%)       380 (78.7)                                               

                                      7           n  (%)       354 (73.3)                                               

                                      8           n  (%)       331 (68.5)                                               

                                      9           n  (%)       212 (43.9)                                               

                                     10           n  (%)       196 (40.6)                                               

                                     11           n  (%)       176 (36.4)                                               

                                     12           n  (%)       160 (33.1)                                               

                                     13           n  (%)        10 (2.1)                                                

                                     14           n  (%)         4 (0.8)                                                

                                     15           n  (%)         3 (0.6)                                                

                                     16           n  (%)         2 (0.4)                                                
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                                                       Table 4.1 

               Premature Termination of Maintenance therapy with MabThera and Reasons – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                Total                   

                                                                              Statistic        (N=310)                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Maintenance therapy completed according to therapy plan        n  (%)       205 (66.1)                 

                 Maintenance therapy prematurely discontinued                   n  (%)        52 (16.8)                 

                                                                                                                        

                 Reason(s) (a)                                                                                          

                   Progression                                                  n  (%)        13 (4.2)                  

                   Death due to lymphoma                                        n  (%)         2 (0.6)                  

                   Death due to other reason                                    n  (%)         3 (1.0)                  

                   Intolerability                                               n  (%)         8 (2.6)                  

                   Withdrawal of consent                                        n  (%)         9 (2.9)                  

                   Other reason                                                 n  (%)        18 (5.8)                  

                                                                                                                        

                                                                                                                        

                 No data                                                        n  (%)        53 (17.1)                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note (a): Multiple answers possible.                                                                                    
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                                                       Table 4.2 

               Premature Termination of Maintenance therapy with MabThera and Reasons – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                Total                   

                                                                              Statistic        (N=173)                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Maintenance therapy completed according to therapy plan        n  (%)        97 (56.1)                 

                 Maintenance therapy prematurely discontinued                   n  (%)        56 (32.4)                 

                                                                                                                        

                 Reason(s) (a)                                                                                          

                   Progression                                                  n  (%)        19 (11.0)                 

                   Death due to lymphoma                                        n  (%)         1 (0.6)                  

                   Death due to other reason                                    n  (%)         2 (1.2)                  

                   Intolerability                                               n  (%)         6 (3.5)                  

                   Withdrawal of consent                                        n  (%)         5 (2.9)                  

                   Other reason                                                 n  (%)        25 (14.5)                 

                                                                                                                        

                                                                                                                        

                 No data                                                        n  (%)        20 (11.6)                 
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                                                       Table 4.3 

               Premature Termination of Maintenance therapy with MabThera and Reasons – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                Total                   

                                                                              Statistic        (N=483)                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Maintenance therapy completed according to therapy plan        n  (%)       302 (62.5)                 

                 Maintenance therapy prematurely discontinued                   n  (%)       108 (22.4)                 

                                                                                                                        

                 Reason(s) (a)                                                                                          

                   Progression                                                  n  (%)        32 (6.6)                  

                   Death due to lymphoma                                        n  (%)         3 (0.6)                  

                   Death due to other reason                                    n  (%)         5 (1.0)                  

                   Intolerability                                               n  (%)        14 (2.9)                  

                   Withdrawal of consent                                        n  (%)        14 (2.9)                  

                   Other reason                                                 n  (%)        43 (8.9)                  

                                                                                                                        

                                                                                                                        

                 No data                                                        n  (%)        73 (15.1)                 
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                                                       Table 5.1 

                                   Demographic Characteristics Including BMI and BSA 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                      Total                                                             

       Parameter                      Statistic      (N=310)                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Age (years)                                                                                                      

                                        n          310                                                                  

                                        Mean        62.7                                                                

                                        SD          11.6                                                                

                                        Median      63.0                                                                

                                        Minimum     25                                                                  

                                        Maximum     89                                                                  

                                                                                                                        

       Age category (years)                                                                                             

         <65 years                      n  (%)     164 (52.9)                                                           

         65- 74 years                   n  (%)      98 (31.6)                                                           

         75 years or more               n  (%)      48 (15.5)                                                           

                                                                                                                        

       Gender                                                                                                           

         male                           n  (%)     139 (44.8)                                                           

         female                         n  (%)     171 (55.2)                                                           
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                                                       Table 5.1 

                                   Demographic Characteristics Including BMI and BSA 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                    Total                                                               

       Parameter                      Statistic    (N=310)                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

       Weight (kg)                      n          310                                                                  

                                        Mean        76.03                                                               

                                        SD          15.98                                                               

                                        Median      74.00                                                               

                                        Minimum     43.0                                                                

                                        Maximum    146.0                                                                

                                                                                                                        

       Height (cm)                      n          310                                                                  

                                        Mean       170.0                                                                

                                        SD           9.6                                                                

                                        Median     170.0                                                                

                                        Minimum    148                                                                  

                                        Maximum    205                                                                  

                                                                                                                        

       BMI (kg/m²)                      n          310                                                                  

                                        Mean        26.19                                                               

                                        SD           4.46                                                               

                                        Median      25.72                                                               

                                        Minimum     17.7                                                                

                                        Maximum     51.1                                                                

                                                                                                                        

       BSA (m²)                         n          310                                                                  

                                        Mean         1.868                                                              

                                        SD           0.219                                                              

                                        Median       1.845                                                              

                                        Minimum      1.38                                                               

                                        Maximum      2.71                                                               
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                                                       Table 5.2 

                                   Demographic Characteristics Including BMI and BSA 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                      Total                                                             

       Parameter                      Statistic      (N=173)                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Age (years)                                                                                                      

                                        n          173                                                                  

                                        Mean        64.0                                                                

                                        SD          11.0                                                                

                                        Median      65.0                                                                

                                        Minimum     32                                                                  

                                        Maximum     86                                                                  

                                                                                                                        

       Age category (years)                                                                                             

         <65 years                      n  (%)      83 (48.0)                                                           

         65- 74 years                   n  (%)      65 (37.6)                                                           

         75 years or more               n  (%)      25 (14.5)                                                           

                                                                                                                        

       Gender                                                                                                           

         male                           n  (%)      79 (45.7)                                                           

         female                         n  (%)      94 (54.3)                                                           
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                                                       Table 5.2 

                                   Demographic Characteristics Including BMI and BSA 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                    Total                                                               

       Parameter                      Statistic    (N=173)                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

       Weight (kg)                      n          173                                                                  

                                        Mean        76.34                                                               

                                        SD          14.82                                                               

                                        Median      76.00                                                               

                                        Minimum     42.0                                                                

                                        Maximum    133.0                                                                

                                                                                                                        

       Height (cm)                      n          173                                                                  

                                        Mean       169.4                                                                

                                        SD           9.1                                                                

                                        Median     168.0                                                                

                                        Minimum    149                                                                  

                                        Maximum    198                                                                  

                                                                                                                        

       BMI (kg/m²)                      n          173                                                                  

                                        Mean        26.58                                                               

                                        SD           4.55                                                               

                                        Median      25.88                                                               

                                        Minimum     15.6                                                                

                                        Maximum     42.9                                                                

                                                                                                                        

       BSA (m²)                         n          173                                                                  

                                        Mean         1.867                                                              

                                        SD           0.200                                                              

                                        Median       1.845                                                              

                                        Minimum      1.42                                                               

                                        Maximum      2.53                                                               
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                                                       Table 5.3 

                                   Demographic Characteristics Including BMI and BSA 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                      Total                                                             

       Parameter                      Statistic      (N=483)                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Age (years)                                                                                                      

                                        n          483                                                                  

                                        Mean        63.1                                                                

                                        SD          11.4                                                                

                                        Median      64.0                                                                

                                        Minimum     25                                                                  

                                        Maximum     89                                                                  

                                                                                                                        

       Age category (years)                                                                                             

         <65 years                      n  (%)     247 (51.1)                                                           

         65- 74 years                   n  (%)     163 (33.7)                                                           

         75 years or more               n  (%)      73 (15.1)                                                           

                                                                                                                        

       Gender                                                                                                           

         male                           n  (%)     218 (45.1)                                                           

         female                         n  (%)     265 (54.9)                                                           
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                                                       Table 5.3 

                                   Demographic Characteristics Including BMI and BSA 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                    Total                                                               

       Parameter                      Statistic    (N=483)                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

       Weight (kg)                      n          483                                                                  

                                        Mean        76.14                                                               

                                        SD          15.56                                                               

                                        Median      74.00                                                               

                                        Minimum     42.0                                                                

                                        Maximum    146.0                                                                

                                                                                                                        

       Height (cm)                      n          483                                                                  

                                        Mean       169.8                                                                

                                        SD           9.4                                                                

                                        Median     170.0                                                                

                                        Minimum    148                                                                  

                                        Maximum    205                                                                  

                                                                                                                        

       BMI (kg/m²)                      n          483                                                                  

                                        Mean        26.33                                                               

                                        SD           4.49                                                               

                                        Median      25.74                                                               

                                        Minimum     15.6                                                                

                                        Maximum     51.1                                                                

                                                                                                                        

       BSA (m²)                         n          483                                                                  

                                        Mean         1.868                                                              

                                        SD           0.212                                                              

                                        Median       1.845                                                              

                                        Minimum      1.38                                                               

                                        Maximum      2.71                                                               
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                                                       Table 6.1 

                                  Time since First Diagnosis – Descriptive Statistics 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                            Total                                                       

                                              Statistic    (N=310)                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Time since first diagnosis (month)                                                                               

                                                n           303                                                         

                                                Mean         18.55                                                      

                                                SD           30.90                                                      

                                                Median        9.50                                                      

                                                Minimum       0.7                                                       

                                                Maximum     301.7                                                       
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                                                       Table 6.2 

                                  Time since First Diagnosis – Descriptive Statistics 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                            Total                                                       

                                              Statistic    (N=173)                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Time since first diagnosis (month)                                                                               

                                                n           167                                                         

                                                Mean         72.58                                                      

                                                SD           54.67                                                      

                                                Median       59.20                                                      

                                                Minimum       6.3                                                       

                                                Maximum     332.3                                                       
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                                                       Table 6.3 

                                  Time since First Diagnosis – Descriptive Statistics 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                            Total                                                       

                                              Statistic    (N=483)                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Time since first diagnosis (month)                                                                               

                                                n           470                                                         

                                                Mean         37.75                                                      

                                                SD           48.40                                                      

                                                Median       13.90                                                      

                                                Minimum       0.7                                                       

                                                Maximum     332.3                                                       
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                                                      Table 7.1.1 

                           Ann-Arbor-classification of the First Diagnosis – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

          Ann-Arbor                         Total                                                                       

       Classification       Statistic      (N=310)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              I               n  (%)      21 (6.8)                                                                      

                                                                                                                        

             II               n  (%)      46 (14.8)                                                                     

                                                                                                                        

             III              n  (%)     111 (35.8)                                                                     

                                                                                                                        

             IV               n  (%)     132 (42.6)                                                                     
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                                                      Table 7.1.2 

                           Ann-Arbor-classification of the First Diagnosis – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

          Ann-Arbor                         Total                                                                       

       Classification       Statistic      (N=173)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              I               n  (%)      20 (11.6)                                                                     

                                                                                                                        

             II               n  (%)      29 (16.8)                                                                     

                                                                                                                        

             III              n  (%)      43 (24.9)                                                                     

                                                                                                                        

             IV               n  (%)      81 (46.8)                                                                     
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                                                      Table 7.1.3 

                           Ann-Arbor-classification of the First Diagnosis – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

          Ann-Arbor                         Total                                                                       

       Classification       Statistic      (N=483)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              I               n  (%)      41 (8.5)                                                                      

                                                                                                                        

             II               n  (%)      75 (15.5)                                                                     

                                                                                                                        

             III              n  (%)     154 (31.9)                                                                     

                                                                                                                        

             IV               n  (%)     213 (44.1)                                                                     
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                                                      Table 7.2.1 

                        Grading of Follicular Lymphoma of the First Diagnosis – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

           Grading          Statistic      (N=310)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              1               n  (%)     110 (35.5)                                                                     

                                                                                                                        

              2               n  (%)     140 (45.2)                                                                     

                                                                                                                        

             3A               n  (%)      48 (15.5)                                                                     

                                                                                                                        

             3B               n  (%)      12 (3.9)                                                                      
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                                                      Table 7.2.2 

                        Grading of Follicular Lymphoma of the First Diagnosis – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

           Grading          Statistic      (N=173)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              1               n  (%)      78 (45.1)                                                                     

                                                                                                                        

              2               n  (%)      64 (37.0)                                                                     

                                                                                                                        

             3A               n  (%)      23 (13.3)                                                                     

                                                                                                                        

             3B               n  (%)       8 (4.6)                                                                      
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                                                      Table 7.2.3 

                        Grading of Follicular Lymphoma of the First Diagnosis – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

           Grading          Statistic      (N=483)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              1               n  (%)     188 (38.9)                                                                     

                                                                                                                        

              2               n  (%)     204 (42.2)                                                                     

                                                                                                                        

             3A               n  (%)      71 (14.7)                                                                     

                                                                                                                        

             3B               n  (%)      20 (4.1)                                                                      
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                                                       Table 8.1 

                          General condition (WHO/ECOG) at Start of Actual Maintenance Therapy 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                    Total                                                               

       Parameter                      Statistic    (N=310)                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       ECOG                                                                                                             

         Grade 0                        n  (%)     173 (55.8)                                                           

         Grade 1                        n  (%)     128 (41.3)                                                           

         Grade 2                        n  (%)       9 (2.9)                                                            
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                                                       Table 8.2 

                          General condition (WHO/ECOG) at Start of Actual Maintenance Therapy 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                    Total                                                               

       Parameter                      Statistic    (N=173)                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       ECOG                                                                                                             

         Grade 0                        n  (%)      76 (43.9)                                                           

         Grade 1                        n  (%)      90 (52.0)                                                           

         Grade 2                        n  (%)       5 (2.9)                                                            

         No data                        n  (%)       2 (1.2)                                                            
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                                                       Table 8.3 

                          General condition (WHO/ECOG) at Start of Actual Maintenance Therapy 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                    Total                                                               

       Parameter                      Statistic    (N=483)                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       ECOG                                                                                                             

         Grade 0                        n  (%)     249 (51.6)                                                           

         Grade 1                        n  (%)     218 (45.1)                                                           

         Grade 2                        n  (%)      14 (2.9)                                                            

         No data                        n  (%)       2 (0.4)                                                            
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                                                       Table 9.1 

                                                 Concomitant Diseases 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

       Disease Class                            Statistic    (N=310)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Any Abnormal Finding                       n  (%)     164 (52.9)                                                 

                                                                                                                        

       Skin                                       n  (%)       8 (2.6)                                                  

       Ear, Nose and Throat                       n  (%)       6 (1.9)                                                  

       Respiratory System                         n  (%)      12 (3.9)                                                  

       Cardiovascular System                      n  (%)      70 (22.6)                                                 

       Gastrointestinal Tract and Liver           n  (%)      22 (7.1)                                                  

       Kidneys and Urogenital Tract               n  (%)      24 (7.7)                                                  

       Endocrine and Metabolic System             n  (%)      40 (12.9)                                                 

       Blood and Lymphatic System                 n  (%)      17 (5.5)                                                  

       Musculoskeletal system                     n  (%)      23 (7.4)                                                  

       Surgeries                                  n  (%)      33 (10.6)                                                 

       Psyche                                     n  (%)      12 (3.9)                                                  

       Allergies                                  n  (%)      17 (5.5)                                                  

       Other Tumor Diseases                       n  (%)      20 (6.5)                                                  

       Other Concomitant Diseases                 n  (%)      53 (17.1)                                                 
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                                                       Table 9.2 

                                                 Concomitant Diseases 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

       Disease Class                            Statistic    (N=173)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Any Abnormal Finding                       n  (%)      94 (54.3)                                                 

                                                                                                                        

       Skin                                       n  (%)       6 (3.5)                                                  

       Ear, Nose and Throat                       n  (%)       2 (1.2)                                                  

       Respiratory System                         n  (%)      13 (7.5)                                                  

       Cardiovascular System                      n  (%)      38 (22.0)                                                 

       Gastrointestinal Tract and Liver           n  (%)      13 (7.5)                                                  

       Kidneys and Urogenital Tract               n  (%)      13 (7.5)                                                  

       Endocrine and Metabolic System             n  (%)      30 (17.3)                                                 

       Blood and Lymphatic System                 n  (%)      10 (5.8)                                                  

       Musculoskeletal system                     n  (%)      13 (7.5)                                                  

       Surgeries                                  n  (%)      21 (12.1)                                                 

       Psyche                                     n  (%)       7 (4.0)                                                  

       Allergies                                  n  (%)       4 (2.3)                                                  

       Other Tumor Diseases                       n  (%)       7 (4.0)                                                  

       Other Concomitant Diseases                 n  (%)      27 (15.6)                                                 
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                                                       Table 9.3 

                                                 Concomitant Diseases 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

       Disease Class                            Statistic    (N=483)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

       Any Abnormal Finding                       n  (%)     258 (53.4)                                                 

                                                                                                                        

       Skin                                       n  (%)      14 (2.9)                                                  

       Ear, Nose and Throat                       n  (%)       8 (1.7)                                                  

       Respiratory System                         n  (%)      25 (5.2)                                                  

       Cardiovascular System                      n  (%)     108 (22.4)                                                 

       Gastrointestinal Tract and Liver           n  (%)      35 (7.2)                                                  

       Kidneys and Urogenital Tract               n  (%)      37 (7.7)                                                  

       Endocrine and Metabolic System             n  (%)      70 (14.5)                                                 

       Blood and Lymphatic System                 n  (%)      27 (5.6)                                                  

       Musculoskeletal system                     n  (%)      36 (7.5)                                                  

       Surgeries                                  n  (%)      54 (11.2)                                                 

       Psyche                                     n  (%)      19 (3.9)                                                  

       Allergies                                  n  (%)      21 (4.3)                                                  

       Other Tumor Diseases                       n  (%)      27 (5.6)                                                  

       Other Concomitant Diseases                 n  (%)      80 (16.6)                                                 
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                                                       Table 10 

                               Previous Therapy Line: MabThera Therapy – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                 Total                                                                  

         MabThera Applied        Statistic      (N=173)                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

               yes                 n  (%)     126 (72.8)                                                                

                                                                                                                        

                no                 n  (%)      43 (24.9)                                                                

                                                                                                                        

             No data               n  (%)       4 (2.3)                                                                 
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                                                      Table 11.1 

                         Previous Therapy Line: Duration of Treatment – Descriptive Statistics 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

        Parameter                           Statistic        (N=173)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Duration of treatment (months)        n             169                                                         

                                              Mean            7.26                                                      

                                              SD             19.85                                                      

                                              Median          4.47                                                      

                                              Minimum         0.0                                                       

                                              Maximum       248.6                                                       
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                                                      Table 11.2 

   Previous Therapy Line: Duration of Treatment – Descriptive Statistics (patients with previous Mabthera treatment 

                                           only); Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

        Parameter                           Statistic        (N=126)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Duration of treatment (months)        n             126                                                         

                                              Mean            8.16                                                      

                                              SD             22.66                                                      

                                              Median          4.90                                                      

                                              Minimum         0.0                                                       

                                              Maximum       248.6                                                       
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                                                      Table 12.1 

                   Previous Therapy Line: Number of Previous Therapy Lines – Descriptive Statistics 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        Total                                           

        Parameter                                     Statistic        (N=173)                                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Number of previous therapy lines                n              170                                              

                                                        Mean             2.3                                            

                                                        SD               0.8                                            

                                                        Median           2.0                                            

                                                        Minimum          2                                              

                                                        Maximum          7                                              
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                                                      Table 12.2 

   Previous Therapy Line: Number of Previous Therapy Lines – Descriptive Statistics (patients with previous Mabthera 

                                      treatment only); Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        Total                                           

        Parameter                                     Statistic        (N=126)                                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Number of previous therapy lines                n              124                                              

                                                        Mean             2.3                                            

                                                        SD               0.8                                            

                                                        Median           2.0                                            

                                                        Minimum          2                                              

                                                        Maximum          6                                              
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                                                       Table 13 

   Previous Therapy Line: Number of Cycles with MabThera Therapy and Total Dose of MabThera – Descriptive Statistics 

                      (patients with previous Mabthera treatment only); Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                            Total                       

        Parameter                                                         Statistic        (N=126)                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Number of Cycles with MabThera Induction Therapy                    n              123                          

                                                                            Mean             6.2                        

                                                                            SD               1.9                        

                                                                            Median           6.0                        

                                                                            Minimum          0                          

                                                                            Maximum         12                          

                                                                                                                        

        Number of Cycles with MabThera Maintenance Therapy                  n              110                          

                                                                            Mean             2.5                        

                                                                            SD               3.8                        

                                                                            Median           0.0                        

                                                                            Minimum          0                          

                                                                            Maximum         16                          

                                                                                                                        

        Total Dose of MabThera Therapy (mg/m²)                              n              113                          

                                                                            Mean          2653.8                        

                                                                            SD            1721.3                        

                                                                            Median        2250.0                        

                                                                            Minimum          0                          

                                                                            Maximum       7500                          
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                                                      Table 14.1 

                                 Previous Therapy Line: Tumor Status – Frequency Table 

                                               Population: Safety Set II 

 

Tumor stage after finalisation of the previous therapy line                                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=173)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)      80 (46.2)                                                                     

                                                                                                                        

             PR               n  (%)      72 (41.6)                                                                     

                                                                                                                        

             SD               n  (%)       7 (4.0)                                                                      

                                                                                                                        

             PD               n  (%)       9 (5.2)                                                                      

                                                                                                                        

           No data            n  (%)       5 (2.9)                                                                      
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                                                      Table 14.2 

        Previous Therapy Line: Tumor Status – Frequency Table (patients with previous Mabthera treatment only) 

                                               Population: Safety Set II 

 

Tumor stage after finalisation of the previous therapy line                                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=126)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)      55 (43.7)                                                                     

                                                                                                                        

             PR               n  (%)      56 (44.4)                                                                     

                                                                                                                        

             SD               n  (%)       5 (4.0)                                                                      

                                                                                                                        

             PD               n  (%)       8 (6.3)                                                                      

                                                                                                                        

           No data            n  (%)       2 (1.6)                                                                      
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                                                      Table 15.1 

                         Actual Induction Therapy: Treatment Duration – Descriptive Statistics 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

        Parameter                           Statistic        (N=310)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Duration of treatment (months)        n             304                                                         

                                              Mean            4.95                                                      

                                              SD              1.79                                                      

                                              Median          4.87                                                      

                                              Minimum         0.1                                                       

                                              Maximum        17.6                                                       
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                                                      Table 15.2 

                         Actual Induction Therapy: Treatment Duration – Descriptive Statistics 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

        Parameter                           Statistic        (N=173)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Duration of treatment (months)        n             163                                                         

                                              Mean            5.02                                                      

                                              SD              2.81                                                      

                                              Median          4.87                                                      

                                              Minimum         0.2                                                       

                                              Maximum        23.6                                                       
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                                                      Table 16.1 

                              Actual Induction Therapy: Kind of Therapy – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                     Total                              

       Parameter                                     Value           Statistic      (N=310)                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                                                                                                        

       Chemotherapy                                   yes              n  (%)     303 (97.7)                            

                                                      no               n  (%)       7 (2.3)                             

                                                                                                                        

       MabThera                                       yes              n  (%)     310 (100)                             

                                                                                                                        

       Radiotherapy                                   yes              n  (%)      15 (4.8)                             

                                                      no               n  (%)     295 (95.2)                            

                                                                                                                        

       Specification of chemotherapy (a)                                                                                

         CHOP                                         yes              n  (%)     101 (32.6)                            

         Fludarabin                                   yes              n  (%)       1 (0.3)                             

         Chlorambucil                                 yes              n  (%)       1 (0.3)                             

         CVP                                          yes              n  (%)       2 (0.6)                             

         COP                                          yes              n  (%)       2 (0.6)                             

         Cyclophosphamid                              yes              n  (%)       9 (2.9)                             

         Mitoxantron                                  yes              n  (%)       3 (1.0)                             

         Bendamustin                                  yes              n  (%)     194 (62.6)                            

         Autologous stem cells transplantation        yes              n  (%)       1 (0.3)                             

         Other                                        yes              n  (%)       8 (2.6)                             
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                                                      Table 16.2 

                              Actual Induction Therapy: Kind of Therapy – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                     Total                              

       Parameter                                     Value           Statistic      (N=173)                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                                                                                                        

       Chemotherapy                                   yes              n  (%)     152 (87.9)                            

                                                      no               n  (%)      21 (12.1)                            

                                                                                                                        

       MabThera                                       yes              n  (%)     173 (100)                             

                                                                                                                        

       Radiotherapy                                   yes              n  (%)       9 (5.2)                             

                                                      no               n  (%)     164 (94.8)                            

                                                                                                                        

       Specification of chemotherapy (a)                                                                                

         CHOP                                         yes              n  (%)      19 (11.0)                            

         Fludarabin                                   yes              n  (%)       3 (1.7)                             

         Chlorambucil                                 yes              n  (%)       2 (1.2)                             

         COP                                          yes              n  (%)       1 (0.6)                             

         Cyclophosphamid                              yes              n  (%)       3 (1.7)                             

         Mitoxantron                                  yes              n  (%)       5 (2.9)                             

         Bendamustin                                  yes              n  (%)     116 (67.1)                            

         Autologous stem cells transplantation        yes              n  (%)       7 (4.0)                             

         Other                                        yes              n  (%)       9 (5.2)                             
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                                                      Table 17.1 

      Actual Induction Therapy: Number of Cycles, Cycle Interval and Total Dose Applied by Kind of Chemotherapy – 

                                   Descriptive Statistics; Population: Safety Set I 

 

Total number of patients with Chemotherapy: N=303                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                     Chemotherapy                    Statistic    Cycles (number)    Cycle Interval (days)              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                         CHOP                          n            101                100                              

                                                       Mean           6.0               20.6                            

                                                       SD             0.8                3.9                            

                                                       Median         6.0               21.0                            

                                                       Minimum        3                  1                              

                                                       Maximum        8                 30                              

                                                                                                                        

                      Fludarabin                       n              1                  1                              

                                                       Mean           6.0               28.0                            

                                                       SD                                                               

                                                       Median         6.0               28.0                            

                                                       Minimum        6                 28                              

                                                       Maximum        6                 28                              

                                                                                                                        

                     Chlorambucil                      n              1                  1                              

                                                       Mean           5.0               28.0                            

                                                       SD                                                               

                                                       Median         5.0               28.0                            

                                                       Minimum        5                 28                              

                                                       Maximum        5                 28                              

                                                                                                                        

                         CVP                           n              1                  1                              

                                                       Mean           5.0                5.0                            

                                                       SD                                                               

                                                       Median         5.0                5.0                            

                                                       Minimum        5                  5                              

                                                       Maximum        5                  5                              
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                                                      Table 17.1 

      Actual Induction Therapy: Number of Cycles, Cycle Interval and Total Dose Applied by Kind of Chemotherapy – 

                                   Descriptive Statistics; Population: Safety Set I 

 

Total number of patients with Chemotherapy: N=303                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                     Chemotherapy                    Statistic    Cycles (number)    Cycle Interval (days)              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                         COP                           n              2                  2                              

                                                       Mean           4.0               25.5                            

                                                       SD             2.8                6.4                            

                                                       Median         4.0               25.5                            

                                                       Minimum        2                 21                              

                                                       Maximum        6                 30                              

                                                                                                                        

                   Cyclophosphamid                     n              9                  7                              

                                                       Mean           5.2               18.1                            

                                                       SD             2.5                8.6                            

                                                       Median         6.0               21.0                            

                                                       Minimum        1                  1                              

                                                       Maximum        8                 28                              

                                                                                                                        

                     Mitoxantron                       n              3                  3                              

                                                       Mean           5.7               28.3                            

                                                       SD             0.6                0.6                            

                                                       Median         6.0               28.0                            

                                                       Minimum        5                 28                              

                                                       Maximum        6                 29                              

                                                                                                                        

                     Bendamustin                       n            192                191                              

                                                       Mean           5.8               26.9                            

                                                       SD             0.8                4.4                            

                                                       Median         6.0               28.0                            

                                                       Minimum        2                  1                              

                                                       Maximum        9                 30                              
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                                                      Table 17.1 

      Actual Induction Therapy: Number of Cycles, Cycle Interval and Total Dose Applied by Kind of Chemotherapy – 

                                   Descriptive Statistics; Population: Safety Set I 

 

Total number of patients with Chemotherapy: N=303                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                     Chemotherapy                    Statistic    Cycles (number)    Cycle Interval (days)              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Autologous stem cells transplantation          n              1                  0                              

                                                       Mean           1.0                                               

                                                       SD                                                               

                                                       Median         1.0                                               

                                                       Minimum        1                                                 

                                                       Maximum        1                                                 

                                                                                                                        

                        Other                          n              8                  6                              

                                                       Mean           5.4               22.3                            

                                                       SD             2.1                3.3                            

                                                       Median         6.0               21.0                            

                                                       Minimum        1                 21                              

                                                       Maximum        8                 29                              
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                                                      Table 17.2 

      Actual Induction Therapy: Number of Cycles, Cycle Interval and Total Dose Applied by Kind of Chemotherapy – 

                                   Descriptive Statistics; Population: Safety Set II 

 

Total number of patients with Chemotherapy: N=152                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                     Chemotherapy                    Statistic    Cycles (number)    Cycle Interval (days)              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                         CHOP                          n             19                 19                              

                                                       Mean           6.4               19.4                            

                                                       SD             0.9                6.4                            

                                                       Median         6.0               21.0                            

                                                       Minimum        6                  3                              

                                                       Maximum        9                 29                              

                                                                                                                        

                      Fludarabin                       n              3                  3                              

                                                       Mean           4.7               35.3                            

                                                       SD             1.5               11.8                            

                                                       Median         5.0               29.0                            

                                                       Minimum        3                 28                              

                                                       Maximum        6                 49                              

                                                                                                                        

                     Chlorambucil                      n              2                  2                              

                                                       Mean           6.0               28.5                            

                                                       SD             0.0                0.7                            

                                                       Median         6.0               28.5                            

                                                       Minimum        6                 28                              

                                                       Maximum        6                 29                              

                                                                                                                        

                         COP                           n              1                  1                              

                                                       Mean           8.0               22.0                            

                                                       SD                                                               

                                                       Median         8.0               22.0                            

                                                       Minimum        8                 22                              

                                                       Maximum        8                 22                              
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                                                      Table 17.2 

      Actual Induction Therapy: Number of Cycles, Cycle Interval and Total Dose Applied by Kind of Chemotherapy – 

                                   Descriptive Statistics; Population: Safety Set II 

 

Total number of patients with Chemotherapy: N=152                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                     Chemotherapy                    Statistic    Cycles (number)    Cycle Interval (days)              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                   Cyclophosphamid                     n              3                  3                              

                                                       Mean           5.7               28.7                            

                                                       SD             0.6                0.6                            

                                                       Median         6.0               29.0                            

                                                       Minimum        5                 28                              

                                                       Maximum        6                 29                              

                                                                                                                        

                     Mitoxantron                       n              5                  5                              

                                                       Mean           6.0               28.4                            

                                                       SD             0.0                0.5                            

                                                       Median         6.0               28.0                            

                                                       Minimum        6                 28                              

                                                       Maximum        6                 29                              

                                                                                                                        

                     Bendamustin                       n            115                113                              

                                                       Mean           5.7               27.7                            

                                                       SD             1.1               11.8                            

                                                       Median         6.0               28.0                            

                                                       Minimum        1                  2                              

                                                       Maximum        9                142                              

                                                                                                                        

        Autologous stem cells transplantation          n              6                  5                              

                                                       Mean           3.0               26.6                            

                                                       SD             1.4                9.1                            

                                                       Median         3.0               21.0                            

                                                       Minimum        1                 21                              

                                                       Maximum        5                 42                              
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                                                      Table 17.2 

      Actual Induction Therapy: Number of Cycles, Cycle Interval and Total Dose Applied by Kind of Chemotherapy – 

                                   Descriptive Statistics; Population: Safety Set II 

 

Total number of patients with Chemotherapy: N=152                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                     Chemotherapy                    Statistic    Cycles (number)    Cycle Interval (days)              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                        Other                          n              9                  8                              

                                                       Mean           3.0               19.9                            

                                                       SD             1.7               10.1                            

                                                       Median         2.0               22.0                            

                                                       Minimum        2                  2                              

                                                       Maximum        6                 29                              
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                                                      Table 18.1 

 Actual Induction Therapy: Number of Cycles with MabThera Therapy and Total Dose of MabThera – Descriptive Statistics 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

        Parameter                           Statistic        (N=310)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Number of cycles with MabThera        n              310                                                        

                                              Mean             6.3                                                      

                                              SD               1.2                                                      

                                              Median           6.0                                                      

                                              Minimum          1                                                        

                                              Maximum          8                                                        
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                                                      Table 18.2 

 Actual Induction Therapy: Number of Cycles with MabThera Therapy and Total Dose of MabThera – Descriptive Statistics 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                              Total                                                     

        Parameter                           Statistic        (N=173)                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

        Number of cycles with MabThera        n              173                                                        

                                              Mean             5.7                                                      

                                              SD               1.7                                                      

                                              Median           6.0                                                      

                                              Minimum          1                                                        

                                              Maximum          8                                                        
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                                                      Table 19.1 

                               Actual Induction Therapy: Tumor Status – Frequency Table 

                                               Population: Safety Set I 

 

Tumor stage after finalisation of the actual induction therapy                                                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=310)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)     148 (47.7)                                                                     

                                                                                                                        

             PR               n  (%)     162 (52.3)                                                                     
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                                                      Table 19.2 

                               Actual Induction Therapy: Tumor Status – Frequency Table 

                                               Population: Safety Set II 

 

Tumor stage after finalisation of the actual induction therapy                                                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=173)                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)      74 (42.8)                                                                     

                                                                                                                        

             PR               n  (%)      99 (57.2)                                                                     
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                                                      Table 20.1 

           Maintenance Therapy: Number of Cycles with MabThera (planned, realized) – Descriptive Statistics 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                         ———Number of Cycles with MabThera———                                                           

            Statistic      Planned              Realized                                                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              n            310                   309                                                                    

              Mean          10.9                   9.2                                                                  

              SD             2.2                   3.3                                                                  

              Median        12.0                  11.0                                                                  

              Minimum        4                     1                                                                    

              Maximum       16                    16                                                                    
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                                                      Table 20.2 

           Maintenance Therapy: Number of Cycles with MabThera (planned, realized) – Descriptive Statistics 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                         ———Number of Cycles with MabThera———                                                           

            Statistic      Planned              Realized                                                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              n            173                   172                                                                    

              Mean           9.1                   6.9                                                                  

              SD             2.6                   3.2                                                                  

              Median         8.0                   8.0                                                                  

              Minimum        2                     1                                                                    

              Maximum       16                    16                                                                    
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                                                     Table 21.1.1 

        Maintenance Therapy: Cycle Interval with MabThera (planned, realized) by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                ——————— Cycle Interval with MabThera (months) ————————                                  

              Cycle Interval      n      Mean        SD       Median      Min      Max                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              Planned           310       2.21       0.46       2.00      1.0      4.0                                  

                                                                                                                        

              Realized                                                                                                  

                Cycle 1-2       301       2.16       0.59       1.97      0.5      4.0                                  

                Cycle 2-3       295       2.18       0.55       1.90      0.7      4.5                                  

                Cycle 3-4       287       2.18       0.54       1.97      0.6      4.7                                  

                Cycle 4-5       271       2.13       0.50       1.90      0.6      3.7                                  

                Cycle 5-6       255       2.16       0.52       1.87      1.0      4.7                                  

                Cycle 6-7       242       2.14       0.49       1.90      0.2      4.2                                  

                Cycle 7-8       234       2.22       0.66       1.97      1.6      7.7                                  

                Cycle 8-9       180       2.02       0.38       1.87      0.4      4.2                                  

                Cycle 9-10      172       2.04       0.40       1.87      0.9      5.1                                  

                Cycle 10-11     157       2.02       0.46       1.87      1.4      5.7                                  

                Cycle 11-12     145       2.06       0.50       1.87      1.6      6.4                                  

                Cycle 12-13       6       1.88       0.64       1.87      0.8      2.8                                  

                Cycle 13-14       2       2.10       0.33       2.10      1.9      2.3                                  

                Cycle 14-15       1       2.33                  2.33      2.3      2.3                                  

                Cycle 15-16       1       1.53                  1.53      1.5      1.5                                  

                                                                                                                        

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Program: TABLE 21-01-01.sas, executed on 07JUL2015 at 13:24                                                 Page 1 of 1 



Page 71 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 21.1.2 

        Maintenance Therapy: Cycle Interval with MabThera (planned, realized) by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                ——————— Cycle Interval with MabThera (months) ————————                                  

              Cycle Interval      n      Mean        SD       Median      Min      Max                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                                                                                                        

              Planned           173       2.57       0.60       3.00      1.0      3.0                                  

                                                                                                                        

              Realized                                                                                                  

                Cycle 1-2       160       2.69       0.92       2.80      0.5      6.2                                  

                Cycle 2-3       147       2.65       0.73       2.80      0.7      6.1                                  

                Cycle 3-4       134       2.67       0.79       2.80      0.7      7.2                                  

                Cycle 4-5       130       2.66       0.71       2.80      0.7      4.7                                  

                Cycle 5-6       122       2.79       1.36       2.80      0.9     15.0                                  

                Cycle 6-7       112       2.68       0.67       2.80      0.8      5.6                                  

                Cycle 7-8        96       2.72       0.77       2.80      1.2      7.0                                  

                Cycle 8-9        32       2.18       0.80       1.95      0.6      5.6                                  

                Cycle 9-10       25       2.15       0.55       1.97      0.9      3.2                                  

                Cycle 10-11      20       1.94       0.33       1.90      0.9      2.8                                  

                Cycle 11-12      19       1.98       0.36       2.00      0.9      2.8                                  

                Cycle 12-13       4       1.89       0.76       1.92      0.9      2.8                                  

                Cycle 13-14       2       1.87       1.32       1.87      0.9      2.8                                  

                Cycle 14-15       2       1.87       1.32       1.87      0.9      2.8                                  

                Cycle 15-16       1       0.93                  0.93      0.9      0.9                                  
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                                                     Table 21.2.1 

                     Maintenance Therapy: Average Time between Two Cycles – Descriptive Statistics 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

            Statistic                   Average Time (months)                                                           

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              n                                   306                                                                   

              Mean                                2.20                                                                  

              SD                                  0.47                                                                  

              Median                              2.02                                                                  

              Minimum                              0.6                                                                  

              Maximum                              4.1                                                                  
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                                                     Table 21.2.2 

                     Maintenance Therapy: Average Time between Two Cycles – Descriptive Statistics 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

            Statistic                   Average Time (months)                                                           

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

              n                                   161                                                                   

              Mean                                2.75                                                                  

              SD                                  0.77                                                                  

              Median                              2.86                                                                  

              Minimum                              0.8                                                                  

              Maximum                              5.9                                                                  
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                                                      Table 22.1 

          Maintenance Therapy: Dose of MabThera Therapy (planned, realized) by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                —— MabThera Dose during Maintenance Therapy (mg/m²) ——                                  

                  Cycle           n      Mean        SD       Median      Min      Max                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Planned        310      376.4       19.4      375.0      325      660                                  

                                                                                                                        

                 Cycle 1        310      378.5       34.7      375.0      325      735                                  

                 Cycle 2        305      382.4       48.0      375.0      325      750                                  

                 Cycle 3        297      383.8       51.7      375.0      350      750                                  

                 Cycle 4        287      382.4       47.4      375.0      350      750                                  

                 Cycle 5        271      386.1       60.4      375.0      350      810                                  

                 Cycle 6        255      383.3       50.9      375.0      350      735                                  

                 Cycle 7        243      384.5       55.2      375.0      374      750                                  

                 Cycle 8        234      386.6       61.9      375.0      374      795                                  

                 Cycle 9        180      384.7       57.9      375.0      374      795                                  

                 Cycle 10       172      380.1       39.4      375.0      366      735                                  

                 Cycle 11       157      384.9       54.3      375.0      366      750                                  

                 Cycle 12       145      381.9       39.6      375.0      370      735                                  

                 Cycle 13         6      375.0        0.0      375.0      375      375                                  

                 Cycle 14         2      375.0        0.0      375.0      375      375                                  

                 Cycle 15         1      375.0                 375.0      375      375                                  

                 Cycle 16         1      375.0                 375.0      375      375                                  
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                                                      Table 22.2 

          Maintenance Therapy: Dose of MabThera Therapy (planned, realized) by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                —— MabThera Dose during Maintenance Therapy (mg/m²) ——                                  

                  Cycle           n      Mean        SD       Median      Min      Max                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Planned        173      375.8       14.7      375.0      315      500                                  

                                                                                                                        

                 Cycle 1        173      375.9       33.6      375.0      187      770                                  

                 Cycle 2        160      387.5       68.5      375.0      187      770                                  

                 Cycle 3        148      385.8       61.2      375.0      324      770                                  

                 Cycle 4        134      389.8       69.4      375.0      375      770                                  

                 Cycle 5        131      389.3       66.5      375.0      375      770                                  

                 Cycle 6        124      390.8       71.1      375.0      375      770                                  

                 Cycle 7        112      389.9       70.0      375.0      375      770                                  

                 Cycle 8         96      392.6       76.2      375.0      375      770                                  

                 Cycle 9         32      385.2       57.5      375.0      375      700                                  

                 Cycle 10        25      375.0        0.0      375.0      375      375                                  

                 Cycle 11        20      375.0        0.0      375.0      375      375                                  

                 Cycle 12        19      375.0        0.0      375.0      375      375                                  

                 Cycle 13         4      375.0        0.0      375.0      375      375                                  

                 Cycle 14         2      375.0        0.0      375.0      375      375                                  

                 Cycle 15         2      375.0        0.0      375.0      375      375                                  

                 Cycle 16         1      375.0                 375.0      375      375                                  
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                                                      Table 23.1 

                      Maintenance Therapy: Duration of Infusion by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                  ———————— Duration of Infusion (h) —————————                                                           

        Cycle      n    Mean      SD   Median    Min     Max                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

           1      306    3.44    1.33    3.00     1.0     6.5                                                           

           2      301    3.38    1.28    3.00     1.0     6.5                                                           

           3      293    3.37    1.23    3.00     1.0     6.5                                                           

           4      284    3.38    1.23    3.00     1.0     6.5                                                           

           5      267    3.37    1.26    3.00     1.0     6.5                                                           

           6      249    3.36    1.25    3.00     1.0     6.5                                                           

           7      238    3.32    1.22    3.00     1.0     6.5                                                           

           8      229    3.31    1.23    3.00     1.0     6.5                                                           

           9      172    3.29    1.22    3.00     1.0     6.5                                                           

          10      164    3.28    1.19    3.00     1.0     6.0                                                           

          11      149    3.26    1.16    3.00     1.0     6.0                                                           

          12      136    3.24    1.16    3.00     1.0     6.0                                                           

          13        6    4.25    1.51    4.50     1.5     6.0                                                           

          14        2    3.50    2.12    3.50     2.0     5.0                                                           

          15        1    5.00            5.00     5.0     5.0                                                           

          16        1    5.00            5.00     5.0     5.0                                                           
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                                                      Table 23.2 

                      Maintenance Therapy: Duration of Infusion by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                  ———————— Duration of Infusion (h) —————————                                                           

        Cycle      n    Mean      SD   Median    Min     Max                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

           1      172    3.66    1.21    3.75     1.0     8.0                                                           

           2      158    3.64    1.13    4.00     1.5     8.0                                                           

           3      146    3.60    1.16    4.00     0.5     7.0                                                           

           4      133    3.53    1.09    3.50     0.5     7.0                                                           

           5      128    3.55    1.10    3.50     1.5     7.0                                                           

           6      120    3.53    1.17    3.50     1.0     7.0                                                           

           7      107    3.43    1.11    3.50     1.0     7.0                                                           

           8       92    3.32    1.10    3.25     1.0     5.5                                                           

           9       32    3.45    1.17    3.50     1.5     5.5                                                           

          10       25    3.78    1.67    3.50     1.5    10.0                                                           

          11       20    3.53    1.13    3.50     1.5     5.5                                                           

          12       19    3.55    1.19    4.00     1.5     5.5                                                           

          13        4    3.63    1.60    3.75     2.0     5.0                                                           

          14        2    3.75    1.77    3.75     2.5     5.0                                                           

          15        2    3.75    1.77    3.75     2.5     5.0                                                           

          16        1    2.50            2.50     2.5     2.5                                                           
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                                                      Table 24.1 

                         Maintenance Therapy: Duration with MabThera – Descriptive Statistics 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                              Statistic        Duration (mo)                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                                n              309                                                      

                                                Mean            17.601                                                  

                                                SD               6.516                                                  

                                                Median          20.800                                                  

                                                Minimum          0.03                                                   

                                                Maximum         33.90                                                   
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Note: Duration: Months between first and last MabThera infusion per patient.                                            
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                                                      Table 24.2 

                         Maintenance Therapy: Duration with MabThera – Descriptive Statistics 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                              Statistic        Duration (mo)                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                                n              172                                                      

                                                Mean            15.534                                                  

                                                SD               8.087                                                  

                                                Median          19.467                                                  

                                                Minimum          0.03                                                   

                                                Maximum         30.43                                                   
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Note: Duration: Months between first and last MabThera infusion per patient.                                            
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                                                     Table 25.1.1 

                  Maintenance Therapy: Realized versus Planned Dose by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                — Difference between Realized and Planned MabThera Dose (mg/m²) —                       

                  Cycle           n      Mean        SD       Median      Min      Max                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Cycle 1        310        2.1       38.3        0.0     -285      360                                  

                 Cycle 2        305        6.0       50.8        0.0     -285      375                                  

                 Cycle 3        297        7.4       54.6        0.0     -285      375                                  

                 Cycle 4        287        6.8       50.5        0.0     -285      375                                  

                 Cycle 5        271       10.4       63.0        0.0     -285      435                                  

                 Cycle 6        255        7.4       54.0        0.0     -285      360                                  

                 Cycle 7        243        8.4       58.4        0.0     -285      375                                  

                 Cycle 8        234       10.5       64.8        0.0     -285      420                                  

                 Cycle 9        180        8.3       62.0        0.0     -285      420                                  

                 Cycle 10       172        3.7       45.2        0.0     -285      360                                  

                 Cycle 11       157        8.1       59.2        0.0     -285      375                                  

                 Cycle 12       145        5.0       46.5        0.0     -285      360                                  

                 Cycle 13         6        0.0        0.0        0.0        0        0                                  

                 Cycle 14         2        0.0        0.0        0.0        0        0                                  

                 Cycle 15         1        0.0                   0.0        0        0                                  

                 Cycle 16         1        0.0                   0.0        0        0                                  

                                                                                                                        

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: A negative value indicates a dose reduction when compared with the planned MabThera dose.                         
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                                                     Table 25.1.2 

                  Maintenance Therapy: Realized versus Planned Dose by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                — Difference between Realized and Planned MabThera Dose (mg/m²) —                       

                  Cycle           n      Mean        SD       Median      Min      Max                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Cycle 1        173        0.1       36.3        0.0     -188      395                                  

                 Cycle 2        160       11.2       70.0        0.0     -188      395                                  

                 Cycle 3        148        9.4       63.0        0.0     -125      395                                  

                 Cycle 4        134       12.9       71.4        0.0     -125      395                                  

                 Cycle 5        131       12.4       68.6        0.0     -125      395                                  

                 Cycle 6        124       13.8       73.3        0.0     -125      395                                  

                 Cycle 7        112       12.6       72.5        0.0     -125      395                                  

                 Cycle 8         96       14.9       78.8        0.0     -125      395                                  

                 Cycle 9         32        6.3       35.4        0.0        0      200                                  

                 Cycle 10        25        0.0        0.0        0.0        0        0                                  

                 Cycle 11        20        0.0        0.0        0.0        0        0                                  

                 Cycle 12        19        0.0        0.0        0.0        0        0                                  

                 Cycle 13         4        0.0        0.0        0.0        0        0                                  

                 Cycle 14         2        0.0        0.0        0.0        0        0                                  

                 Cycle 15         2        0.0        0.0        0.0        0        0                                  

                 Cycle 16         1        0.0                   0.0        0        0                                  

                                                                                                                        

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: A negative value indicates a dose reduction when compared with the planned MabThera dose.                         
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                                                     Table 25.2.1 

                             Maintenance Therapy: Number of Cycle Delays – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients in Analysis Population: N=310                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                Number of Cycle Delays        Statistic      n (%)                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                       No delay                 n  (%)     214 (69.0)                                   

                                                                                                                        

                                        1 delay                 n  (%)      61 (19.7)                                   

                                       2 delays                 n  (%)      23 (7.4)                                    

                                       3 delays                 n  (%)       3 (1.0)                                    

                                       5 delays                 n  (%)       3 (1.0)                                    

                                       6 delays                 n  (%)       2 (0.6)                                    

                                       9 delays                 n  (%)       1 (0.3)                                    

                                                                                                                        

                                     Not evaluable              n  (%)       3 (1.0)                                    

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: A delay is seen, when the time between two cycles deviates for >2 weeks from the planned cycle interval.          
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                                                     Table 25.2.2 

                             Maintenance Therapy: Number of Cycle Delays – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients in Analysis Population: N=173                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                Number of Cycle Delays        Statistic      n (%)                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                       No delay                 n  (%)      93 (53.8)                                   

                                                                                                                        

                                        1 delay                 n  (%)      39 (22.5)                                   

                                       2 delays                 n  (%)      16 (9.2)                                    

                                       3 delays                 n  (%)       5 (2.9)                                    

                                       4 delays                 n  (%)       1 (0.6)                                    

                                       5 delays                 n  (%)       3 (1.7)                                    

                                       6 delays                 n  (%)       2 (1.2)                                    

                                       7 delays                 n  (%)       3 (1.7)                                    

                                       8 delays                 n  (%)       1 (0.6)                                    

                                       9 delays                 n  (%)       1 (0.6)                                    

                                                                                                                        

                                     Not evaluable              n  (%)       9 (5.2)                                    

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: A delay is seen, when the time between two cycles deviates for >2 weeks from the planned cycle interval.          
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                                                      Table 26.1 

               Maintenance Therapy: Number of Cycles with MabThera Dose Interruptions – Frequency Table 

                                               Population: Safety Set I 

 

Total number of patients: N=310                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                             Number of                                                                                  

                           Interruptions         n  (%)                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                              0                305 (98.4)                                                               

                                                                                                                        

                              1                  4 (1.3)                                                                

                                                                                                                        

                                                                                                                        

                              No data            1 (0.3)                                                                

                                                                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MabThera dose interruption: Question regarding application of MabThera maintenance therapy in the current cycle         

answered with 'No' and interruption of maintenance therapy specified.                                                   
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                                                      Table 26.2 

               Maintenance Therapy: Number of Cycles with MabThera Dose Interruptions – Frequency Table 

                                               Population: Safety Set II 

 

Total number of patients: N=173                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                             Number of                                                                                  

                           Interruptions         n  (%)                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                              0                168 (97.1)                                                               

                                                                                                                        

                              1                  3 (1.7)                                                                

                                                                                                                        

                              2                  1 (0.6)                                                                

                                                                                                                        

                                                                                                                        

                              No data            1 (0.6)                                                                

                                                                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MabThera dose interruption: Question regarding application of MabThera maintenance therapy in the current cycle         

answered with 'No' and interruption of maintenance therapy specified.                                                   
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                                                     Table 27.1.1 

                                        Tumor Status by Cycle – Frequency Table 

                                          Population: Efficiency Population I 

 

Total no of patients (N=305)                                                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                ——————————————————————————————— Tumor Status ———————————————————————————————            

                                     CR              PR              SD              PD              NE                 

          Cycle         M          n  (%)          n  (%)          n  (%)          n  (%)          n  (%)               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

          1            304       68 (22.4)       68 (22.4)       10 (3.3)         0 (0.0)       158 (52.0)              

          2            300       68 (22.7)       37 (12.3)       20 (6.7)         1 (0.3)       174 (58.0)              

          3            291       73 (25.1)       39 (13.4)       27 (9.3)         2 (0.7)       150 (51.5)              

          4            283       76 (26.9)       43 (15.2)       15 (5.3)         1 (0.4)       148 (52.3)              

          5            267       77 (28.8)       34 (12.7)       20 (7.5)         1 (0.4)       135 (50.6)              

          6            255       75 (29.4)       37 (14.5)       20 (7.8)         0 (0.0)       123 (48.2)              

          7            242       80 (33.1)       32 (13.2)       20 (8.3)         2 (0.8)       108 (44.6)              

          8            234       66 (28.2)       28 (12.0)       22 (9.4)         0 (0.0)       118 (50.4)              

          9            180       49 (27.2)       24 (13.3)       14 (7.8)         0 (0.0)        93 (51.7)              

         10            171       54 (31.6)       23 (13.5)       11 (6.4)         0 (0.0)        83 (48.5)              

         11            157       38 (24.2)       18 (11.5)        8 (5.1)         0 (0.0)        93 (59.2)              

         12            144       58 (40.3)       23 (16.0)       10 (6.9)         0 (0.0)        53 (36.8)              

         13              6        0 (0.0)         3 (50.0)        1 (16.7)        0 (0.0)         2 (33.3)              

         14              2        0 (0.0)         0 (0.0)         0 (0.0)         0 (0.0)         2 (100)               

         15              1        0 (0.0)         0 (0.0)         0 (0.0)         0 (0.0)         1 (100)               

         16              1        0 (0.0)         1 (100)         0 (0.0)         0 (0.0)         0 (0.0)               

        Final exam     257      152 (59.1)       59 (23.0)       28 (10.9)       18 (7.0)         0 (0.0)               

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: M gives the number of patients during the cycle / final examination; % describes the percentage for n/M;          

Note: NE= Not evaluated                                                                                                 
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                                                     Table 27.1.2 

                                        Tumor Status by Cycle – Frequency Table 

                                         Population: Efficiency Population II 

 

Total no of patients (N=172)                                                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                ——————————————————————————————— Tumor Status ———————————————————————————————            

                                     CR              PR              SD              PD              NE                 

          Cycle         M          n  (%)          n  (%)          n  (%)          n  (%)          n  (%)               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

          1            171       35 (20.5)       34 (19.9)        9 (5.3)         1 (0.6)        92 (53.8)              

          2            161       33 (20.5)       23 (14.3)       20 (12.4)        1 (0.6)        84 (52.2)              

          3            148       37 (25.0)       22 (14.9)       13 (8.8)         5 (3.4)        71 (48.0)              

          4            136       34 (25.0)       23 (16.9)       16 (11.8)        2 (1.5)        61 (44.9)              

          5            132       33 (25.0)       22 (16.7)       14 (10.6)        0 (0.0)        63 (47.7)              

          6            124       31 (25.0)       13 (10.5)       12 (9.7)         4 (3.2)        64 (51.6)              

          7            111       30 (27.0)       14 (12.6)        8 (7.2)         2 (1.8)        57 (51.4)              

          8            100       30 (30.0)       14 (14.0)       12 (12.0)        2 (2.0)        42 (42.0)              

          9             32        6 (18.8)        6 (18.8)        4 (12.5)        2 (6.3)        14 (43.8)              

         10             25        6 (24.0)        3 (12.0)        3 (12.0)        0 (0.0)        13 (52.0)              

         11             20        5 (25.0)        2 (10.0)        2 (10.0)        0 (0.0)        11 (55.0)              

         12             19        3 (15.8)        4 (21.1)        2 (10.5)        0 (0.0)        10 (52.6)              

         13              4        1 (25.0)        1 (25.0)        0 (0.0)         0 (0.0)         2 (50.0)              

         14              2        0 (0.0)         1 (50.0)        0 (0.0)         0 (0.0)         1 (50.0)              

         15              2        1 (50.0)        0 (0.0)         0 (0.0)         0 (0.0)         1 (50.0)              

         16              1        0 (0.0)         0 (0.0)         0 (0.0)         0 (0.0)         1 (100)               

        Final exam     154       81 (52.6)       30 (19.5)       17 (11.0)       26 (16.9)        0 (0.0)               

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: M gives the number of patients during the cycle / final examination; % describes the percentage for n/M;          

Note: NE= Not evaluated                                                                                                 
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                                                     Table 27.2.1 

                       Tumor Status at the End of MabThera Maintenance Therapy – Frequency Table 

                                          Population: Efficiency Population I 

 

Tumor stage after finalisation of the MabThera maintenance therapy                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=305)          95% CI                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)     178 (58.4)           -                                                         

                                                                                                                        

             PR               n  (%)      64 (21.0)           -                                                         

                                                                                                                        

             SD               n  (%)      37 (12.1)           -                                                         

                                                                                                                        

             PD               n  (%)      26 (8.5)            -                                                         

                                                                                                                        

                                                                                                                        

         CR, PR, SD           n  (%)     279 (91.5)      (88.3, 94.6)                                                   

                                                                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last tumor assessment during maintenance therapy taken, when no value at final examination documented.            

95% CI = 95% confidence interval.                                                                                       
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                                                     Table 27.2.2 

                       Tumor Status at the End of MabThera Maintenance Therapy – Frequency Table 

                                         Population: Efficiency Population II 

 

Tumor stage after finalisation of the MabThera maintenance therapy                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=172)          95% CI                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)      88 (51.2)           -                                                         

                                                                                                                        

             PR               n  (%)      36 (20.9)           -                                                         

                                                                                                                        

             SD               n  (%)      16 (9.3)            -                                                         

                                                                                                                        

             PD               n  (%)      32 (18.6)           -                                                         

                                                                                                                        

                                                                                                                        

         CR, PR, SD           n  (%)     140 (81.4)      (75.6, 87.2)                                                   

                                                                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last tumor assessment during maintenance therapy taken, when no value at final examination documented.            

95% CI = 95% confidence interval.                                                                                       
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                                                     Table 27.3.1 

                                 Tumor Status: Best Overall Response – Frequency Table 

                                          Population: Efficiency Population I 

 

Tumor stage - best overall response                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=305)          95% CI                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)     215 (70.5)           -                                                         

                                                                                                                        

             PR               n  (%)      65 (21.3)           -                                                         

                                                                                                                        

             SD               n  (%)      20 (6.6)            -                                                         

                                                                                                                        

             PD               n  (%)       5 (1.6)            -                                                         

                                                                                                                        

                                                                                                                        

         CR, PR, SD           n  (%)     300 (98.4)      (96.9, 99.8)                                                   

                                                                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: PD reported as adverse event also taken into consideration.                                                       

95% CI = 95% confidence interval.                                                                                       
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                                                     Table 27.3.2 

                                 Tumor Status: Best Overall Response – Frequency Table 

                                         Population: Efficiency Population II 

 

Tumor stage - best overall response                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                            Total                                                                       

        Tumor Status        Statistic      (N=172)          95% CI                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

             CR               n  (%)     106 (61.6)           -                                                         

                                                                                                                        

             PR               n  (%)      40 (23.3)           -                                                         

                                                                                                                        

             SD               n  (%)      20 (11.6)           -                                                         

                                                                                                                        

             PD               n  (%)       6 (3.5)            -                                                         

                                                                                                                        

                                                                                                                        

         CR, PR, SD           n  (%)     166 (96.5)      (93.8, 99.3)                                                   

                                                                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: PD reported as adverse event also taken into consideration.                                                       

95% CI = 95% confidence interval.                                                                                       
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                                                      Table 28.1 

                            Progression Free Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                   —————— Survival Analysis ——————                                      

                          Total     Events         PFS Rate         PFS Rate                                            

                            N         (n)             (%)            95% CI                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                           305        29             88.28     ( 83.97% ,  92.59%)                                      

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the analysis population.                                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             

                                                                                                                        

Program: TABLE 28-01.sas, executed on 07JUL2015 at 13:25                                                    Page 1 of 1 



Page 93 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 28.2 

                            Progression Free Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                   —————— Survival Analysis ——————                                      

                          Total     Events         PFS Rate         PFS Rate                                            

                            N         (n)             (%)            95% CI                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                           172        34             76.03     ( 68.79% ,  83.28%)                                      

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the analysis population.                                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             
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                                                     Figure 1.1.1 

                        Progression Free Survival – Kaplan Meier Curve (with Display of Events) 

                                          Population: Efficiency Population I 
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                                                     Figure 1.1.2 

           Progression Free Survival – Kaplan Meier Curve (with Display of Events and Censored Observations) 

                                          Population: Efficiency Population I 
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                                                     Figure 1.2.1 

                        Progression Free Survival – Kaplan Meier Curve (with Display of Events) 

                                         Population: Efficiency Population II 
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                                                     Figure 1.2.2 

           Progression Free Survival – Kaplan Meier Curve (with Display of Events and Censored Observations) 

                                         Population: Efficiency Population II 
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                                                      Table 29.1 

                             Risk Factors regarding PFS: Log Rank Test – Analysis Results 

                                          Population: Efficiency Population I 

 

Total no of patients (N=305)                                                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                           Sub-     —— Number of Patients [n (%)] ——                    

      Factor                       Category                Total       With Event     Without Event       p-Value       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

      Sex                          male                     137         16 (11.7)        121 (88.3)                     

                                   female                   168         13 (7.7)         155 (92.3)                     

                                   Log-Rank Test (a)                                                       0.1629       

                                                                                                                        

      Age Category                 Age <75 years            257         22 (8.6)         235 (91.4)                     

                                   Age 75 years or more      48          7 (14.6)         41 (85.4)                     

                                   Log-Rank Test (a)                                                       0.1785       

                                                                                                                        

      Initial Ann Arbor Stage      I                         21          3 (14.3)         18 (85.7)                     

                                   II                        44          2 (4.5)          42 (95.5)                     

                                   III                      110         12 (10.9)         98 (89.1)                     

                                   IV                       130         12 (9.2)         118 (90.8)                     

                                   Log-Rank Test (a)                                                       0.5896       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Subtotal gives the total number of patients in the subgroup of the analysis population; Events: PD or death;      

(a) Log-Rank Test: comparison of progression-free survival time across categories of the factor considered.             
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                                                      Table 29.2 

                             Risk Factors regarding PFS: Log Rank Test – Analysis Results 

                                         Population: Efficiency Population II 

 

Total no of patients (N=172)                                                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                           Sub-     —— Number of Patients [n (%)] ——                    

      Factor                       Category                Total       With Event     Without Event       p-Value       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

      Sex                          male                      79         20 (25.3)         59 (74.7)                     

                                   female                    93         14 (15.1)         79 (84.9)                     

                                   Log-Rank Test (a)                                                       0.0851       

                                                                                                                        

      Age Category                 Age <75 years            147         29 (19.7)        118 (80.3)                     

                                   Age 75 years or more      25          5 (20.0)         20 (80.0)                     

                                   Log-Rank Test (a)                                                       0.9757       

                                                                                                                        

      Initial Ann Arbor Stage      I                         20          2 (10.0)         18 (90.0)                     

                                   II                        29          3 (10.3)         26 (89.7)                     

                                   III                       43          8 (18.6)         35 (81.4)                     

                                   IV                        80         21 (26.3)         59 (73.8)                     

                                   Log-Rank Test (a)                                                       0.1530       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Subtotal gives the total number of patients in the subgroup of the analysis population; Events: PD or death;      

(a) Log-Rank Test: comparison of progression-free survival time across categories of the factor considered.             

                                                                                                                        

Program: TABLE 29-02.sas, executed on 07JUL2015 at 13:25                                                    Page 1 of 1 



Page 100 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 30.1 

                             Risk Factors regarding PFS: Cox Regression – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Standard      p-Value      ———— Hazard Ratio —————  

     Factor/ Covariable                       Category     Estimate   Error  (Chi-Square Test) Estimate     95% CI      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Model: Prognostic factors sex, initial Ann Arbor stage; covariable age                                                  

                                                                                                                        

     Sex (Reference: Male)                    Female         -0.536    0.375      0.1525         0.585  (0.280, 1.219)  

     Initial Ann Arbor (Reference: Stage I)   Stage II       -1.143    0.914      0.2108         0.319  (0.053, 1.911)  

                                              Stage III      -0.223    0.648      0.7310         0.800  (0.225, 2.848)  

                                              Stage IV       -0.390    0.647      0.5467         0.677  (0.190, 2.408)  

     Age (years)                                              0.012    0.017      0.4845         1.012  (0.979, 1.045)  

                                                                                                                        

                                                                                                                        

Model: Prognostic factor sex; covariable age                                                                            

                                                                                                                        

     Sex (Reference: Male)                    Female         -0.522    0.374      0.1625         0.593  (0.285, 1.235)  

     Age (years)                                              0.012    0.017      0.4735         1.012  (0.980, 1.045)  

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: 95% CI = 95% confidence interval for the hazard ratio.                                                            
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                                                      Table 30.2 

                             Risk Factors regarding PFS: Cox Regression – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Standard      p-Value      ———— Hazard Ratio —————  

     Factor/ Covariable                       Category     Estimate   Error  (Chi-Square Test) Estimate     95% CI      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Model: Prognostic factors sex, initial Ann Arbor stage; covariable age                                                  

                                                                                                                        

     Sex (Reference: Male)                    Female         -0.632    0.351      0.0723         0.532  (0.267, 1.059)  

     Initial Ann Arbor (Reference: Stage I)   Stage II       -0.025    0.913      0.9779         0.975  (0.163, 5.839)  

                                              Stage III       0.817    0.793      0.3031         2.263  (0.478,10.707)  

                                              Stage IV        1.154    0.741      0.1193         3.170  (0.742,13.540)  

     Age (years)                                              0.027    0.016      0.0917         1.028  (0.996, 1.061)  

                                                                                                                        

                                                                                                                        

Model: Prognostic factor sex; covariable age                                                                            

                                                                                                                        

     Sex (Reference: Male)                    Female         -0.596    0.349      0.0877         0.551  (0.278, 1.092)  

     Age (years)                                              0.025    0.016      0.1374         1.025  (0.992, 1.058)  

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: 95% CI = 95% confidence interval for the hazard ratio.                                                            
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                                                      Table 31.1 

                                Overall Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                   —————— Survival Analysis ——————                                      

                          Total     Events         OS Rate           OS Rate                                            

                            N         (n)             (%)            95% CI                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                           305         8             96.89     ( 94.69% ,  99.09%)                                      

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the analysis population.                                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              

                                                                                                                        

Program: TABLE 31-01.sas, executed on 07JUL2015 at 13:25                                                    Page 1 of 1 



Page 103 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 31.2 

                                Overall Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                   —————— Survival Analysis ——————                                      

                          Total     Events         OS Rate           OS Rate                                            

                            N         (n)             (%)            95% CI                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                           172         6             95.44     ( 91.81% ,  99.07%)                                      

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the analysis population.                                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              
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                                                     Figure 2.1.1 

                            Overall Survival – Kaplan Meier Curve (with Display of Events) 

                                          Population: Efficiency Population I 
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                                                     Figure 2.1.2 

               Overall Survival – Kaplan Meier Curve (with Display of Events and Censored Observations) 

                                          Population: Efficiency Population I 

 

S
u

rv
iv

a
l 
D

is
tr

ib
u

ti
o
n

 F
u

n
c
ti
o
n

0.00

0.25

0.50

0.75

1.00

Survival Time (days)

0 100 200 300 400 500 600 700 800

 
 

                                                                                                                        

Program: FIGURE 02-01-02.sas, executed on 07JUL2015 at 13:22                                                Page 1 of 1 



Page 106 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Figure 2.2.1 

                            Overall Survival – Kaplan Meier Curve (with Display of Events) 

                                         Population: Efficiency Population II 

 

S
u

rv
iv

a
l 
D

is
tr

ib
u

ti
o
n

 F
u

n
c
ti
o
n

0.00

0.25

0.50

0.75

1.00

Survival Time (days)

0 100 200 300 400 500 600 700 800

 
 

                                                                                                                        

Program: FIGURE 02-02-01.sas, executed on 07JUL2015 at 13:22                                                Page 1 of 1 



Page 107 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Figure 2.2.2 

               Overall Survival – Kaplan Meier Curve (with Display of Events and Censored Observations) 

                                         Population: Efficiency Population II 
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                                                      Table 32.1 

                              Risk Factors regarding OS: Log Rank Test – Analysis Results 

                                          Population: Efficiency Population I 

 

Total no of patients (N=305)                                                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                           Sub-     —— Number of Patients [n (%)] ——                    

      Factor                       Category                Total       With Event     Without Event       p-Value       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

      Sex                          male                     137          3 (2.2)         134 (97.8)                     

                                   female                   168          5 (3.0)         163 (97.0)                     

                                   Log-Rank Test (a)                                                       0.7625       

                                                                                                                        

      Age Category                 Age <75 years            257          5 (1.9)         252 (98.1)                     

                                   Age 75 years or more      48          3 (6.3)          45 (93.8)                     

                                   Log-Rank Test (a)                                                       0.1002       

                                                                                                                        

      Initial Ann Arbor Stage      I                         21          1 (4.8)          20 (95.2)                     

                                   II                        44          0 (0.0)          44 (100)                      

                                   III                      110          3 (2.7)         107 (97.3)                     

                                   IV                       130          4 (3.1)         126 (96.9)                     

                                   Log-Rank Test (a)                                                       0.6313       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Subtotal gives the total number of patients in the subgroup of the analysis population; Events: death;            

(a) Log-Rank Test: comparison of overall survival time across categories of the factor considered.                      
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                                                      Table 32.2 

                              Risk Factors regarding OS: Log Rank Test – Analysis Results 

                                         Population: Efficiency Population II 

 

Total no of patients (N=172)                                                                                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                           Sub-     —— Number of Patients [n (%)] ——                    

      Factor                       Category                Total       With Event     Without Event       p-Value       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

      Sex                          male                      79          3 (3.8)          76 (96.2)                     

                                   female                    93          3 (3.2)          90 (96.8)                     

                                   Log-Rank Test (a)                                                       0.7659       

                                                                                                                        

      Age Category                 Age <75 years            147          4 (2.7)         143 (97.3)                     

                                   Age 75 years or more      25          2 (8.0)          23 (92.0)                     

                                   Log-Rank Test (a)                                                       0.1798       

                                                                                                                        

      Initial Ann Arbor Stage      I                         20          0 (0.0)          20 (100)                      

                                   II                        29          0 (0.0)          29 (100)                      

                                   III                       43          1 (2.3)          42 (97.7)                     

                                   IV                        80          5 (6.3)          75 (93.8)                     

                                   Log-Rank Test (a)                                                       0.2733       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Subtotal gives the total number of patients in the subgroup of the analysis population; Events: death;            

(a) Log-Rank Test: comparison of overall survival time across categories of the factor considered.                      
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                                                      Table 33.1 

                             Risk Factors regarding OS: Cox Regression – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                     Standard      p-Value      ———— Hazard Ratio ————— 

     Factor/ Covariable                            Category Estimate   Error  (Chi-Square Test) Estimate     95% CI     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Model: Prognostic factors sex, initial Ann Arbor stage; covariable age                                                  

                                                                                                                        

     Sex (Reference: Male)                         Female      0.204    0.733      0.7805         1.226  (0.292, 5.156) 

     Initial Ann Arbor (Reference: Stage I/II/III) Stage IV    0.434    0.710      0.5412         1.543  (0.384, 6.200) 

     Age (years)                                               0.087    0.040      0.0313         1.091  (1.008, 1.180) 

                                                                                                                        

                                                                                                                        

Model: Prognostic factor sex; covariable age                                                                            

                                                                                                                        

     Sex (Reference: Male)                         Female      0.201    0.733      0.7833         1.223  (0.291, 5.142) 

     Age (years)                                               0.085    0.040      0.0317         1.089  (1.007, 1.176) 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: 95% CI = 95% confidence interval for the hazard ratio.                                                            
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                                                      Table 33.2 

                             Risk Factors regarding OS: Cox Regression – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                     Standard      p-Value      ———— Hazard Ratio ————— 

     Factor/ Covariable                            Category Estimate   Error  (Chi-Square Test) Estimate     95% CI     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Model: Prognostic factors sex, initial Ann Arbor stage; covariable age                                                  

                                                                                                                        

     Sex (Reference: Male)                         Female     -0.158    0.823      0.8473         0.853  (0.170, 4.282) 

     Initial Ann Arbor (Reference: Stage I/II/III) Stage IV    1.880    1.097      0.0866         6.553  (0.763,56.266) 

     Age (years)                                               0.054    0.043      0.2082         1.056  (0.970, 1.148) 

                                                                                                                        

                                                                                                                        

Model: Prognostic factor sex; covariable age                                                                            

                                                                                                                        

     Sex (Reference: Male)                         Female     -0.225    0.818      0.7832         0.798  (0.161, 3.971) 

     Age (years)                                               0.050    0.044      0.2538         1.051  (0.965, 1.145) 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: 95% CI = 95% confidence interval for the hazard ratio.                                                            
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                                                      Table 34.1 

                                      General Condition (WHO/ECOG) – Shift Table 

                                          Population: Efficiency Population I 

 

Total Number of Patients: N = 305                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                   Baseline       ——————————— At the End of MabThera Maintenenace Therapy (n (%)) ————————————          

      WHO/ECOG      n (%)          Grade 0         Grade 1         Grade 2         Grade 3         No Data              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

      Grad 0      171 (56.1)      100 (32.8)       40 (13.1)        0 (0.0)         1 (0.3)        30 (9.8)             

                                                                                                                        

      Grad 1      125 (41.0)       30 (9.8)        67 (22.0)        5 (1.6)         0 (0.0)        23 (7.5)             

                                                                                                                        

      Grad 2        9 (3.0)         2 (0.7)         1 (0.3)         5 (1.6)         0 (0.0)         1 (0.3)             

                                                                                                                        

      Total       305 (100)       132 (43.3)      108 (35.4)       10 (3.3)         1 (0.3)        54 (17.7)            

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Percentages are based on the total number of patients (N) in the analysis population.                             
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                                                      Table 34.2 

                                      General Condition (WHO/ECOG) – Shift Table 

                                         Population: Efficiency Population II 

 

Total Number of Patients: N = 172                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

              Baseline      ————————————————— At the End of MabThera Maintenenace Therapy (n (%)) —————————————————     

  WHO/ECOG     n (%)         Grade 0        Grade 1        Grade 2        Grade 3        Grade 4        No Data         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  Grad 0      75 (43.6)      45 (26.2)      16 (9.3)        3 (1.7)        1 (0.6)        0 (0.0)       10 (5.8)        

                                                                                                                        

  Grad 1      90 (52.3)      29 (16.9)      43 (25.0)       7 (4.1)        0 (0.0)        1 (0.6)       10 (5.8)        

                                                                                                                        

  Grad 2       5 (2.9)        0 (0.0)        2 (1.2)        1 (0.6)        1 (0.6)        0 (0.0)        1 (0.6)        

                                                                                                                        

  No data      2 (1.2)        1 (0.6)        1 (0.6)        0 (0.0)        0 (0.0)        0 (0.0)        0 (0.0)        

                                                                                                                        

  Total      172 (100)       75 (43.6)      62 (36.0)      11 (6.4)        2 (1.2)        1 (0.6)       21 (12.2)       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Percentages are based on the total number of patients (N) in the analysis population.                             
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                                                      Table 35.1 

                                New Therapy at the End of MabThera Maintenance Therapy 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        — Termination of Maintenance Therapy —          

                                                        Total               Regular           Premature                 

                                      Statistic        (N=305)              (N=205)            (N= 52)                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

     New Therapy                                                                                                        

       No                               n  (%)        231 (75.7)           197 (96.1)          34 (65.4)                

       Yes                              n  (%)         23 (7.5)              6 (2.9)           17 (32.7)                

                                                                                                                        

       Specification                                                                                                    

          MabThera                      n  (%)         10 (3.3)              6 (2.9)            4 (7.7)                 

          Radiotherapy                  n  (%)          2 (0.7)              0 (0.0)            2 (3.8)                 

          Chemotherapy                  n  (%)         12 (3.9)              0 (0.0)           12 (23.1)                

          Other                         n  (%)          3 (1.0)              0 (0.0)            3 (5.8)                 

                                                                                                                        

                                                                                                                        

       No data                          n  (%)         51 (16.7)             2 (1.0)            1 (1.9)                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Final examination not documented for n= 48 patients.                                                              
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                                                      Table 35.2 

                                New Therapy at the End of MabThera Maintenance Therapy 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        — Termination of Maintenance Therapy —          

                                                        Total               Regular           Premature                 

                                      Statistic        (N=172)              (N= 97)            (N= 56)                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

     New Therapy                                                                                                        

       No                               n  (%)        119 (69.2)            84 (86.6)          35 (62.5)                

       Yes                              n  (%)         33 (19.2)            12 (12.4)          21 (37.5)                

                                                                                                                        

       Specification                                                                                                    

          MabThera                      n  (%)         13 (7.6)              7 (7.2)            6 (10.7)                

          Radiotherapy                  n  (%)          5 (2.9)              1 (1.0)            4 (7.1)                 

          Chemotherapy                  n  (%)         24 (14.0)             7 (7.2)           17 (30.4)                

          Other                         n  (%)          3 (1.7)              1 (1.0)            2 (3.6)                 

                                                                                                                        

                                                                                                                        

       No data                          n  (%)         20 (11.6)             1 (1.0)            0 (0.0)                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Final examination not documented for n= 18 patients.                                                              
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                                                     Table 36.1.1 

           Subgroup Analyses regarding Sex: Progression Free Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                   —————— Survival Analysis ——————                      

                           Subgroup       Total     Events         PFS Rate         PFS Rate                            

                             Sex            N         (n)             (%)            95% CI                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                             male          137        16             84.53     ( 76.46% ,  92.59%)                      

                                                                                                                        

                            female         168        13             90.90     ( 85.99% ,  95.80%)                      

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             
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                                                     Table 36.1.2 

           Subgroup Analyses regarding Sex: Progression Free Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                   —————— Survival Analysis ——————                      

                           Subgroup       Total     Events         PFS Rate         PFS Rate                            

                             Sex            N         (n)             (%)            95% CI                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                             male           79        20             68.59     ( 56.54% ,  80.64%)                      

                                                                                                                        

                            female          93        14             82.32     ( 73.83% ,  90.81%)                      

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             
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                                                     Figure 3.1.1 

                    Subgroup Analyses regarding Sex: Progression Free Survival – Kaplan Meier Curve 

                                          Population: Efficiency Population I 
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                                                     Figure 3.1.2 

                    Subgroup Analyses regarding Sex: Progression Free Survival – Kaplan Meier Curve 

                                         Population: Efficiency Population II 
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                                                     Table 36.2.1 

                Subgroup Analyses regarding Sex: Overall Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                   —————— Survival Analysis ——————                      

                           Subgroup       Total     Events         OS Rate           OS Rate                            

                             Sex            N         (n)             (%)            95% CI                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                             male          137         3             97.66     ( 95.03% , 100.00%)                      

                                                                                                                        

                            female         168         5             96.46     ( 93.34% ,  99.59%)                      

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              
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                                                     Table 36.2.2 

                Subgroup Analyses regarding Sex: Overall Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                   —————— Survival Analysis ——————                      

                           Subgroup       Total     Events         OS Rate           OS Rate                            

                             Sex            N         (n)             (%)            95% CI                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                             male           79         3             94.24     ( 87.72% , 100.00%)                      

                                                                                                                        

                            female          93         3             96.19     ( 91.96% , 100.00%)                      

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              
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                                                     Figure 3.2.1 

                        Subgroup Analyses regarding Sex: Overall Survival – Kaplan Meier Curve 

                                          Population: Efficiency Population I 
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                                                     Figure 3.2.2 

                        Subgroup Analyses regarding Sex: Overall Survival – Kaplan Meier Curve 

                                         Population: Efficiency Population II 
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                                                     Table 37.1.1 

      Subgroup Analyses regarding Age Categories: Progression Free Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                      —————— Survival Analysis ——————                   

                           Subgroup          Total     Events         PFS Rate         PFS Rate                         

                           Age Class           N         (n)             (%)            95% CI                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                         Age <75 years        257        22             89.51     ( 85.01% ,  94.01%)                   

                                                                                                                        

                     Age 75 years or more      48         7             81.55     ( 68.82% ,  94.27%)                   

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             
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                                                     Table 37.1.2 

      Subgroup Analyses regarding Age Categories: Progression Free Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                      —————— Survival Analysis ——————                   

                           Subgroup          Total     Events         PFS Rate         PFS Rate                         

                           Age Class           N         (n)             (%)            95% CI                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                         Age <75 years        147        29             76.60     ( 68.98% ,  84.21%)                   

                                                                                                                        

                     Age 75 years or more      25         5             72.15     ( 49.74% ,  94.55%)                   

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             
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                                                     Figure 4.1.1 

              Subgroup Analyses regarding Age Categories: Progression Free Survival – Kaplan Meier Curve 

                                          Population: Efficiency Population I 
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                                                     Figure 4.1.2 

              Subgroup Analyses regarding Age Categories: Progression Free Survival – Kaplan Meier Curve 

                                         Population: Efficiency Population II 
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                                                     Table 37.2.1 

          Subgroup Analyses regarding Age Categories: Overall Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                      —————— Survival Analysis ——————                   

                           Subgroup          Total     Events         OS Rate           OS Rate                         

                           Age Class           N         (n)             (%)            95% CI                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                         Age <75 years        257         5             97.97     ( 96.21% ,  99.73%)                   

                                                                                                                        

                     Age 75 years or more      48         3             91.17     ( 81.27% , 100.00%)                   

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              
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                                                     Table 37.2.2 

          Subgroup Analyses regarding Age Categories: Overall Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                      —————— Survival Analysis ——————                   

                           Subgroup          Total     Events         OS Rate           OS Rate                         

                           Age Class           N         (n)             (%)            95% CI                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                         Age <75 years        147         4             96.48     ( 93.03% ,  99.93%)                   

                                                                                                                        

                     Age 75 years or more      25         2             89.84     ( 76.23% , 100.00%)                   

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              
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                                                     Figure 4.2.1 

                   Subgroup Analyses regarding Age Categories: Overall Survival – Kaplan Meier Curve 

                                          Population: Efficiency Population I 
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                                                     Figure 4.2.2 

                   Subgroup Analyses regarding Age Categories: Overall Survival – Kaplan Meier Curve 

                                         Population: Efficiency Population II 
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                                                     Table 38.1.1 

 Subgroup Analyses regarding Initial Ann Arbor Stage: Progression Free Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        —————— Survival Analysis ——————                 

                           Subgroup            Total     Events         PFS Rate         PFS Rate                       

                       Ann Arbor Stage           N         (n)             (%)            95% CI                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Initial Ann Arbor Stage I/II    65         5             91.56     ( 84.47% ,  98.66%)                 

                                                                                                                        

                Initial Ann Arbor Stage III/IV  240        24             87.40     ( 82.29% ,  92.51%)                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             
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                                                     Table 38.1.2 

 Subgroup Analyses regarding Initial Ann Arbor Stage: Progression Free Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        —————— Survival Analysis ——————                 

                           Subgroup            Total     Events         PFS Rate         PFS Rate                       

                       Ann Arbor Stage           N         (n)             (%)            95% CI                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Initial Ann Arbor Stage I/II    49         5             88.14     ( 78.32% ,  97.96%)                 

                                                                                                                        

                Initial Ann Arbor Stage III/IV  123        29             71.01     ( 61.77% ,  80.25%)                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: PD or death; PFS= Progression free survival; 95% CI: 95% confidence interval.                             
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                                                     Figure 5.1.1 

          Subgroup Analyses regarding Initial Ann Arbor Stage: Progression Free Survival – Kaplan Meier Curve 

                                          Population: Efficiency Population I 
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                                                     Figure 5.1.2 

          Subgroup Analyses regarding Initial Ann Arbor Stage: Progression Free Survival – Kaplan Meier Curve 

                                         Population: Efficiency Population II 
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                                                     Table 38.2.1 

      Subgroup Analyses regarding Initial Ann Arbor Stage: Overall Survival Rate after 2 Years – Analysis Results 

                                          Population: Efficiency Population I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        —————— Survival Analysis ——————                 

                           Subgroup            Total     Events         OS Rate           OS Rate                       

                       Ann Arbor Stage           N         (n)             (%)            95% CI                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Initial Ann Arbor Stage I/II    65         1             98.15     ( 94.55% , 100.00%)                 

                                                                                                                        

                Initial Ann Arbor Stage III/IV  240         7             96.55     ( 93.93% ,  99.16%)                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              
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                                                     Table 38.2.2 

      Subgroup Analyses regarding Initial Ann Arbor Stage: Overall Survival Rate after 2 Years – Analysis Results 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                        —————— Survival Analysis ——————                 

                           Subgroup            Total     Events         OS Rate           OS Rate                       

                       Ann Arbor Stage           N         (n)             (%)            95% CI                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                 Initial Ann Arbor Stage I/II    49         0            100.00                                         

                                                                                                                        

                Initial Ann Arbor Stage III/IV  123         6             93.44     ( 88.25% ,  98.62%)                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: N gives the total number of patients in the subgroup of the analysis population.                                  

Note: Events: Death within 2 years; OS= Overall survival; 95% CI: 95% confidence interval.                              
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                                                     Figure 5.2.1 

              Subgroup Analyses regarding Initial Ann Arbor Stage: Overall Survival – Kaplan Meier Curve 

                                          Population: Efficiency Population I 
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                                                     Figure 5.2.2 

              Subgroup Analyses regarding Initial Ann Arbor Stage: Overall Survival – Kaplan Meier Curve 

                                         Population: Efficiency Population II 
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                                                      Table 39.1 

                                    Overview about Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                              Total (N=312)                             

                                                                            ————————————————                            

                   Patients with                                              n  (%)    [AE]                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                     Adverse Events                                          84 (26.9) [269]                            

                                                                                                                        

                     Adverse Events causally related to MabThera             33 (10.6) [ 76]                            

                                                                                                                        

                     Serious Adverse Events                                  35 (11.2) [ 76]                            

                                                                                                                        

                     Serious Adverse Events causally related to MabTh        10 (3.2)  [ 15]                            

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     
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                                                      Table 39.2 

                                    Overview about Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                              Total (N=177)                             

                                                                            ————————————————                            

                   Patients with                                              n  (%)    [AE]                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                     Adverse Events                                          69 (39.0) [290]                            

                                                                                                                        

                     Adverse Events causally related to MabThera             33 (18.6) [125]                            

                                                                                                                        

                     Serious Adverse Events                                  39 (22.0) [102]                            

                                                                                                                        

                     Serious Adverse Events causally related to MabTh        16 (9.0)  [ 48]                            

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     
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                                                      Table 39.3 

                                    Overview about Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                              Total (N=490)                             

                                                                            ————————————————                            

                   Patients with                                              n  (%)    [AE]                            

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                     Adverse Events                                         154 (31.4) [560]                            

                                                                                                                        

                     Adverse Events causally related to MabThera             66 (13.5) [201]                            

                                                                                                                        

                     Serious Adverse Events                                  75 (15.3) [179]                            

                                                                                                                        

                     Serious Adverse Events causally related to MabTh        26 (5.3)  [ 63]                            

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     
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                                                      Table 40.1 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  84 (26.9) [269]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    19 (6.1)  [ 40]                 

   AGRANULOCYTOSIS                                                                       1 (0.3)  [  1]                 

   ANAEMIA                                                                               2 (0.6)  [  2]                 

   LEUKOPENIA                                                                           17 (5.4)  [ 28]                 

   NEUTROPENIA                                                                           6 (1.9)  [  8]                 

   THROMBOCYTOPENIA                                                                      1 (0.3)  [  1]                 

                                                                                                                        

CARDIAC DISORDERS                                                                        3 (1.0)  [  5]                 

   ARRHYTHMIA                                                                            1 (0.3)  [  1]                 

   ATRIOVENTRICULAR BLOCK                                                                1 (0.3)  [  1]                 

   CARDIAC FAILURE                                                                       1 (0.3)  [  1]                 

   CARDIOVASCULAR DISORDER                                                               1 (0.3)  [  1]                 

   CORONARY ARTERY DISEASE                                                               1 (0.3)  [  1]                 

                                                                                                                        

EAR AND LABYRINTH DISORDERS                                                              1 (0.3)  [  1]                 

   VERTIGO                                                                               1 (0.3)  [  1]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                              18 (5.8)  [ 31]                 

   ABDOMINAL DISCOMFORT                                                                  1 (0.3)  [  1]                 

   ABDOMINAL PAIN LOWER                                                                  1 (0.3)  [  1]                 

   ABDOMINAL PAIN UPPER                                                                  2 (0.6)  [  2]                 

   COLITIS MICROSCOPIC                                                                   1 (0.3)  [  1]                 

   COLITIS ULCERATIVE                                                                    1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.1 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CONSTIPATION                                                                          2 (0.6)  [  3]                 

   DIARRHOEA                                                                             8 (2.6)  [  8]                 

   DYSPEPSIA                                                                             1 (0.3)  [  1]                 

   GASTROINTESTINAL HAEMORRHAGE                                                          1 (0.3)  [  1]                 

   GINGIVAL SWELLING                                                                     1 (0.3)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.3)  [  1]                 

   HAEMORRHOIDS                                                                          1 (0.3)  [  1]                 

   NAUSEA                                                                                4 (1.3)  [  4]                 

   ORAL DISCOMFORT                                                                       1 (0.3)  [  1]                 

   ORAL MUCOSAL ERYTHEMA                                                                 1 (0.3)  [  1]                 

   TONGUE COATED                                                                         1 (0.3)  [  1]                 

   VOMITING                                                                              1 (0.3)  [  2]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                    25 (8.0)  [ 36]                 

   ASTHENIA                                                                              2 (0.6)  [  2]                 

   CHEST DISCOMFORT                                                                      1 (0.3)  [  1]                 

   CHILLS                                                                                1 (0.3)  [  1]                 

   DEATH                                                                                 3 (1.0)  [  3]                 

   FATIGUE                                                                               8 (2.6)  [  8]                 

   GENERAL PHYSICAL HEALTH DETERIORATION                                                 1 (0.3)  [  1]                 

   INFLUENZA LIKE ILLNESS                                                                1 (0.3)  [  1]                 

   MUCOSAL INFLAMMATION                                                                  1 (0.3)  [  1]                 

   PAIN                                                                                  6 (1.9)  [  7]                 

   PYREXIA                                                                               8 (2.6)  [ 11]                 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.1 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

HEPATOBILIARY DISORDERS                                                                  3 (1.0)  [  4]                 

   BILE DUCT STENOSIS                                                                    1 (0.3)  [  1]                 

   CHOLELITHIASIS                                                                        1 (0.3)  [  1]                 

   HEPATIC STEATOSIS                                                                     1 (0.3)  [  1]                 

   LIVER INJURY                                                                          1 (0.3)  [  1]                 

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                                  1 (0.3)  [  1]                 

   HYPERSENSITIVITY                                                                      1 (0.3)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             27 (8.7)  [ 47]                 

   BACTERIAL INFECTION                                                                   9 (2.9)  [ 17]                 

   BRONCHIOLITIS                                                                         1 (0.3)  [  1]                 

   BRONCHITIS                                                                            1 (0.3)  [  1]                 

   CHRONIC SINUSITIS                                                                     1 (0.3)  [  1]                 

   FOLLICULITIS                                                                          1 (0.3)  [  2]                 

   FUNGAL INFECTION                                                                      2 (0.6)  [  2]                 

   GASTROINTESTINAL INFECTION                                                            1 (0.3)  [  1]                 

   HAEMOPHILUS SEPSIS                                                                    1 (0.3)  [  1]                 

   HERPES ZOSTER                                                                         4 (1.3)  [  4]                 

   INFECTION                                                                             4 (1.3)  [  4]                 

   LUNG INFECTION                                                                        2 (0.6)  [  2]                 

   NASOPHARYNGITIS                                                                       1 (0.3)  [  1]                 

   PNEUMONIA                                                                             3 (1.0)  [  3]                 

   STAPHYLOCOCCAL INFECTION                                                              1 (0.3)  [  1]                 

   UPPER RESPIRATORY TRACT INFECTION                                                     2 (0.6)  [  2]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.1 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   VIRAL INFECTION                                                                       4 (1.3)  [  4]                 

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                           4 (1.3)  [  5]                 

   CONCUSSION                                                                            1 (0.3)  [  1]                 

   EXPOSURE DURING PREGNANCY                                                             1 (0.3)  [  1]                 

   FALL                                                                                  1 (0.3)  [  1]                 

   INCISIONAL HERNIA                                                                     1 (0.3)  [  1]                 

   WOUND SECRETION                                                                       1 (0.3)  [  1]                 

                                                                                                                        

INVESTIGATIONS                                                                          21 (6.7)  [ 31]                 

   ALANINE AMINOTRANSFERASE INCREASED                                                    3 (1.0)  [  3]                 

   ASPARTATE AMINOTRANSFERASE INCREASED                                                  3 (1.0)  [  3]                 

   B-LYMPHOCYTE COUNT DECREASED                                                          2 (0.6)  [  2]                 

   BETA 2 MICROGLOBULIN INCREASED                                                        1 (0.3)  [  1]                 

   BLOOD ALKALINE PHOSPHATASE INCREASED                                                  2 (0.6)  [  3]                 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                                 8 (2.6)  [ 10]                 

   BREATH SOUNDS ABNORMAL                                                                1 (0.3)  [  1]                 

   C-REACTIVE PROTEIN INCREASED                                                          1 (0.3)  [  1]                 

   GAMMA-GLUTAMYLTRANSFERASE INCREASED                                                   1 (0.3)  [  1]                 

   HAEMOGLOBIN DECREASED                                                                 1 (0.3)  [  1]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.3)  [  1]                 

   TRANSAMINASES INCREASED                                                               2 (0.6)  [  2]                 

   WEIGHT DECREASED                                                                      2 (0.6)  [  2]                 

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                                          3 (1.0)  [  3]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.1 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BONE PAIN                                                                             1 (0.3)  [  1]                 

   MUSCULOSKELETAL PAIN                                                                  1 (0.3)  [  1]                 

   SPINAL PAIN                                                                           1 (0.3)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                     12 (3.8)  [ 15]                 

   B-CELL LYMPHOMA RECURRENT                                                             1 (0.3)  [  1]                 

   BRONCHIAL CARCINOMA                                                                   1 (0.3)  [  1]                 

   HODGKIN'S DISEASE                                                                     1 (0.3)  [  1]                 

   LYMPHOMA                                                                              1 (0.3)  [  2]                 

   MALIGNANT NEOPLASM PROGRESSION                                                        4 (1.3)  [  4]                 

   METASTASES TO LUNG                                                                    1 (0.3)  [  1]                 

   NEOPLASM MALIGNANT                                                                    1 (0.3)  [  1]                 

   NON-HODGKIN'S LYMPHOMA                                                                1 (0.3)  [  1]                 

   PROSTATE CANCER                                                                       2 (0.6)  [  2]                 

   RENAL CANCER                                                                          1 (0.3)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                 6 (1.9)  [  8]                 

   DIZZINESS                                                                             3 (1.0)  [  4]                 

   HEADACHE                                                                              1 (0.3)  [  1]                 

   POLYNEUROPATHY                                                                        1 (0.3)  [  1]                 

   SENSORY DISTURBANCE                                                                   1 (0.3)  [  1]                 

   TREMOR                                                                                1 (0.3)  [  1]                 

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                           1 (0.3)  [  1]                 

   ABORTION SPONTANEOUS                                                                  1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.1 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

PSYCHIATRIC DISORDERS                                                                    2 (0.6)  [  2]                 

   DEPRESSION                                                                            1 (0.3)  [  1]                 

   SLEEP DISORDER                                                                        1 (0.3)  [  1]                 

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                                 1 (0.3)  [  1]                 

   PREMATURE MENOPAUSE                                                                   1 (0.3)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                         12 (3.8)  [ 18]                 

   ALVEOLITIS                                                                            1 (0.3)  [  1]                 

   COUGH                                                                                 4 (1.3)  [  4]                 

   DYSPNOEA                                                                              7 (2.2)  [  7]                 

   EPISTAXIS                                                                             1 (0.3)  [  1]                 

   LUNG DISORDER                                                                         1 (0.3)  [  1]                 

   LUNG INFILTRATION                                                                     3 (1.0)  [  3]                 

   PLEURAL FIBROSIS                                                                      1 (0.3)  [  1]                 

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                  14 (4.5)  [ 15]                 

   ALOPECIA                                                                              1 (0.3)  [  1]                 

   ERYTHEMA                                                                              1 (0.3)  [  1]                 

   EXFOLIATIVE RASH                                                                      1 (0.3)  [  1]                 

   HYPERHIDROSIS                                                                         1 (0.3)  [  1]                 

   NAIL DISORDER                                                                         1 (0.3)  [  1]                 

   NIGHT SWEATS                                                                          6 (1.9)  [  6]                 

   PSORIASIS                                                                             1 (0.3)  [  1]                 

   RASH                                                                                  1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 40-01.sas, executed on 07JUL2015 at 13:26                                                    Page 6 of 7



Page 149 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 40.1 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SKIN DISORDER                                                                         1 (0.3)  [  1]                 

   SKIN LESION                                                                           1 (0.3)  [  1]                 

                                                                                                                        

VASCULAR DISORDERS                                                                       4 (1.3)  [  5]                 

   HAEMATOMA                                                                             1 (0.3)  [  1]                 

   SHOCK HAEMORRHAGIC                                                                    1 (0.3)  [  1]                 

   SUBCLAVIAN VEIN THROMBOSIS                                                            1 (0.3)  [  1]                 

   VENOUS THROMBOSIS                                                                     1 (0.3)  [  1]                 

   VENOUS THROMBOSIS LIMB                                                                1 (0.3)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.2 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  69 (39.0) [290]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    31 (17.5) [ 90]                 

   ANAEMIA                                                                               3 (1.7)  [  3]                 

   BONE MARROW FAILURE                                                                   1 (0.6)  [  1]                 

   FEBRILE NEUTROPENIA                                                                   1 (0.6)  [  1]                 

   LEUKOPENIA                                                                           25 (14.1) [ 56]                 

   LYMPHADENOPATHY                                                                       2 (1.1)  [  2]                 

   NEUTROPENIA                                                                           8 (4.5)  [ 17]                 

   PANCYTOPENIA                                                                          1 (0.6)  [  1]                 

   THROMBOCYTOPENIA                                                                      7 (4.0)  [  9]                 

                                                                                                                        

ENDOCRINE DISORDERS                                                                      1 (0.6)  [  1]                 

   HYPERTHYROIDISM                                                                       1 (0.6)  [  1]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                              14 (7.9)  [ 20]                 

   ABDOMINAL DISTENSION                                                                  1 (0.6)  [  1]                 

   ABDOMINAL PAIN                                                                        1 (0.6)  [  1]                 

   ABDOMINAL PAIN UPPER                                                                  1 (0.6)  [  1]                 

   CONSTIPATION                                                                          1 (0.6)  [  1]                 

   DIARRHOEA                                                                             6 (3.4)  [  6]                 

   DYSPEPSIA                                                                             1 (0.6)  [  1]                 

   GASTRITIS                                                                             1 (0.6)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.6)  [  1]                 

   MELAENA                                                                               1 (0.6)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.2 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NAUSEA                                                                                2 (1.1)  [  2]                 

   VOMITING                                                                              2 (1.1)  [  4]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                    22 (12.4) [ 41]                 

   ASTHENIA                                                                              1 (0.6)  [  1]                 

   CHILLS                                                                                4 (2.3)  [  4]                 

   DEATH                                                                                 1 (0.6)  [  1]                 

   DISEASE PROGRESSION                                                                   1 (0.6)  [  1]                 

   EXERCISE TOLERANCE DECREASED                                                          1 (0.6)  [  2]                 

   FATIGUE                                                                               6 (3.4)  [  9]                 

   ILL-DEFINED DISORDER                                                                  1 (0.6)  [  1]                 

   PAIN                                                                                 12 (6.8)  [ 14]                 

   PERFORMANCE STATUS DECREASED                                                          1 (0.6)  [  1]                 

   PYREXIA                                                                               6 (3.4)  [  7]                 

                                                                                                                        

HEPATOBILIARY DISORDERS                                                                  2 (1.1)  [  3]                 

   DRUG-INDUCED LIVER INJURY                                                             1 (0.6)  [  1]                 

   HEPATITIS                                                                             1 (0.6)  [  1]                 

   LIVER DISORDER                                                                        1 (0.6)  [  1]                 

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                                  1 (0.6)  [  1]                 

   IMMUNODEFICIENCY                                                                      1 (0.6)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             33 (18.6) [ 63]                 

   ANAL ABSCESS                                                                          1 (0.6)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.2 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ATYPICAL PNEUMONIA                                                                    1 (0.6)  [  1]                 

   BACTERIAL INFECTION                                                                  18 (10.2) [ 25]                 

   BRONCHITIS                                                                            1 (0.6)  [  2]                 

   BRONCHITIS BACTERIAL                                                                  1 (0.6)  [  1]                 

   BRONCHOPNEUMONIA                                                                      1 (0.6)  [  1]                 

   CONJUNCTIVITIS                                                                        1 (0.6)  [  1]                 

   CYSTITIS                                                                              1 (0.6)  [  1]                 

   CYTOMEGALOVIRUS INFECTION                                                             1 (0.6)  [  1]                 

   DIVERTICULITIS                                                                        1 (0.6)  [  1]                 

   ERYSIPELAS                                                                            1 (0.6)  [  1]                 

   FUNGAL INFECTION                                                                      1 (0.6)  [  1]                 

   GASTROENTERITIS                                                                       1 (0.6)  [  1]                 

   HERPES ZOSTER                                                                         2 (1.1)  [  2]                 

   INFECTION                                                                             3 (1.7)  [  3]                 

   INFECTIOUS COLITIS                                                                    1 (0.6)  [  1]                 

   NASOPHARYNGITIS                                                                       1 (0.6)  [  1]                 

   PNEUMONIA                                                                             7 (4.0)  [  7]                 

   ROTAVIRUS INFECTION                                                                   1 (0.6)  [  1]                 

   SEPSIS                                                                                4 (2.3)  [  4]                 

   SPUTUM PURULENT                                                                       1 (0.6)  [  1]                 

   UPPER RESPIRATORY TRACT INFECTION                                                     1 (0.6)  [  1]                 

   URINARY TRACT INFECTION                                                               2 (1.1)  [  2]                 

   VIRAL INFECTION                                                                       2 (1.1)  [  2]                 

                                                                                                                        

INVESTIGATIONS                                                                          11 (6.2)  [ 11]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.2 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ALANINE AMINOTRANSFERASE INCREASED                                                    2 (1.1)  [  2]                 

   ASPARTATE AMINOTRANSFERASE INCREASED                                                  1 (0.6)  [  1]                 

   B-LYMPHOCYTE COUNT DECREASED                                                          1 (0.6)  [  1]                 

   BLAST CELLS PRESENT                                                                   1 (0.6)  [  1]                 

   BLOOD CREATININE INCREASED                                                            1 (0.6)  [  1]                 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                                 1 (0.6)  [  1]                 

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                                   1 (0.6)  [  1]                 

   HAEMOGLOBIN DECREASED                                                                 1 (0.6)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.6)  [  1]                 

   WEIGHT DECREASED                                                                      1 (0.6)  [  1]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       2 (1.1)  [  2]                 

   DECREASED APPETITE                                                                    1 (0.6)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.6)  [  1]                 

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                                          2 (1.1)  [  3]                 

   ARTHRALGIA                                                                            1 (0.6)  [  1]                 

   MUSCLE SPASMS                                                                         1 (0.6)  [  2]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                      8 (4.5)  [ 10]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.6)  [  1]                 

   B-CELL LYMPHOMA                                                                       2 (1.1)  [  2]                 

   BREAST CANCER METASTATIC                                                              1 (0.6)  [  1]                 

   MALIGNANT NEOPLASM PROGRESSION                                                        4 (2.3)  [  4]                 

   METASTASIS                                                                            1 (0.6)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.2 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   MYELODYSPLASTIC SYNDROME                                                              1 (0.6)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                10 (5.6)  [ 12]                 

   APHASIA                                                                               1 (0.6)  [  1]                 

   BALANCE DISORDER                                                                      1 (0.6)  [  1]                 

   CEREBROVASCULAR ACCIDENT                                                              1 (0.6)  [  1]                 

   COGNITIVE DISORDER                                                                    1 (0.6)  [  1]                 

   DIZZINESS                                                                             3 (1.7)  [  3]                 

   PARAESTHESIA                                                                          1 (0.6)  [  1]                 

   PERIPHERAL SENSORY NEUROPATHY                                                         1 (0.6)  [  1]                 

   POLYNEUROPATHY                                                                        1 (0.6)  [  1]                 

   SOMNOLENCE                                                                            2 (1.1)  [  2]                 

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                           1 (0.6)  [  1]                 

   PREGNANCY                                                                             1 (0.6)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    1 (0.6)  [  1]                 

   DEPRESSION                                                                            1 (0.6)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                         13 (7.3)  [ 22]                 

   ACUTE RESPIRATORY FAILURE                                                             1 (0.6)  [  1]                 

   COUGH                                                                                 3 (1.7)  [  4]                 

   DYSPNOEA                                                                              7 (4.0)  [ 10]                 

   PLEURAL EFFUSION                                                                      1 (0.6)  [  2]                 

   PRODUCTIVE COUGH                                                                      2 (1.1)  [  3]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.2 

                                           Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PULMONARY FIBROSIS                                                                    1 (0.6)  [  1]                 

   PULMONARY HAEMORRHAGE                                                                 1 (0.6)  [  1]                 

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                   5 (2.8)  [  5]                 

   PRURITUS                                                                              1 (0.6)  [  1]                 

   PRURITUS GENERALISED                                                                  1 (0.6)  [  1]                 

   PSORIASIS                                                                             1 (0.6)  [  1]                 

   RASH MACULO-PAPULAR                                                                   1 (0.6)  [  1]                 

   SKIN DISORDER                                                                         1 (0.6)  [  1]                 

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                                          1 (0.6)  [  1]                 

   HOSPITALISATION                                                                       1 (0.6)  [  1]                 

                                                                                                                        

VASCULAR DISORDERS                                                                       2 (1.1)  [  3]                 

   AORTIC ANEURYSM                                                                       1 (0.6)  [  1]                 

   HYPOTENSION                                                                           1 (0.6)  [  1]                 

   SHOCK                                                                                 1 (0.6)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                 154 (31.4) [560]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    50 (10.2) [130]                 

   AGRANULOCYTOSIS                                                                       1 (0.2)  [  1]                 

   ANAEMIA                                                                               5 (1.0)  [  5]                 

   BONE MARROW FAILURE                                                                   1 (0.2)  [  1]                 

   FEBRILE NEUTROPENIA                                                                   1 (0.2)  [  1]                 

   LEUKOPENIA                                                                           42 (8.6)  [ 84]                 

   LYMPHADENOPATHY                                                                       2 (0.4)  [  2]                 

   NEUTROPENIA                                                                          14 (2.9)  [ 25]                 

   PANCYTOPENIA                                                                          1 (0.2)  [  1]                 

   THROMBOCYTOPENIA                                                                      8 (1.6)  [ 10]                 

                                                                                                                        

CARDIAC DISORDERS                                                                        3 (0.6)  [  5]                 

   ARRHYTHMIA                                                                            1 (0.2)  [  1]                 

   ATRIOVENTRICULAR BLOCK                                                                1 (0.2)  [  1]                 

   CARDIAC FAILURE                                                                       1 (0.2)  [  1]                 

   CARDIOVASCULAR DISORDER                                                               1 (0.2)  [  1]                 

   CORONARY ARTERY DISEASE                                                               1 (0.2)  [  1]                 

                                                                                                                        

EAR AND LABYRINTH DISORDERS                                                              1 (0.2)  [  1]                 

   VERTIGO                                                                               1 (0.2)  [  1]                 

                                                                                                                        

ENDOCRINE DISORDERS                                                                      1 (0.2)  [  1]                 

   HYPERTHYROIDISM                                                                       1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

GASTROINTESTINAL DISORDERS                                                              32 (6.5)  [ 51]                 

   ABDOMINAL DISCOMFORT                                                                  1 (0.2)  [  1]                 

   ABDOMINAL DISTENSION                                                                  1 (0.2)  [  1]                 

   ABDOMINAL PAIN                                                                        1 (0.2)  [  1]                 

   ABDOMINAL PAIN LOWER                                                                  1 (0.2)  [  1]                 

   ABDOMINAL PAIN UPPER                                                                  3 (0.6)  [  3]                 

   COLITIS MICROSCOPIC                                                                   1 (0.2)  [  1]                 

   COLITIS ULCERATIVE                                                                    1 (0.2)  [  1]                 

   CONSTIPATION                                                                          3 (0.6)  [  4]                 

   DIARRHOEA                                                                            14 (2.9)  [ 14]                 

   DYSPEPSIA                                                                             2 (0.4)  [  2]                 

   GASTRITIS                                                                             1 (0.2)  [  1]                 

   GASTROINTESTINAL HAEMORRHAGE                                                          1 (0.2)  [  1]                 

   GINGIVAL SWELLING                                                                     1 (0.2)  [  1]                 

   HAEMATOCHEZIA                                                                         2 (0.4)  [  2]                 

   HAEMORRHOIDS                                                                          1 (0.2)  [  1]                 

   MELAENA                                                                               1 (0.2)  [  1]                 

   NAUSEA                                                                                6 (1.2)  [  6]                 

   ORAL DISCOMFORT                                                                       1 (0.2)  [  1]                 

   ORAL MUCOSAL ERYTHEMA                                                                 1 (0.2)  [  1]                 

   TONGUE COATED                                                                         1 (0.2)  [  1]                 

   VOMITING                                                                              3 (0.6)  [  6]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                    48 (9.8)  [ 78]                 

   ASTHENIA                                                                              3 (0.6)  [  3]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CHEST DISCOMFORT                                                                      1 (0.2)  [  1]                 

   CHILLS                                                                                5 (1.0)  [  5]                 

   DEATH                                                                                 5 (1.0)  [  5]                 

   DISEASE PROGRESSION                                                                   1 (0.2)  [  1]                 

   EXERCISE TOLERANCE DECREASED                                                          1 (0.2)  [  2]                 

   FATIGUE                                                                              14 (2.9)  [ 17]                 

   GENERAL PHYSICAL HEALTH DETERIORATION                                                 1 (0.2)  [  1]                 

   ILL-DEFINED DISORDER                                                                  1 (0.2)  [  1]                 

   INFLUENZA LIKE ILLNESS                                                                1 (0.2)  [  1]                 

   MUCOSAL INFLAMMATION                                                                  1 (0.2)  [  1]                 

   PAIN                                                                                 18 (3.7)  [ 21]                 

   PERFORMANCE STATUS DECREASED                                                          1 (0.2)  [  1]                 

   PYREXIA                                                                              14 (2.9)  [ 18]                 

                                                                                                                        

HEPATOBILIARY DISORDERS                                                                  5 (1.0)  [  7]                 

   BILE DUCT STENOSIS                                                                    1 (0.2)  [  1]                 

   CHOLELITHIASIS                                                                        1 (0.2)  [  1]                 

   DRUG-INDUCED LIVER INJURY                                                             1 (0.2)  [  1]                 

   HEPATIC STEATOSIS                                                                     1 (0.2)  [  1]                 

   HEPATITIS                                                                             1 (0.2)  [  1]                 

   LIVER DISORDER                                                                        1 (0.2)  [  1]                 

   LIVER INJURY                                                                          1 (0.2)  [  1]                 

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                                  2 (0.4)  [  2]                 

   HYPERSENSITIVITY                                                                      1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   IMMUNODEFICIENCY                                                                      1 (0.2)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             60 (12.2) [110]                 

   ANAL ABSCESS                                                                          1 (0.2)  [  1]                 

   ATYPICAL PNEUMONIA                                                                    1 (0.2)  [  1]                 

   BACTERIAL INFECTION                                                                  27 (5.5)  [ 42]                 

   BRONCHIOLITIS                                                                         1 (0.2)  [  1]                 

   BRONCHITIS                                                                            2 (0.4)  [  3]                 

   BRONCHITIS BACTERIAL                                                                  1 (0.2)  [  1]                 

   BRONCHOPNEUMONIA                                                                      1 (0.2)  [  1]                 

   CHRONIC SINUSITIS                                                                     1 (0.2)  [  1]                 

   CONJUNCTIVITIS                                                                        1 (0.2)  [  1]                 

   CYSTITIS                                                                              1 (0.2)  [  1]                 

   CYTOMEGALOVIRUS INFECTION                                                             1 (0.2)  [  1]                 

   DIVERTICULITIS                                                                        1 (0.2)  [  1]                 

   ERYSIPELAS                                                                            1 (0.2)  [  1]                 

   FOLLICULITIS                                                                          1 (0.2)  [  2]                 

   FUNGAL INFECTION                                                                      3 (0.6)  [  3]                 

   GASTROENTERITIS                                                                       1 (0.2)  [  1]                 

   GASTROINTESTINAL INFECTION                                                            1 (0.2)  [  1]                 

   HAEMOPHILUS SEPSIS                                                                    1 (0.2)  [  1]                 

   HERPES ZOSTER                                                                         6 (1.2)  [  6]                 

   INFECTION                                                                             7 (1.4)  [  7]                 

   INFECTIOUS COLITIS                                                                    1 (0.2)  [  1]                 

   LUNG INFECTION                                                                        2 (0.4)  [  2]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NASOPHARYNGITIS                                                                       2 (0.4)  [  2]                 

   PNEUMONIA                                                                            10 (2.0)  [ 10]                 

   ROTAVIRUS INFECTION                                                                   1 (0.2)  [  1]                 

   SEPSIS                                                                                4 (0.8)  [  4]                 

   SPUTUM PURULENT                                                                       1 (0.2)  [  1]                 

   STAPHYLOCOCCAL INFECTION                                                              1 (0.2)  [  1]                 

   UPPER RESPIRATORY TRACT INFECTION                                                     3 (0.6)  [  3]                 

   URINARY TRACT INFECTION                                                               2 (0.4)  [  2]                 

   VIRAL INFECTION                                                                       6 (1.2)  [  6]                 

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                           4 (0.8)  [  5]                 

   CONCUSSION                                                                            1 (0.2)  [  1]                 

   EXPOSURE DURING PREGNANCY                                                             1 (0.2)  [  1]                 

   FALL                                                                                  1 (0.2)  [  1]                 

   INCISIONAL HERNIA                                                                     1 (0.2)  [  1]                 

   WOUND SECRETION                                                                       1 (0.2)  [  1]                 

                                                                                                                        

INVESTIGATIONS                                                                          32 (6.5)  [ 42]                 

   ALANINE AMINOTRANSFERASE INCREASED                                                    5 (1.0)  [  5]                 

   ASPARTATE AMINOTRANSFERASE INCREASED                                                  4 (0.8)  [  4]                 

   B-LYMPHOCYTE COUNT DECREASED                                                          3 (0.6)  [  3]                 

   BETA 2 MICROGLOBULIN INCREASED                                                        1 (0.2)  [  1]                 

   BLAST CELLS PRESENT                                                                   1 (0.2)  [  1]                 

   BLOOD ALKALINE PHOSPHATASE INCREASED                                                  2 (0.4)  [  3]                 

   BLOOD CREATININE INCREASED                                                            1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                                 9 (1.8)  [ 11]                 

   BREATH SOUNDS ABNORMAL                                                                1 (0.2)  [  1]                 

   C-REACTIVE PROTEIN INCREASED                                                          1 (0.2)  [  1]                 

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                                   1 (0.2)  [  1]                 

   GAMMA-GLUTAMYLTRANSFERASE INCREASED                                                   1 (0.2)  [  1]                 

   HAEMOGLOBIN DECREASED                                                                 2 (0.4)  [  2]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.2)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.2)  [  1]                 

   TRANSAMINASES INCREASED                                                               2 (0.4)  [  2]                 

   WEIGHT DECREASED                                                                      3 (0.6)  [  3]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       2 (0.4)  [  2]                 

   DECREASED APPETITE                                                                    1 (0.2)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.2)  [  1]                 

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                                          5 (1.0)  [  6]                 

   ARTHRALGIA                                                                            1 (0.2)  [  1]                 

   BONE PAIN                                                                             1 (0.2)  [  1]                 

   MUSCLE SPASMS                                                                         1 (0.2)  [  2]                 

   MUSCULOSKELETAL PAIN                                                                  1 (0.2)  [  1]                 

   SPINAL PAIN                                                                           1 (0.2)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                     20 (4.1)  [ 25]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.2)  [  1]                 

   B-CELL LYMPHOMA                                                                       2 (0.4)  [  2]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   B-CELL LYMPHOMA RECURRENT                                                             1 (0.2)  [  1]                 

   BREAST CANCER METASTATIC                                                              1 (0.2)  [  1]                 

   BRONCHIAL CARCINOMA                                                                   1 (0.2)  [  1]                 

   HODGKIN'S DISEASE                                                                     1 (0.2)  [  1]                 

   LYMPHOMA                                                                              1 (0.2)  [  2]                 

   MALIGNANT NEOPLASM PROGRESSION                                                        8 (1.6)  [  8]                 

   METASTASES TO LUNG                                                                    1 (0.2)  [  1]                 

   METASTASIS                                                                            1 (0.2)  [  1]                 

   MYELODYSPLASTIC SYNDROME                                                              1 (0.2)  [  1]                 

   NEOPLASM MALIGNANT                                                                    1 (0.2)  [  1]                 

   NON-HODGKIN'S LYMPHOMA                                                                1 (0.2)  [  1]                 

   PROSTATE CANCER                                                                       2 (0.4)  [  2]                 

   RENAL CANCER                                                                          1 (0.2)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                16 (3.3)  [ 20]                 

   APHASIA                                                                               1 (0.2)  [  1]                 

   BALANCE DISORDER                                                                      1 (0.2)  [  1]                 

   CEREBROVASCULAR ACCIDENT                                                              1 (0.2)  [  1]                 

   COGNITIVE DISORDER                                                                    1 (0.2)  [  1]                 

   DIZZINESS                                                                             6 (1.2)  [  7]                 

   HEADACHE                                                                              1 (0.2)  [  1]                 

   PARAESTHESIA                                                                          1 (0.2)  [  1]                 

   PERIPHERAL SENSORY NEUROPATHY                                                         1 (0.2)  [  1]                 

   POLYNEUROPATHY                                                                        2 (0.4)  [  2]                 

   SENSORY DISTURBANCE                                                                   1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SOMNOLENCE                                                                            2 (0.4)  [  2]                 

   TREMOR                                                                                1 (0.2)  [  1]                 

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                           2 (0.4)  [  2]                 

   ABORTION SPONTANEOUS                                                                  1 (0.2)  [  1]                 

   PREGNANCY                                                                             1 (0.2)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    3 (0.6)  [  3]                 

   DEPRESSION                                                                            2 (0.4)  [  2]                 

   SLEEP DISORDER                                                                        1 (0.2)  [  1]                 

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                                 1 (0.2)  [  1]                 

   PREMATURE MENOPAUSE                                                                   1 (0.2)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                         25 (5.1)  [ 40]                 

   ACUTE RESPIRATORY FAILURE                                                             1 (0.2)  [  1]                 

   ALVEOLITIS                                                                            1 (0.2)  [  1]                 

   COUGH                                                                                 7 (1.4)  [  8]                 

   DYSPNOEA                                                                             14 (2.9)  [ 17]                 

   EPISTAXIS                                                                             1 (0.2)  [  1]                 

   LUNG DISORDER                                                                         1 (0.2)  [  1]                 

   LUNG INFILTRATION                                                                     3 (0.6)  [  3]                 

   PLEURAL EFFUSION                                                                      1 (0.2)  [  2]                 

   PLEURAL FIBROSIS                                                                      1 (0.2)  [  1]                 

   PRODUCTIVE COUGH                                                                      2 (0.4)  [  3]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PULMONARY FIBROSIS                                                                    1 (0.2)  [  1]                 

   PULMONARY HAEMORRHAGE                                                                 1 (0.2)  [  1]                 

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                  19 (3.9)  [ 20]                 

   ALOPECIA                                                                              1 (0.2)  [  1]                 

   ERYTHEMA                                                                              1 (0.2)  [  1]                 

   EXFOLIATIVE RASH                                                                      1 (0.2)  [  1]                 

   HYPERHIDROSIS                                                                         1 (0.2)  [  1]                 

   NAIL DISORDER                                                                         1 (0.2)  [  1]                 

   NIGHT SWEATS                                                                          6 (1.2)  [  6]                 

   PRURITUS                                                                              1 (0.2)  [  1]                 

   PRURITUS GENERALISED                                                                  1 (0.2)  [  1]                 

   PSORIASIS                                                                             2 (0.4)  [  2]                 

   RASH                                                                                  1 (0.2)  [  1]                 

   RASH MACULO-PAPULAR                                                                   1 (0.2)  [  1]                 

   SKIN DISORDER                                                                         2 (0.4)  [  2]                 

   SKIN LESION                                                                           1 (0.2)  [  1]                 

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                                          1 (0.2)  [  1]                 

   HOSPITALISATION                                                                       1 (0.2)  [  1]                 

                                                                                                                        

VASCULAR DISORDERS                                                                       6 (1.2)  [  8]                 

   AORTIC ANEURYSM                                                                       1 (0.2)  [  1]                 

   HAEMATOMA                                                                             1 (0.2)  [  1]                 

   HYPOTENSION                                                                           1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 40.3 

                                           Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SHOCK                                                                                 1 (0.2)  [  1]                 

   SHOCK HAEMORRHAGIC                                                                    1 (0.2)  [  1]                 

   SUBCLAVIAN VEIN THROMBOSIS                                                            1 (0.2)  [  1]                 

   VENOUS THROMBOSIS                                                                     1 (0.2)  [  1]                 

   VENOUS THROMBOSIS LIMB                                                                1 (0.2)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.1 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  35 (11.2) [ 76]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                     5 (1.6)  [  7]                 

   AGRANULOCYTOSIS                                                                       1 (0.3)  [  1]                 

   LEUKOPENIA                                                                            5 (1.6)  [  5]                 

   THROMBOCYTOPENIA                                                                      1 (0.3)  [  1]                 

                                                                                                                        

CARDIAC DISORDERS                                                                        3 (1.0)  [  5]                 

   ARRHYTHMIA                                                                            1 (0.3)  [  1]                 

   ATRIOVENTRICULAR BLOCK                                                                1 (0.3)  [  1]                 

   CARDIAC FAILURE                                                                       1 (0.3)  [  1]                 

   CARDIOVASCULAR DISORDER                                                               1 (0.3)  [  1]                 

   CORONARY ARTERY DISEASE                                                               1 (0.3)  [  1]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               4 (1.3)  [  4]                 

   ABDOMINAL PAIN UPPER                                                                  1 (0.3)  [  1]                 

   COLITIS MICROSCOPIC                                                                   1 (0.3)  [  1]                 

   GASTROINTESTINAL HAEMORRHAGE                                                          1 (0.3)  [  1]                 

   TONGUE COATED                                                                         1 (0.3)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                     8 (2.6)  [ 10]                 

   CHEST DISCOMFORT                                                                      1 (0.3)  [  1]                 

   CHILLS                                                                                1 (0.3)  [  1]                 

   DEATH                                                                                 3 (1.0)  [  3]                 

   GENERAL PHYSICAL HEALTH DETERIORATION                                                 1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.1 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PAIN                                                                                  1 (0.3)  [  1]                 

   PYREXIA                                                                               3 (1.0)  [  3]                 

                                                                                                                        

HEPATOBILIARY DISORDERS                                                                  3 (1.0)  [  4]                 

   BILE DUCT STENOSIS                                                                    1 (0.3)  [  1]                 

   CHOLELITHIASIS                                                                        1 (0.3)  [  1]                 

   HEPATIC STEATOSIS                                                                     1 (0.3)  [  1]                 

   LIVER INJURY                                                                          1 (0.3)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             12 (3.8)  [ 14]                 

   BACTERIAL INFECTION                                                                   2 (0.6)  [  2]                 

   BRONCHIOLITIS                                                                         1 (0.3)  [  1]                 

   FUNGAL INFECTION                                                                      1 (0.3)  [  1]                 

   HAEMOPHILUS SEPSIS                                                                    1 (0.3)  [  1]                 

   HERPES ZOSTER                                                                         1 (0.3)  [  1]                 

   INFECTION                                                                             1 (0.3)  [  1]                 

   LUNG INFECTION                                                                        2 (0.6)  [  2]                 

   PNEUMONIA                                                                             3 (1.0)  [  3]                 

   VIRAL INFECTION                                                                       2 (0.6)  [  2]                 

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                           1 (0.3)  [  1]                 

   INCISIONAL HERNIA                                                                     1 (0.3)  [  1]                 

                                                                                                                        

INVESTIGATIONS                                                                           6 (1.9)  [  7]                 

   ALANINE AMINOTRANSFERASE INCREASED                                                    1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.1 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ASPARTATE AMINOTRANSFERASE INCREASED                                                  1 (0.3)  [  1]                 

   B-LYMPHOCYTE COUNT DECREASED                                                          2 (0.6)  [  2]                 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                                 2 (0.6)  [  2]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.3)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                      9 (2.9)  [ 11]                 

   B-CELL LYMPHOMA RECURRENT                                                             1 (0.3)  [  1]                 

   BRONCHIAL CARCINOMA                                                                   1 (0.3)  [  1]                 

   HODGKIN'S DISEASE                                                                     1 (0.3)  [  1]                 

   LYMPHOMA                                                                              1 (0.3)  [  2]                 

   MALIGNANT NEOPLASM PROGRESSION                                                        4 (1.3)  [  4]                 

   METASTASES TO LUNG                                                                    1 (0.3)  [  1]                 

   PROSTATE CANCER                                                                       1 (0.3)  [  1]                 

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                           1 (0.3)  [  1]                 

   ABORTION SPONTANEOUS                                                                  1 (0.3)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    1 (0.3)  [  1]                 

   DEPRESSION                                                                            1 (0.3)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                          6 (1.9)  [  9]                 

   ALVEOLITIS                                                                            1 (0.3)  [  1]                 

   DYSPNOEA                                                                              3 (1.0)  [  3]                 

   LUNG DISORDER                                                                         1 (0.3)  [  1]                 

   LUNG INFILTRATION                                                                     3 (1.0)  [  3]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.1 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PLEURAL FIBROSIS                                                                      1 (0.3)  [  1]                 

                                                                                                                        

VASCULAR DISORDERS                                                                       2 (0.6)  [  2]                 

   HAEMATOMA                                                                             1 (0.3)  [  1]                 

   SHOCK HAEMORRHAGIC                                                                    1 (0.3)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.2 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  39 (22.0) [102]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    12 (6.8)  [ 20]                 

   ANAEMIA                                                                               1 (0.6)  [  1]                 

   BONE MARROW FAILURE                                                                   1 (0.6)  [  1]                 

   FEBRILE NEUTROPENIA                                                                   1 (0.6)  [  1]                 

   LEUKOPENIA                                                                            8 (4.5)  [  8]                 

   LYMPHADENOPATHY                                                                       1 (0.6)  [  1]                 

   NEUTROPENIA                                                                           5 (2.8)  [  5]                 

   PANCYTOPENIA                                                                          1 (0.6)  [  1]                 

   THROMBOCYTOPENIA                                                                      2 (1.1)  [  2]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               7 (4.0)  [ 10]                 

   ABDOMINAL PAIN                                                                        1 (0.6)  [  1]                 

   ABDOMINAL PAIN UPPER                                                                  1 (0.6)  [  1]                 

   CONSTIPATION                                                                          1 (0.6)  [  1]                 

   DIARRHOEA                                                                             3 (1.7)  [  3]                 

   DYSPEPSIA                                                                             1 (0.6)  [  1]                 

   GASTRITIS                                                                             1 (0.6)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.6)  [  1]                 

   MELAENA                                                                               1 (0.6)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                    10 (5.6)  [ 11]                 

   DEATH                                                                                 1 (0.6)  [  1]                 

   FATIGUE                                                                               1 (0.6)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.2 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ILL-DEFINED DISORDER                                                                  1 (0.6)  [  1]                 

   PAIN                                                                                  5 (2.8)  [  5]                 

   PERFORMANCE STATUS DECREASED                                                          1 (0.6)  [  1]                 

   PYREXIA                                                                               2 (1.1)  [  2]                 

                                                                                                                        

HEPATOBILIARY DISORDERS                                                                  2 (1.1)  [  2]                 

   HEPATITIS                                                                             1 (0.6)  [  1]                 

   LIVER DISORDER                                                                        1 (0.6)  [  1]                 

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                                  1 (0.6)  [  1]                 

   IMMUNODEFICIENCY                                                                      1 (0.6)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             17 (9.6)  [ 26]                 

   ANAL ABSCESS                                                                          1 (0.6)  [  1]                 

   ATYPICAL PNEUMONIA                                                                    1 (0.6)  [  1]                 

   BACTERIAL INFECTION                                                                   4 (2.3)  [  4]                 

   BRONCHITIS BACTERIAL                                                                  1 (0.6)  [  1]                 

   CYTOMEGALOVIRUS INFECTION                                                             1 (0.6)  [  1]                 

   GASTROENTERITIS                                                                       1 (0.6)  [  1]                 

   HERPES ZOSTER                                                                         1 (0.6)  [  1]                 

   INFECTION                                                                             1 (0.6)  [  1]                 

   INFECTIOUS COLITIS                                                                    1 (0.6)  [  1]                 

   PNEUMONIA                                                                             7 (4.0)  [  7]                 

   ROTAVIRUS INFECTION                                                                   1 (0.6)  [  1]                 

   SEPSIS                                                                                4 (2.3)  [  4]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.2 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   URINARY TRACT INFECTION                                                               1 (0.6)  [  1]                 

   VIRAL INFECTION                                                                       1 (0.6)  [  1]                 

                                                                                                                        

INVESTIGATIONS                                                                           5 (2.8)  [  5]                 

   ALANINE AMINOTRANSFERASE INCREASED                                                    1 (0.6)  [  1]                 

   B-LYMPHOCYTE COUNT DECREASED                                                          1 (0.6)  [  1]                 

   BLAST CELLS PRESENT                                                                   1 (0.6)  [  1]                 

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                                   1 (0.6)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.6)  [  1]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       1 (0.6)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.6)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                      8 (4.5)  [ 10]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.6)  [  1]                 

   B-CELL LYMPHOMA                                                                       2 (1.1)  [  2]                 

   BREAST CANCER METASTATIC                                                              1 (0.6)  [  1]                 

   MALIGNANT NEOPLASM PROGRESSION                                                        4 (2.3)  [  4]                 

   METASTASIS                                                                            1 (0.6)  [  1]                 

   MYELODYSPLASTIC SYNDROME                                                              1 (0.6)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                 2 (1.1)  [  2]                 

   CEREBROVASCULAR ACCIDENT                                                              1 (0.6)  [  1]                 

   SOMNOLENCE                                                                            1 (0.6)  [  1]                 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.2 

                                       Serious Adverse Events – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

PSYCHIATRIC DISORDERS                                                                    1 (0.6)  [  1]                 

   DEPRESSION                                                                            1 (0.6)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                          7 (4.0)  [  8]                 

   ACUTE RESPIRATORY FAILURE                                                             1 (0.6)  [  1]                 

   DYSPNOEA                                                                              4 (2.3)  [  4]                 

   PLEURAL EFFUSION                                                                      1 (0.6)  [  1]                 

   PULMONARY FIBROSIS                                                                    1 (0.6)  [  1]                 

   PULMONARY HAEMORRHAGE                                                                 1 (0.6)  [  1]                 

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                   1 (0.6)  [  1]                 

   RASH MACULO-PAPULAR                                                                   1 (0.6)  [  1]                 

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                                          1 (0.6)  [  1]                 

   HOSPITALISATION                                                                       1 (0.6)  [  1]                 

                                                                                                                        

VASCULAR DISORDERS                                                                       2 (1.1)  [  3]                 

   AORTIC ANEURYSM                                                                       1 (0.6)  [  1]                 

   HYPOTENSION                                                                           1 (0.6)  [  1]                 

   SHOCK                                                                                 1 (0.6)  [  1]                 

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.3 

                                       Serious Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  75 (15.3) [179]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    17 (3.5)  [ 27]                 

   AGRANULOCYTOSIS                                                                       1 (0.2)  [  1]                 

   ANAEMIA                                                                               1 (0.2)  [  1]                 

   BONE MARROW FAILURE                                                                   1 (0.2)  [  1]                 

   FEBRILE NEUTROPENIA                                                                   1 (0.2)  [  1]                 

   LEUKOPENIA                                                                           13 (2.7)  [ 13]                 

   LYMPHADENOPATHY                                                                       1 (0.2)  [  1]                 

   NEUTROPENIA                                                                           5 (1.0)  [  5]                 

   PANCYTOPENIA                                                                          1 (0.2)  [  1]                 

   THROMBOCYTOPENIA                                                                      3 (0.6)  [  3]                 

                                                                                                                        

CARDIAC DISORDERS                                                                        3 (0.6)  [  5]                 

   ARRHYTHMIA                                                                            1 (0.2)  [  1]                 

   ATRIOVENTRICULAR BLOCK                                                                1 (0.2)  [  1]                 

   CARDIAC FAILURE                                                                       1 (0.2)  [  1]                 

   CARDIOVASCULAR DISORDER                                                               1 (0.2)  [  1]                 

   CORONARY ARTERY DISEASE                                                               1 (0.2)  [  1]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                              11 (2.2)  [ 14]                 

   ABDOMINAL PAIN                                                                        1 (0.2)  [  1]                 

   ABDOMINAL PAIN UPPER                                                                  2 (0.4)  [  2]                 

   COLITIS MICROSCOPIC                                                                   1 (0.2)  [  1]                 

   CONSTIPATION                                                                          1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.3 

                                       Serious Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DIARRHOEA                                                                             3 (0.6)  [  3]                 

   DYSPEPSIA                                                                             1 (0.2)  [  1]                 

   GASTRITIS                                                                             1 (0.2)  [  1]                 

   GASTROINTESTINAL HAEMORRHAGE                                                          1 (0.2)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.2)  [  1]                 

   MELAENA                                                                               1 (0.2)  [  1]                 

   TONGUE COATED                                                                         1 (0.2)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                    19 (3.9)  [ 22]                 

   CHEST DISCOMFORT                                                                      1 (0.2)  [  1]                 

   CHILLS                                                                                1 (0.2)  [  1]                 

   DEATH                                                                                 5 (1.0)  [  5]                 

   FATIGUE                                                                               1 (0.2)  [  1]                 

   GENERAL PHYSICAL HEALTH DETERIORATION                                                 1 (0.2)  [  1]                 

   ILL-DEFINED DISORDER                                                                  1 (0.2)  [  1]                 

   PAIN                                                                                  6 (1.2)  [  6]                 

   PERFORMANCE STATUS DECREASED                                                          1 (0.2)  [  1]                 

   PYREXIA                                                                               5 (1.0)  [  5]                 

                                                                                                                        

HEPATOBILIARY DISORDERS                                                                  5 (1.0)  [  6]                 

   BILE DUCT STENOSIS                                                                    1 (0.2)  [  1]                 

   CHOLELITHIASIS                                                                        1 (0.2)  [  1]                 

   HEPATIC STEATOSIS                                                                     1 (0.2)  [  1]                 

   HEPATITIS                                                                             1 (0.2)  [  1]                 

   LIVER DISORDER                                                                        1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.3 

                                       Serious Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   LIVER INJURY                                                                          1 (0.2)  [  1]                 

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                                  1 (0.2)  [  1]                 

   IMMUNODEFICIENCY                                                                      1 (0.2)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             29 (5.9)  [ 40]                 

   ANAL ABSCESS                                                                          1 (0.2)  [  1]                 

   ATYPICAL PNEUMONIA                                                                    1 (0.2)  [  1]                 

   BACTERIAL INFECTION                                                                   6 (1.2)  [  6]                 

   BRONCHIOLITIS                                                                         1 (0.2)  [  1]                 

   BRONCHITIS BACTERIAL                                                                  1 (0.2)  [  1]                 

   CYTOMEGALOVIRUS INFECTION                                                             1 (0.2)  [  1]                 

   FUNGAL INFECTION                                                                      1 (0.2)  [  1]                 

   GASTROENTERITIS                                                                       1 (0.2)  [  1]                 

   HAEMOPHILUS SEPSIS                                                                    1 (0.2)  [  1]                 

   HERPES ZOSTER                                                                         2 (0.4)  [  2]                 

   INFECTION                                                                             2 (0.4)  [  2]                 

   INFECTIOUS COLITIS                                                                    1 (0.2)  [  1]                 

   LUNG INFECTION                                                                        2 (0.4)  [  2]                 

   PNEUMONIA                                                                            10 (2.0)  [ 10]                 

   ROTAVIRUS INFECTION                                                                   1 (0.2)  [  1]                 

   SEPSIS                                                                                4 (0.8)  [  4]                 

   URINARY TRACT INFECTION                                                               1 (0.2)  [  1]                 

   VIRAL INFECTION                                                                       3 (0.6)  [  3]                 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.3 

                                       Serious Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                           1 (0.2)  [  1]                 

   INCISIONAL HERNIA                                                                     1 (0.2)  [  1]                 

                                                                                                                        

INVESTIGATIONS                                                                          11 (2.2)  [ 12]                 

   ALANINE AMINOTRANSFERASE INCREASED                                                    2 (0.4)  [  2]                 

   ASPARTATE AMINOTRANSFERASE INCREASED                                                  1 (0.2)  [  1]                 

   B-LYMPHOCYTE COUNT DECREASED                                                          3 (0.6)  [  3]                 

   BLAST CELLS PRESENT                                                                   1 (0.2)  [  1]                 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                                 2 (0.4)  [  2]                 

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                                   1 (0.2)  [  1]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.2)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.2)  [  1]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       1 (0.2)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.2)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                     17 (3.5)  [ 21]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.2)  [  1]                 

   B-CELL LYMPHOMA                                                                       2 (0.4)  [  2]                 

   B-CELL LYMPHOMA RECURRENT                                                             1 (0.2)  [  1]                 

   BREAST CANCER METASTATIC                                                              1 (0.2)  [  1]                 

   BRONCHIAL CARCINOMA                                                                   1 (0.2)  [  1]                 

   HODGKIN'S DISEASE                                                                     1 (0.2)  [  1]                 

   LYMPHOMA                                                                              1 (0.2)  [  2]                 

   MALIGNANT NEOPLASM PROGRESSION                                                        8 (1.6)  [  8]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 41.3 

                                       Serious Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   METASTASES TO LUNG                                                                    1 (0.2)  [  1]                 

   METASTASIS                                                                            1 (0.2)  [  1]                 

   MYELODYSPLASTIC SYNDROME                                                              1 (0.2)  [  1]                 

   PROSTATE CANCER                                                                       1 (0.2)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                 2 (0.4)  [  2]                 

   CEREBROVASCULAR ACCIDENT                                                              1 (0.2)  [  1]                 

   SOMNOLENCE                                                                            1 (0.2)  [  1]                 

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                           1 (0.2)  [  1]                 

   ABORTION SPONTANEOUS                                                                  1 (0.2)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    2 (0.4)  [  2]                 

   DEPRESSION                                                                            2 (0.4)  [  2]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                         13 (2.7)  [ 17]                 

   ACUTE RESPIRATORY FAILURE                                                             1 (0.2)  [  1]                 

   ALVEOLITIS                                                                            1 (0.2)  [  1]                 

   DYSPNOEA                                                                              7 (1.4)  [  7]                 

   LUNG DISORDER                                                                         1 (0.2)  [  1]                 

   LUNG INFILTRATION                                                                     3 (0.6)  [  3]                 

   PLEURAL EFFUSION                                                                      1 (0.2)  [  1]                 

   PLEURAL FIBROSIS                                                                      1 (0.2)  [  1]                 

   PULMONARY FIBROSIS                                                                    1 (0.2)  [  1]                 

   PULMONARY HAEMORRHAGE                                                                 1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 41-03.sas, executed on 07JUL2015 at 13:26                                                    Page 5 of 6



Page 179 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 41.3 

                                       Serious Adverse Events – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                   1 (0.2)  [  1]                 

   RASH MACULO-PAPULAR                                                                   1 (0.2)  [  1]                 

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                                          1 (0.2)  [  1]                 

   HOSPITALISATION                                                                       1 (0.2)  [  1]                 

                                                                                                                        

VASCULAR DISORDERS                                                                       4 (0.8)  [  5]                 

   AORTIC ANEURYSM                                                                       1 (0.2)  [  1]                 

   HAEMATOMA                                                                             1 (0.2)  [  1]                 

   HYPOTENSION                                                                           1 (0.2)  [  1]                 

   SHOCK                                                                                 1 (0.2)  [  1]                 

   SHOCK HAEMORRHAGIC                                                                    1 (0.2)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.1 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  33 (10.6) [ 76]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    12 (3.8)  [ 21]                 

   ANAEMIA                                                                               1 (0.3)  [  1]                 

   LEUKOPENIA                                                                           10 (3.2)  [ 13]                 

   NEUTROPENIA                                                                           5 (1.6)  [  7]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               1 (0.3)  [  1]                 

   ABDOMINAL PAIN UPPER                                                                  1 (0.3)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                    10 (3.2)  [ 15]                 

   ASTHENIA                                                                              2 (0.6)  [  2]                 

   CHEST DISCOMFORT                                                                      1 (0.3)  [  1]                 

   DEATH                                                                                 1 (0.3)  [  1]                 

   FATIGUE                                                                               4 (1.3)  [  4]                 

   PYREXIA                                                                               5 (1.6)  [  7]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             12 (3.8)  [ 21]                 

   BACTERIAL INFECTION                                                                   5 (1.6)  [ 10]                 

   BRONCHITIS                                                                            1 (0.3)  [  1]                 

   CHRONIC SINUSITIS                                                                     1 (0.3)  [  1]                 

   INFECTION                                                                             1 (0.3)  [  1]                 

   NASOPHARYNGITIS                                                                       1 (0.3)  [  1]                 

   PNEUMONIA                                                                             3 (1.0)  [  3]                 

   STAPHYLOCOCCAL INFECTION                                                              1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.1 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   UPPER RESPIRATORY TRACT INFECTION                                                     1 (0.3)  [  1]                 

   VIRAL INFECTION                                                                       2 (0.6)  [  2]                 

                                                                                                                        

INVESTIGATIONS                                                                           3 (1.0)  [  3]                 

   BREATH SOUNDS ABNORMAL                                                                1 (0.3)  [  1]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.3)  [  1]                 

   WEIGHT DECREASED                                                                      1 (0.3)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                 2 (0.6)  [  2]                 

   DIZZINESS                                                                             1 (0.3)  [  1]                 

   SENSORY DISTURBANCE                                                                   1 (0.3)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    2 (0.6)  [  2]                 

   DEPRESSION                                                                            1 (0.3)  [  1]                 

   SLEEP DISORDER                                                                        1 (0.3)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                          5 (1.6)  [  8]                 

   ALVEOLITIS                                                                            1 (0.3)  [  1]                 

   COUGH                                                                                 2 (0.6)  [  2]                 

   DYSPNOEA                                                                              4 (1.3)  [  4]                 

   PLEURAL FIBROSIS                                                                      1 (0.3)  [  1]                 

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                   3 (1.0)  [  3]                 

   ALOPECIA                                                                              1 (0.3)  [  1]                 

   NAIL DISORDER                                                                         1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.1 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NIGHT SWEATS                                                                          1 (0.3)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.2 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  33 (18.6) [125]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    17 (9.6)  [ 45]                 

   ANAEMIA                                                                               1 (0.6)  [  1]                 

   LEUKOPENIA                                                                           14 (7.9)  [ 28]                 

   LYMPHADENOPATHY                                                                       1 (0.6)  [  1]                 

   NEUTROPENIA                                                                           5 (2.8)  [ 11]                 

   THROMBOCYTOPENIA                                                                      4 (2.3)  [  4]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               8 (4.5)  [ 10]                 

   ABDOMINAL PAIN UPPER                                                                  1 (0.6)  [  1]                 

   DIARRHOEA                                                                             4 (2.3)  [  4]                 

   GASTRITIS                                                                             1 (0.6)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.6)  [  1]                 

   NAUSEA                                                                                2 (1.1)  [  2]                 

   VOMITING                                                                              1 (0.6)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                     9 (5.1)  [ 18]                 

   ASTHENIA                                                                              1 (0.6)  [  1]                 

   CHILLS                                                                                2 (1.1)  [  2]                 

   EXERCISE TOLERANCE DECREASED                                                          1 (0.6)  [  2]                 

   FATIGUE                                                                               2 (1.1)  [  4]                 

   PAIN                                                                                  5 (2.8)  [  6]                 

   PERFORMANCE STATUS DECREASED                                                          1 (0.6)  [  1]                 

   PYREXIA                                                                               1 (0.6)  [  2]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.2 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

INFECTIONS AND INFESTATIONS                                                             18 (10.2) [ 30]                 

   ANAL ABSCESS                                                                          1 (0.6)  [  1]                 

   BACTERIAL INFECTION                                                                   8 (4.5)  [  8]                 

   BRONCHITIS BACTERIAL                                                                  1 (0.6)  [  1]                 

   BRONCHOPNEUMONIA                                                                      1 (0.6)  [  1]                 

   CONJUNCTIVITIS                                                                        1 (0.6)  [  1]                 

   CYSTITIS                                                                              1 (0.6)  [  1]                 

   FUNGAL INFECTION                                                                      1 (0.6)  [  1]                 

   GASTROENTERITIS                                                                       1 (0.6)  [  1]                 

   HERPES ZOSTER                                                                         2 (1.1)  [  2]                 

   INFECTION                                                                             1 (0.6)  [  1]                 

   INFECTIOUS COLITIS                                                                    1 (0.6)  [  1]                 

   NASOPHARYNGITIS                                                                       1 (0.6)  [  1]                 

   PNEUMONIA                                                                             5 (2.8)  [  5]                 

   SEPSIS                                                                                2 (1.1)  [  2]                 

   UPPER RESPIRATORY TRACT INFECTION                                                     1 (0.6)  [  1]                 

   VIRAL INFECTION                                                                       2 (1.1)  [  2]                 

                                                                                                                        

INVESTIGATIONS                                                                           4 (2.3)  [  4]                 

   BLAST CELLS PRESENT                                                                   1 (0.6)  [  1]                 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                                 1 (0.6)  [  1]                 

   HAEMOGLOBIN DECREASED                                                                 1 (0.6)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.6)  [  1]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       2 (1.1)  [  2]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.2 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DECREASED APPETITE                                                                    1 (0.6)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.6)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                      1 (0.6)  [  1]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.6)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                 5 (2.8)  [  5]                 

   COGNITIVE DISORDER                                                                    1 (0.6)  [  1]                 

   DIZZINESS                                                                             1 (0.6)  [  1]                 

   PARAESTHESIA                                                                          1 (0.6)  [  1]                 

   PERIPHERAL SENSORY NEUROPATHY                                                         1 (0.6)  [  1]                 

   SOMNOLENCE                                                                            1 (0.6)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                          7 (4.0)  [  8]                 

   COUGH                                                                                 1 (0.6)  [  1]                 

   DYSPNOEA                                                                              5 (2.8)  [  6]                 

   PULMONARY FIBROSIS                                                                    1 (0.6)  [  1]                 

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                   2 (1.1)  [  2]                 

   PRURITUS GENERALISED                                                                  1 (0.6)  [  1]                 

   PSORIASIS                                                                             1 (0.6)  [  1]                 

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.3 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  66 (13.5) [201]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    29 (5.9)  [ 66]                 

   ANAEMIA                                                                               2 (0.4)  [  2]                 

   LEUKOPENIA                                                                           24 (4.9)  [ 41]                 

   LYMPHADENOPATHY                                                                       1 (0.2)  [  1]                 

   NEUTROPENIA                                                                          10 (2.0)  [ 18]                 

   THROMBOCYTOPENIA                                                                      4 (0.8)  [  4]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               9 (1.8)  [ 11]                 

   ABDOMINAL PAIN UPPER                                                                  2 (0.4)  [  2]                 

   DIARRHOEA                                                                             4 (0.8)  [  4]                 

   GASTRITIS                                                                             1 (0.2)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.2)  [  1]                 

   NAUSEA                                                                                2 (0.4)  [  2]                 

   VOMITING                                                                              1 (0.2)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                    19 (3.9)  [ 33]                 

   ASTHENIA                                                                              3 (0.6)  [  3]                 

   CHEST DISCOMFORT                                                                      1 (0.2)  [  1]                 

   CHILLS                                                                                2 (0.4)  [  2]                 

   DEATH                                                                                 1 (0.2)  [  1]                 

   EXERCISE TOLERANCE DECREASED                                                          1 (0.2)  [  2]                 

   FATIGUE                                                                               6 (1.2)  [  8]                 

   PAIN                                                                                  5 (1.0)  [  6]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.3 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PERFORMANCE STATUS DECREASED                                                          1 (0.2)  [  1]                 

   PYREXIA                                                                               6 (1.2)  [  9]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             30 (6.1)  [ 51]                 

   ANAL ABSCESS                                                                          1 (0.2)  [  1]                 

   BACTERIAL INFECTION                                                                  13 (2.7)  [ 18]                 

   BRONCHITIS                                                                            1 (0.2)  [  1]                 

   BRONCHITIS BACTERIAL                                                                  1 (0.2)  [  1]                 

   BRONCHOPNEUMONIA                                                                      1 (0.2)  [  1]                 

   CHRONIC SINUSITIS                                                                     1 (0.2)  [  1]                 

   CONJUNCTIVITIS                                                                        1 (0.2)  [  1]                 

   CYSTITIS                                                                              1 (0.2)  [  1]                 

   FUNGAL INFECTION                                                                      1 (0.2)  [  1]                 

   GASTROENTERITIS                                                                       1 (0.2)  [  1]                 

   HERPES ZOSTER                                                                         2 (0.4)  [  2]                 

   INFECTION                                                                             2 (0.4)  [  2]                 

   INFECTIOUS COLITIS                                                                    1 (0.2)  [  1]                 

   NASOPHARYNGITIS                                                                       2 (0.4)  [  2]                 

   PNEUMONIA                                                                             8 (1.6)  [  8]                 

   SEPSIS                                                                                2 (0.4)  [  2]                 

   STAPHYLOCOCCAL INFECTION                                                              1 (0.2)  [  1]                 

   UPPER RESPIRATORY TRACT INFECTION                                                     2 (0.4)  [  2]                 

   VIRAL INFECTION                                                                       4 (0.8)  [  4]                 

                                                                                                                        

INVESTIGATIONS                                                                           7 (1.4)  [  7]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.3 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BLAST CELLS PRESENT                                                                   1 (0.2)  [  1]                 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                                 1 (0.2)  [  1]                 

   BREATH SOUNDS ABNORMAL                                                                1 (0.2)  [  1]                 

   HAEMOGLOBIN DECREASED                                                                 1 (0.2)  [  1]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.2)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.2)  [  1]                 

   WEIGHT DECREASED                                                                      1 (0.2)  [  1]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       2 (0.4)  [  2]                 

   DECREASED APPETITE                                                                    1 (0.2)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.2)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                      1 (0.2)  [  1]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.2)  [  1]                 

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                 7 (1.4)  [  7]                 

   COGNITIVE DISORDER                                                                    1 (0.2)  [  1]                 

   DIZZINESS                                                                             2 (0.4)  [  2]                 

   PARAESTHESIA                                                                          1 (0.2)  [  1]                 

   PERIPHERAL SENSORY NEUROPATHY                                                         1 (0.2)  [  1]                 

   SENSORY DISTURBANCE                                                                   1 (0.2)  [  1]                 

   SOMNOLENCE                                                                            1 (0.2)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    2 (0.4)  [  2]                 

   DEPRESSION                                                                            1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.3 

                          Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SLEEP DISORDER                                                                        1 (0.2)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                         12 (2.4)  [ 16]                 

   ALVEOLITIS                                                                            1 (0.2)  [  1]                 

   COUGH                                                                                 3 (0.6)  [  3]                 

   DYSPNOEA                                                                              9 (1.8)  [ 10]                 

   PLEURAL FIBROSIS                                                                      1 (0.2)  [  1]                 

   PULMONARY FIBROSIS                                                                    1 (0.2)  [  1]                 

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                   5 (1.0)  [  5]                 

   ALOPECIA                                                                              1 (0.2)  [  1]                 

   NAIL DISORDER                                                                         1 (0.2)  [  1]                 

   NIGHT SWEATS                                                                          1 (0.2)  [  1]                 

   PRURITUS GENERALISED                                                                  1 (0.2)  [  1]                 

   PSORIASIS                                                                             1 (0.2)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.4 

                      Serious Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  10 (3.2)  [ 15]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                     1 (0.3)  [  1]                 

   LEUKOPENIA                                                                            1 (0.3)  [  1]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               1 (0.3)  [  1]                 

   ABDOMINAL PAIN UPPER                                                                  1 (0.3)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                     3 (1.0)  [  3]                 

   CHEST DISCOMFORT                                                                      1 (0.3)  [  1]                 

   DEATH                                                                                 1 (0.3)  [  1]                 

   PYREXIA                                                                               1 (0.3)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                              4 (1.3)  [  4]                 

   BACTERIAL INFECTION                                                                   1 (0.3)  [  1]                 

   PNEUMONIA                                                                             3 (1.0)  [  3]                 

                                                                                                                        

INVESTIGATIONS                                                                           1 (0.3)  [  1]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.3)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    1 (0.3)  [  1]                 

   DEPRESSION                                                                            1 (0.3)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                          2 (0.6)  [  4]                 

   ALVEOLITIS                                                                            1 (0.3)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.4 

                      Serious Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=312)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DYSPNOEA                                                                              2 (0.6)  [  2]                 

   PLEURAL FIBROSIS                                                                      1 (0.3)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 42-04.sas, executed on 07JUL2015 at 13:26                                                    Page 2 of 2 



Page 192 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 42.5 

                      Serious Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  16 (9.0)  [ 48]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                     9 (5.1)  [ 14]                 

   ANAEMIA                                                                               1 (0.6)  [  1]                 

   LEUKOPENIA                                                                            7 (4.0)  [  7]                 

   LYMPHADENOPATHY                                                                       1 (0.6)  [  1]                 

   NEUTROPENIA                                                                           4 (2.3)  [  4]                 

   THROMBOCYTOPENIA                                                                      1 (0.6)  [  1]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               4 (2.3)  [  5]                 

   ABDOMINAL PAIN UPPER                                                                  1 (0.6)  [  1]                 

   DIARRHOEA                                                                             2 (1.1)  [  2]                 

   GASTRITIS                                                                             1 (0.6)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.6)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                     4 (2.3)  [  4]                 

   PAIN                                                                                  2 (1.1)  [  2]                 

   PERFORMANCE STATUS DECREASED                                                          1 (0.6)  [  1]                 

   PYREXIA                                                                               1 (0.6)  [  1]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             12 (6.8)  [ 17]                 

   ANAL ABSCESS                                                                          1 (0.6)  [  1]                 

   BACTERIAL INFECTION                                                                   3 (1.7)  [  3]                 

   BRONCHITIS BACTERIAL                                                                  1 (0.6)  [  1]                 

   GASTROENTERITIS                                                                       1 (0.6)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.5 

                      Serious Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=177)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   HERPES ZOSTER                                                                         1 (0.6)  [  1]                 

   INFECTION                                                                             1 (0.6)  [  1]                 

   INFECTIOUS COLITIS                                                                    1 (0.6)  [  1]                 

   PNEUMONIA                                                                             5 (2.8)  [  5]                 

   SEPSIS                                                                                2 (1.1)  [  2]                 

   VIRAL INFECTION                                                                       1 (0.6)  [  1]                 

                                                                                                                        

INVESTIGATIONS                                                                           2 (1.1)  [  2]                 

   BLAST CELLS PRESENT                                                                   1 (0.6)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.6)  [  1]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       1 (0.6)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.6)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                      1 (0.6)  [  1]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.6)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                          4 (2.3)  [  4]                 

   DYSPNOEA                                                                              3 (1.7)  [  3]                 

   PULMONARY FIBROSIS                                                                    1 (0.6)  [  1]                 

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.6 

                      Serious Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                                  26 (5.3)  [ 63]                 

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                    10 (2.0)  [ 15]                 

   ANAEMIA                                                                               1 (0.2)  [  1]                 

   LEUKOPENIA                                                                            8 (1.6)  [  8]                 

   LYMPHADENOPATHY                                                                       1 (0.2)  [  1]                 

   NEUTROPENIA                                                                           4 (0.8)  [  4]                 

   THROMBOCYTOPENIA                                                                      1 (0.2)  [  1]                 

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                               5 (1.0)  [  6]                 

   ABDOMINAL PAIN UPPER                                                                  2 (0.4)  [  2]                 

   DIARRHOEA                                                                             2 (0.4)  [  2]                 

   GASTRITIS                                                                             1 (0.2)  [  1]                 

   HAEMATOCHEZIA                                                                         1 (0.2)  [  1]                 

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                     7 (1.4)  [  7]                 

   CHEST DISCOMFORT                                                                      1 (0.2)  [  1]                 

   DEATH                                                                                 1 (0.2)  [  1]                 

   PAIN                                                                                  2 (0.4)  [  2]                 

   PERFORMANCE STATUS DECREASED                                                          1 (0.2)  [  1]                 

   PYREXIA                                                                               2 (0.4)  [  2]                 

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                             16 (3.3)  [ 21]                 

   ANAL ABSCESS                                                                          1 (0.2)  [  1]                 

   BACTERIAL INFECTION                                                                   4 (0.8)  [  4]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.6 

                      Serious Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BRONCHITIS BACTERIAL                                                                  1 (0.2)  [  1]                 

   GASTROENTERITIS                                                                       1 (0.2)  [  1]                 

   HERPES ZOSTER                                                                         1 (0.2)  [  1]                 

   INFECTION                                                                             1 (0.2)  [  1]                 

   INFECTIOUS COLITIS                                                                    1 (0.2)  [  1]                 

   PNEUMONIA                                                                             8 (1.6)  [  8]                 

   SEPSIS                                                                                2 (0.4)  [  2]                 

   VIRAL INFECTION                                                                       1 (0.2)  [  1]                 

                                                                                                                        

INVESTIGATIONS                                                                           3 (0.6)  [  3]                 

   BLAST CELLS PRESENT                                                                   1 (0.2)  [  1]                 

   HEPATIC ENZYME INCREASED                                                              1 (0.2)  [  1]                 

   LIVER FUNCTION TEST ABNORMAL                                                          1 (0.2)  [  1]                 

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                       1 (0.2)  [  1]                 

   HYPOKALAEMIA                                                                          1 (0.2)  [  1]                 

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                      1 (0.2)  [  1]                 

   ACUTE MYELOID LEUKAEMIA                                                               1 (0.2)  [  1]                 

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                    1 (0.2)  [  1]                 

   DEPRESSION                                                                            1 (0.2)  [  1]                 

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                          6 (1.2)  [  8]                 

   ALVEOLITIS                                                                            1 (0.2)  [  1]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                      Table 42.6 

                      Serious Adverse Events by Causal Relationship to MabThera – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                    Total (N=490)                  

System Organ Class/                                                                    ————————————————                 

   Preferred Term                                                                        n  (%)    [AE]                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DYSPNOEA                                                                              5 (1.0)  [  5]                 

   PLEURAL FIBROSIS                                                                      1 (0.2)  [  1]                 

   PULMONARY FIBROSIS                                                                    1 (0.2)  [  1]                 

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                        Any                   84 (26.9) [269]     

                                                                               Grade 1              32 (10.3) [ 58]     

                                                                               Grade 2              32 (10.3) [ 53]     

                                                                               Grade 3              12 (3.8)  [ 15]     

                                                                               Grade 4               1 (0.3)  [  1]     

                                                                               No data              66 (21.2) [142]     

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                          Any                   19 (6.1)  [ 40]     

                                                                               Grade 1               8 (2.6)  [ 17]     

                                                                               Grade 2               9 (2.9)  [ 12]     

                                                                               Grade 3               7 (2.2)  [  9]     

                                                                               Grade 4               1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   AGRANULOCYTOSIS                                                            Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ANAEMIA                                                                    Any                    2 (0.6)  [  2]     

                                                                               Grade 1               2 (0.6)  [  2]     

   LEUKOPENIA                                                                 Any                   17 (5.4)  [ 28]     

                                                                               Grade 1               5 (1.6)  [ 11]     

                                                                               Grade 2               8 (2.6)  [  9]     

                                                                               Grade 3               7 (2.2)  [  8]     

   NEUTROPENIA                                                                Any                    6 (1.9)  [  8]     

                                                                               Grade 1               2 (0.6)  [  3]     

                                                                               Grade 2               3 (1.0)  [  3]     

                                                                               Grade 3               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NEUTROPENIA                                                                 Grade 4               1 (0.3)  [  1]     

   THROMBOCYTOPENIA                                                           Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

                                                                                                                        

CARDIAC DISORDERS                                                             Any                    3 (1.0)  [  5]     

                                                                               No data               3 (1.0)  [  5]     

   ARRHYTHMIA                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ATRIOVENTRICULAR BLOCK                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CARDIAC FAILURE                                                            Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CARDIOVASCULAR DISORDER                                                    Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CORONARY ARTERY DISEASE                                                    Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

EAR AND LABYRINTH DISORDERS                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VERTIGO                                                                    Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                    Any                   18 (5.8)  [ 31]     

                                                                               Grade 1               7 (2.2)  [  9]     

                                                                               Grade 2               5 (1.6)  [  8]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

GASTROINTESTINAL DISORDERS                                                     Grade 3               1 (0.3)  [  1]     

                                                                               No data               8 (2.6)  [ 13]     

   ABDOMINAL DISCOMFORT                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ABDOMINAL PAIN LOWER                                                       Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

   ABDOMINAL PAIN UPPER                                                       Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   COLITIS MICROSCOPIC                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   COLITIS ULCERATIVE                                                         Any                    1 (0.3)  [  1]     

                                                                               Grade 2               1 (0.3)  [  1]     

   CONSTIPATION                                                               Any                    2 (0.6)  [  3]     

                                                                               Grade 1               1 (0.3)  [  1]     

                                                                               Grade 2               1 (0.3)  [  2]     

   DIARRHOEA                                                                  Any                    8 (2.6)  [  8]     

                                                                               Grade 1               6 (1.9)  [  6]     

                                                                               Grade 2               1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   DYSPEPSIA                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   GASTROINTESTINAL HAEMORRHAGE                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   GINGIVAL SWELLING                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   HAEMATOCHEZIA                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HAEMORRHOIDS                                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NAUSEA                                                                     Any                    4 (1.3)  [  4]     

                                                                               Grade 1               1 (0.3)  [  1]     

                                                                               Grade 2               3 (1.0)  [  3]     

   ORAL DISCOMFORT                                                            Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ORAL MUCOSAL ERYTHEMA                                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   TONGUE COATED                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VOMITING                                                                   Any                    1 (0.3)  [  2]     

                                                                               Grade 2               1 (0.3)  [  1]     

                                                                               Grade 3               1 (0.3)  [  1]     

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                          Any                   25 (8.0)  [ 36]     

                                                                               Grade 1              11 (3.5)  [ 13]     

                                                                               Grade 2               7 (2.2)  [  8]     

                                                                               No data              13 (4.2)  [ 15]     

   ASTHENIA                                                                   Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   CHEST DISCOMFORT                                                           Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CHILLS                                                                     Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

   DEATH                                                                      Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   FATIGUE                                                                    Any                    8 (2.6)  [  8]     

                                                                               Grade 1               2 (0.6)  [  2]     

                                                                               No data               6 (1.9)  [  6]     

   GENERAL PHYSICAL HEALTH DETERIORATION                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   INFLUENZA LIKE ILLNESS                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   MUCOSAL INFLAMMATION                                                       Any                    1 (0.3)  [  1]     

                                                                               Grade 2               1 (0.3)  [  1]     

   PAIN                                                                       Any                    6 (1.9)  [  7]     

                                                                               Grade 1               3 (1.0)  [  4]     

                                                                               Grade 2               3 (1.0)  [  3]     

   PYREXIA                                                                    Any                    8 (2.6)  [ 11]     

                                                                               Grade 1               6 (1.9)  [  6]     

                                                                               Grade 2               3 (1.0)  [  4]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

HEPATOBILIARY DISORDERS                                                       Any                    3 (1.0)  [  4]     

                                                                               No data               3 (1.0)  [  4]     

   BILE DUCT STENOSIS                                                         Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CHOLELITHIASIS                                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HEPATIC STEATOSIS                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LIVER INJURY                                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                       Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

   HYPERSENSITIVITY                                                           Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                   Any                   27 (8.7)  [ 47]     

                                                                               Grade 1               5 (1.6)  [  5]     

                                                                               Grade 2              15 (4.8)  [ 21]     

                                                                               Grade 3               3 (1.0)  [  3]     

                                                                               No data              12 (3.8)  [ 18]     

   BACTERIAL INFECTION                                                        Any                    9 (2.9)  [ 17]     

                                                                               Grade 2               7 (2.2)  [ 11]     

                                                                               Grade 3               2 (0.6)  [  2]     

                                                                               No data               1 (0.3)  [  4]     

   BRONCHIOLITIS                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   BRONCHITIS                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CHRONIC SINUSITIS                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   FOLLICULITIS                                                               Any                    1 (0.3)  [  2]     

                                                                               No data               1 (0.3)  [  2]     

   FUNGAL INFECTION                                                           Any                    2 (0.6)  [  2]     

                                                                               Grade 2               2 (0.6)  [  2]     

   GASTROINTESTINAL INFECTION                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HAEMOPHILUS SEPSIS                                                         Any                    1 (0.3)  [  1]     

                                                                               Grade 3               1 (0.3)  [  1]     

   HERPES ZOSTER                                                              Any                    4 (1.3)  [  4]     

                                                                               Grade 2               4 (1.3)  [  4]     

   INFECTION                                                                  Any                    4 (1.3)  [  4]     

                                                                               Grade 1               2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   LUNG INFECTION                                                             Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   NASOPHARYNGITIS                                                            Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

   PNEUMONIA                                                                  Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   STAPHYLOCOCCAL INFECTION                                                   Any                    1 (0.3)  [  1]     

                                                                               Grade 2               1 (0.3)  [  1]     

   UPPER RESPIRATORY TRACT INFECTION                                          Any                    2 (0.6)  [  2]     

                                                                               Grade 1               2 (0.6)  [  2]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   VIRAL INFECTION                                                            Any                    4 (1.3)  [  4]     

                                                                               Grade 2               3 (1.0)  [  3]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                Any                    4 (1.3)  [  5]     

                                                                               No data               4 (1.3)  [  5]     

   CONCUSSION                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   EXPOSURE DURING PREGNANCY                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   FALL                                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   INCISIONAL HERNIA                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   WOUND SECRETION                                                            Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

INVESTIGATIONS                                                                Any                   21 (6.7)  [ 31]     

                                                                               Grade 1               6 (1.9)  [  8]     

                                                                               Grade 2               1 (0.3)  [  1]     

                                                                               No data              15 (4.8)  [ 22]     

   ALANINE AMINOTRANSFERASE INCREASED                                         Any                    3 (1.0)  [  3]     

                                                                               Grade 1               2 (0.6)  [  2]     

                                                                               No data               1 (0.3)  [  1]     

   ASPARTATE AMINOTRANSFERASE INCREASED                                       Any                    3 (1.0)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ASPARTATE AMINOTRANSFERASE INCREASED                                        Grade 1               1 (0.3)  [  1]     

                                                                               No data               2 (0.6)  [  2]     

   B-LYMPHOCYTE COUNT DECREASED                                               Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   BETA 2 MICROGLOBULIN INCREASED                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   BLOOD ALKALINE PHOSPHATASE INCREASED                                       Any                    2 (0.6)  [  3]     

                                                                               Grade 1               1 (0.3)  [  2]     

                                                                               No data               1 (0.3)  [  1]     

   BLOOD LACTATE DEHYDROGENASE INCREASED                                      Any                    8 (2.6)  [ 10]     

                                                                               Grade 1               2 (0.6)  [  2]     

                                                                               No data               6 (1.9)  [  8]     

   BREATH SOUNDS ABNORMAL                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   C-REACTIVE PROTEIN INCREASED                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   GAMMA-GLUTAMYLTRANSFERASE INCREASED                                        Any                    1 (0.3)  [  1]     

                                                                               Grade 2               1 (0.3)  [  1]     

   HAEMOGLOBIN DECREASED                                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HEPATIC ENZYME INCREASED                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   TRANSAMINASES INCREASED                                                    Any                    2 (0.6)  [  2]     

                                                                               Grade 1               1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   WEIGHT DECREASED                                                           Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                               Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   BONE PAIN                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   MUSCULOSKELETAL PAIN                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SPINAL PAIN                                                                Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)           Any                   12 (3.8)  [ 15]     

                                                                               No data              12 (3.8)  [ 15]     

   B-CELL LYMPHOMA RECURRENT                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   BRONCHIAL CARCINOMA                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HODGKIN'S DISEASE                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LYMPHOMA                                                                   Any                    1 (0.3)  [  2]     

                                                                               No data               1 (0.3)  [  2]     

   MALIGNANT NEOPLASM PROGRESSION                                             Any                    4 (1.3)  [  4]     

                                                                               No data               4 (1.3)  [  4]     

   METASTASES TO LUNG                                                         Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   METASTASES TO LUNG                                                          No data               1 (0.3)  [  1]     

   NEOPLASM MALIGNANT                                                         Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NON-HODGKIN'S LYMPHOMA                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   PROSTATE CANCER                                                            Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   RENAL CANCER                                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                      Any                    6 (1.9)  [  8]     

                                                                               No data               6 (1.9)  [  8]     

   DIZZINESS                                                                  Any                    3 (1.0)  [  4]     

                                                                               No data               3 (1.0)  [  4]     

   HEADACHE                                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   POLYNEUROPATHY                                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SENSORY DISTURBANCE                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   TREMOR                                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ABORTION SPONTANEOUS                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

PSYCHIATRIC DISORDERS                                                         Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   DEPRESSION                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SLEEP DISORDER                                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   PREMATURE MENOPAUSE                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                               Any                   12 (3.8)  [ 18]     

                                                                               Grade 1               3 (1.0)  [  3]     

                                                                               Grade 2               2 (0.6)  [  2]     

                                                                               Grade 3               2 (0.6)  [  2]     

                                                                               No data               7 (2.2)  [ 11]     

   ALVEOLITIS                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   COUGH                                                                      Any                    4 (1.3)  [  4]     

                                                                               Grade 2               1 (0.3)  [  1]     

                                                                               No data               3 (1.0)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DYSPNOEA                                                                   Any                    7 (2.2)  [  7]     

                                                                               Grade 1               3 (1.0)  [  3]     

                                                                               Grade 2               1 (0.3)  [  1]     

                                                                               Grade 3               2 (0.6)  [  2]     

                                                                               No data               1 (0.3)  [  1]     

   EPISTAXIS                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LUNG DISORDER                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LUNG INFILTRATION                                                          Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   PLEURAL FIBROSIS                                                           Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                        Any                   14 (4.5)  [ 15]     

                                                                               Grade 1               2 (0.6)  [  2]     

                                                                               Grade 2               1 (0.3)  [  1]     

                                                                               No data              12 (3.8)  [ 12]     

   ALOPECIA                                                                   Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

   ERYTHEMA                                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   EXFOLIATIVE RASH                                                           Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HYPERHIDROSIS                                                              Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   HYPERHIDROSIS                                                               No data               1 (0.3)  [  1]     

   NAIL DISORDER                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NIGHT SWEATS                                                               Any                    6 (1.9)  [  6]     

                                                                               No data               6 (1.9)  [  6]     

   PSORIASIS                                                                  Any                    1 (0.3)  [  1]     

                                                                               Grade 1               1 (0.3)  [  1]     

   RASH                                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SKIN DISORDER                                                              Any                    1 (0.3)  [  1]     

                                                                               Grade 2               1 (0.3)  [  1]     

   SKIN LESION                                                                Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

VASCULAR DISORDERS                                                            Any                    4 (1.3)  [  5]     

                                                                               No data               4 (1.3)  [  5]     

   HAEMATOMA                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SHOCK HAEMORRHAGIC                                                         Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SUBCLAVIAN VEIN THROMBOSIS                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VENOUS THROMBOSIS                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VENOUS THROMBOSIS LIMB                                                     Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.1 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   VENOUS THROMBOSIS LIMB                                                      No data               1 (0.3)  [  1]     

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                        Any                   69 (39.0) [290]     

                                                                               Grade 1              27 (15.3) [ 51]     

                                                                               Grade 2              35 (19.8) [ 74]     

                                                                               Grade 3              24 (13.6) [ 49]     

                                                                               Grade 4               5 (2.8)  [ 11]     

                                                                               No data              45 (25.4) [105]     

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                          Any                   31 (17.5) [ 90]     

                                                                               Grade 1              11 (6.2)  [ 22]     

                                                                               Grade 2              16 (9.0)  [ 29]     

                                                                               Grade 3              10 (5.6)  [ 25]     

                                                                               Grade 4               4 (2.3)  [  6]     

                                                                               No data               7 (4.0)  [  8]     

   ANAEMIA                                                                    Any                    3 (1.7)  [  3]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                               No data               2 (1.1)  [  2]     

   BONE MARROW FAILURE                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   FEBRILE NEUTROPENIA                                                        Any                    1 (0.6)  [  1]     

                                                                               Grade 4               1 (0.6)  [  1]     

   LEUKOPENIA                                                                 Any                   25 (14.1) [ 56]     

                                                                               Grade 1               9 (5.1)  [ 14]     

                                                                               Grade 2              13 (7.3)  [ 23]     

                                                                               Grade 3               7 (4.0)  [ 16]     

                                                                               Grade 4               2 (1.1)  [  2]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   LEUKOPENIA                                                                  No data               1 (0.6)  [  1]     

   LYMPHADENOPATHY                                                            Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   NEUTROPENIA                                                                Any                    8 (4.5)  [ 17]     

                                                                               Grade 1               1 (0.6)  [  2]     

                                                                               Grade 2               3 (1.7)  [  3]     

                                                                               Grade 3               5 (2.8)  [  8]     

                                                                               Grade 4               2 (1.1)  [  3]     

                                                                               No data               1 (0.6)  [  1]     

   PANCYTOPENIA                                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   THROMBOCYTOPENIA                                                           Any                    7 (4.0)  [  9]     

                                                                               Grade 1               5 (2.8)  [  6]     

                                                                               Grade 2               2 (1.1)  [  2]     

                                                                               Grade 3               1 (0.6)  [  1]     

                                                                                                                        

ENDOCRINE DISORDERS                                                           Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HYPERTHYROIDISM                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                    Any                   14 (7.9)  [ 20]     

                                                                               Grade 1               6 (3.4)  [  6]     

                                                                               Grade 2               3 (1.7)  [  4]     

                                                                               Grade 3               3 (1.7)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

GASTROINTESTINAL DISORDERS                                                     No data               6 (3.4)  [  7]     

   ABDOMINAL DISTENSION                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   ABDOMINAL PAIN                                                             Any                    1 (0.6)  [  1]     

                                                                               Grade 3               1 (0.6)  [  1]     

   ABDOMINAL PAIN UPPER                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CONSTIPATION                                                               Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

   DIARRHOEA                                                                  Any                    6 (3.4)  [  6]     

                                                                               Grade 1               2 (1.1)  [  2]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                               Grade 3               2 (1.1)  [  2]     

                                                                               No data               1 (0.6)  [  1]     

   DYSPEPSIA                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   GASTRITIS                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HAEMATOCHEZIA                                                              Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   MELAENA                                                                    Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   NAUSEA                                                                     Any                    2 (1.1)  [  2]     

                                                                               Grade 1               1 (0.6)  [  1]     

                                                                               Grade 2               1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   VOMITING                                                                   Any                    2 (1.1)  [  4]     

                                                                               Grade 1               2 (1.1)  [  2]     

                                                                               Grade 2               1 (0.6)  [  2]     

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                          Any                   22 (12.4) [ 41]     

                                                                               Grade 1               8 (4.5)  [ 10]     

                                                                               Grade 2               8 (4.5)  [ 11]     

                                                                               Grade 3               4 (2.3)  [  4]     

                                                                               No data              11 (6.2)  [ 16]     

   ASTHENIA                                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CHILLS                                                                     Any                    4 (2.3)  [  4]     

                                                                               Grade 1               4 (2.3)  [  4]     

   DEATH                                                                      Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   DISEASE PROGRESSION                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   EXERCISE TOLERANCE DECREASED                                               Any                    1 (0.6)  [  2]     

                                                                               No data               1 (0.6)  [  2]     

   FATIGUE                                                                    Any                    6 (3.4)  [  9]     

                                                                               No data               6 (3.4)  [  9]     

   ILL-DEFINED DISORDER                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PAIN                                                                       Any                   12 (6.8)  [ 14]     

                                                                               Grade 1               2 (1.1)  [  2]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PAIN                                                                        Grade 2               7 (4.0)  [  8]     

                                                                               Grade 3               4 (2.3)  [  4]     

   PERFORMANCE STATUS DECREASED                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PYREXIA                                                                    Any                    6 (3.4)  [  7]     

                                                                               Grade 1               4 (2.3)  [  4]     

                                                                               Grade 2               2 (1.1)  [  3]     

                                                                                                                        

HEPATOBILIARY DISORDERS                                                       Any                    2 (1.1)  [  3]     

                                                                               No data               2 (1.1)  [  3]     

   DRUG-INDUCED LIVER INJURY                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HEPATITIS                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   LIVER DISORDER                                                             Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   IMMUNODEFICIENCY                                                           Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                   Any                   33 (18.6) [ 63]     

                                                                               Grade 1               3 (1.7)  [  4]     

                                                                               Grade 2              15 (8.5)  [ 22]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 43-01-02.sas, executed on 07JUL2015 at 13:26                                               Page  5 of 14



Page 217 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

INFECTIONS AND INFESTATIONS                                                    Grade 3              12 (6.8)  [ 13]     

                                                                               Grade 4               2 (1.1)  [  3]     

                                                                               No data              14 (7.9)  [ 21]     

   ANAL ABSCESS                                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   ATYPICAL PNEUMONIA                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   BACTERIAL INFECTION                                                        Any                   18 (10.2) [ 25]     

                                                                               Grade 2              12 (6.8)  [ 17]     

                                                                               Grade 3               6 (3.4)  [  6]     

                                                                               Grade 4               2 (1.1)  [  2]     

   BRONCHITIS                                                                 Any                    1 (0.6)  [  2]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   BRONCHITIS BACTERIAL                                                       Any                    1 (0.6)  [  1]     

                                                                               Grade 3               1 (0.6)  [  1]     

   BRONCHOPNEUMONIA                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 2               1 (0.6)  [  1]     

   CONJUNCTIVITIS                                                             Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CYSTITIS                                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CYTOMEGALOVIRUS INFECTION                                                  Any                    1 (0.6)  [  1]     

                                                                               Grade 3               1 (0.6)  [  1]     

   DIVERTICULITIS                                                             Any                    1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DIVERTICULITIS                                                              No data               1 (0.6)  [  1]     

   ERYSIPELAS                                                                 Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

   FUNGAL INFECTION                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 2               1 (0.6)  [  1]     

   GASTROENTERITIS                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HERPES ZOSTER                                                              Any                    2 (1.1)  [  2]     

                                                                               Grade 3               2 (1.1)  [  2]     

   INFECTION                                                                  Any                    3 (1.7)  [  3]     

                                                                               Grade 1               1 (0.6)  [  1]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   INFECTIOUS COLITIS                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   NASOPHARYNGITIS                                                            Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

   PNEUMONIA                                                                  Any                    7 (4.0)  [  7]     

                                                                               Grade 3               1 (0.6)  [  1]     

                                                                               No data               6 (3.4)  [  6]     

   ROTAVIRUS INFECTION                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   SEPSIS                                                                     Any                    4 (2.3)  [  4]     

                                                                               Grade 3               1 (0.6)  [  1]     

                                                                               No data               3 (1.7)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SPUTUM PURULENT                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   UPPER RESPIRATORY TRACT INFECTION                                          Any                    1 (0.6)  [  1]     

                                                                               Grade 3               1 (0.6)  [  1]     

   URINARY TRACT INFECTION                                                    Any                    2 (1.1)  [  2]     

                                                                               Grade 1               1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   VIRAL INFECTION                                                            Any                    2 (1.1)  [  2]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                               Grade 4               1 (0.6)  [  1]     

                                                                                                                        

INVESTIGATIONS                                                                Any                   11 (6.2)  [ 11]     

                                                                               Grade 1               4 (2.3)  [  4]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                               No data               6 (3.4)  [  6]     

   ALANINE AMINOTRANSFERASE INCREASED                                         Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   ASPARTATE AMINOTRANSFERASE INCREASED                                       Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

   B-LYMPHOCYTE COUNT DECREASED                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   BLAST CELLS PRESENT                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   BLOOD CREATININE INCREASED                                                 Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BLOOD LACTATE DEHYDROGENASE INCREASED                                      Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HAEMOGLOBIN DECREASED                                                      Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

   LIVER FUNCTION TEST ABNORMAL                                               Any                    1 (0.6)  [  1]     

                                                                               Grade 2               1 (0.6)  [  1]     

   WEIGHT DECREASED                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                            Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   DECREASED APPETITE                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HYPOKALAEMIA                                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                               Any                    2 (1.1)  [  3]     

                                                                               No data               2 (1.1)  [  3]     

   ARTHRALGIA                                                                 Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   MUSCLE SPASMS                                                              Any                    1 (0.6)  [  2]     

                                                                               No data               1 (0.6)  [  2]     

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)           Any                    8 (4.5)  [ 10]     

                                                                               No data               8 (4.5)  [ 10]     

   ACUTE MYELOID LEUKAEMIA                                                    Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   B-CELL LYMPHOMA                                                            Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   BREAST CANCER METASTATIC                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   MALIGNANT NEOPLASM PROGRESSION                                             Any                    4 (2.3)  [  4]     

                                                                               No data               4 (2.3)  [  4]     

   METASTASIS                                                                 Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   MYELODYSPLASTIC SYNDROME                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                      Any                   10 (5.6)  [ 12]     

                                                                               Grade 1               1 (0.6)  [  2]     

                                                                               Grade 2               3 (1.7)  [  3]     

                                                                               No data               7 (4.0)  [  7]     

   APHASIA                                                                    Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

   BALANCE DISORDER                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 1               1 (0.6)  [  1]     

   CEREBROVASCULAR ACCIDENT                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   COGNITIVE DISORDER                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   DIZZINESS                                                                  Any                    3 (1.7)  [  3]     

                                                                               No data               3 (1.7)  [  3]     

   PARAESTHESIA                                                               Any                    1 (0.6)  [  1]     

                                                                               Grade 2               1 (0.6)  [  1]     

   PERIPHERAL SENSORY NEUROPATHY                                              Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   POLYNEUROPATHY                                                             Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   SOMNOLENCE                                                                 Any                    2 (1.1)  [  2]     

                                                                               Grade 2               2 (1.1)  [  2]     

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PREGNANCY                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

PSYCHIATRIC DISORDERS                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   DEPRESSION                                                                 Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                               Any                   13 (7.3)  [ 22]     

                                                                               Grade 1               2 (1.1)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                Grade 2               3 (1.7)  [  3]     

                                                                               Grade 3               2 (1.1)  [  3]     

                                                                               Grade 4               1 (0.6)  [  1]     

                                                                               No data               6 (3.4)  [ 12]     

   ACUTE RESPIRATORY FAILURE                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   COUGH                                                                      Any                    3 (1.7)  [  4]     

                                                                               No data               3 (1.7)  [  4]     

   DYSPNOEA                                                                   Any                    7 (4.0)  [ 10]     

                                                                               Grade 1               2 (1.1)  [  3]     

                                                                               Grade 2               3 (1.7)  [  3]     

                                                                               Grade 3               2 (1.1)  [  3]     

                                                                               Grade 4               1 (0.6)  [  1]     

   PLEURAL EFFUSION                                                           Any                    1 (0.6)  [  2]     

                                                                               No data               1 (0.6)  [  2]     

   PRODUCTIVE COUGH                                                           Any                    2 (1.1)  [  3]     

                                                                               No data               2 (1.1)  [  3]     

   PULMONARY FIBROSIS                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PULMONARY HAEMORRHAGE                                                      Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                        Any                    5 (2.8)  [  5]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                               Grade 3               1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                         No data               3 (1.7)  [  3]     

   PRURITUS                                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PRURITUS GENERALISED                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PSORIASIS                                                                  Any                    1 (0.6)  [  1]     

                                                                               Grade 3               1 (0.6)  [  1]     

   RASH MACULO-PAPULAR                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   SKIN DISORDER                                                              Any                    1 (0.6)  [  1]     

                                                                               Grade 2               1 (0.6)  [  1]     

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HOSPITALISATION                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

VASCULAR DISORDERS                                                            Any                    2 (1.1)  [  3]     

                                                                               Grade 4               1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  2]     

   AORTIC ANEURYSM                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HYPOTENSION                                                                Any                    1 (0.6)  [  1]     

                                                                               Grade 4               1 (0.6)  [  1]     

   SHOCK                                                                      Any                    1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.2 

                                 Adverse Events by Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SHOCK                                                                       No data               1 (0.6)  [  1]     

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                        Any                  154 (31.4) [560]     

                                                                               Grade 1              59 (12.0) [109]     

                                                                               Grade 2              67 (13.7) [127]     

                                                                               Grade 3              36 (7.3)  [ 64]     

                                                                               Grade 4               6 (1.2)  [ 12]     

                                                                               No data             112 (22.9) [248]     

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                          Any                   50 (10.2) [130]     

                                                                               Grade 1              19 (3.9)  [ 39]     

                                                                               Grade 2              25 (5.1)  [ 41]     

                                                                               Grade 3              17 (3.5)  [ 34]     

                                                                               Grade 4               5 (1.0)  [  7]     

                                                                               No data               8 (1.6)  [  9]     

   AGRANULOCYTOSIS                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ANAEMIA                                                                    Any                    5 (1.0)  [  5]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               Grade 2               1 (0.2)  [  1]     

                                                                               No data               2 (0.4)  [  2]     

   BONE MARROW FAILURE                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   FEBRILE NEUTROPENIA                                                        Any                    1 (0.2)  [  1]     

                                                                               Grade 4               1 (0.2)  [  1]     

   LEUKOPENIA                                                                 Any                   42 (8.6)  [ 84]     

                                                                               Grade 1              14 (2.9)  [ 25]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   LEUKOPENIA                                                                  Grade 2              21 (4.3)  [ 32]     

                                                                               Grade 3              14 (2.9)  [ 24]     

                                                                               Grade 4               2 (0.4)  [  2]     

                                                                               No data               1 (0.2)  [  1]     

   LYMPHADENOPATHY                                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   NEUTROPENIA                                                                Any                   14 (2.9)  [ 25]     

                                                                               Grade 1               3 (0.6)  [  5]     

                                                                               Grade 2               6 (1.2)  [  6]     

                                                                               Grade 3               6 (1.2)  [  9]     

                                                                               Grade 4               3 (0.6)  [  4]     

                                                                               No data               1 (0.2)  [  1]     

   PANCYTOPENIA                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   THROMBOCYTOPENIA                                                           Any                    8 (1.6)  [ 10]     

                                                                               Grade 1               6 (1.2)  [  7]     

                                                                               Grade 2               2 (0.4)  [  2]     

                                                                               Grade 3               1 (0.2)  [  1]     

                                                                                                                        

CARDIAC DISORDERS                                                             Any                    3 (0.6)  [  5]     

                                                                               No data               3 (0.6)  [  5]     

   ARRHYTHMIA                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ATRIOVENTRICULAR BLOCK                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CARDIAC FAILURE                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CARDIOVASCULAR DISORDER                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CORONARY ARTERY DISEASE                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

EAR AND LABYRINTH DISORDERS                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VERTIGO                                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

ENDOCRINE DISORDERS                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPERTHYROIDISM                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                    Any                   32 (6.5)  [ 51]     

                                                                               Grade 1              13 (2.7)  [ 15]     

                                                                               Grade 2               8 (1.6)  [ 12]     

                                                                               Grade 3               4 (0.8)  [  4]     

                                                                               No data              14 (2.9)  [ 20]     

   ABDOMINAL DISCOMFORT                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ABDOMINAL DISTENSION                                                       Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ABDOMINAL DISTENSION                                                        No data               1 (0.2)  [  1]     

   ABDOMINAL PAIN                                                             Any                    1 (0.2)  [  1]     

                                                                               Grade 3               1 (0.2)  [  1]     

   ABDOMINAL PAIN LOWER                                                       Any                    1 (0.2)  [  1]     

                                                                               Grade 1               1 (0.2)  [  1]     

   ABDOMINAL PAIN UPPER                                                       Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   COLITIS MICROSCOPIC                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   COLITIS ULCERATIVE                                                         Any                    1 (0.2)  [  1]     

                                                                               Grade 2               1 (0.2)  [  1]     

   CONSTIPATION                                                               Any                    3 (0.6)  [  4]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               Grade 2               1 (0.2)  [  2]     

   DIARRHOEA                                                                  Any                   14 (2.9)  [ 14]     

                                                                               Grade 1               8 (1.6)  [  8]     

                                                                               Grade 2               2 (0.4)  [  2]     

                                                                               Grade 3               2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   DYSPEPSIA                                                                  Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   GASTRITIS                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   GASTROINTESTINAL HAEMORRHAGE                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   GINGIVAL SWELLING                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HAEMATOCHEZIA                                                              Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   HAEMORRHOIDS                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MELAENA                                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NAUSEA                                                                     Any                    6 (1.2)  [  6]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               Grade 2               4 (0.8)  [  4]     

   ORAL DISCOMFORT                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ORAL MUCOSAL ERYTHEMA                                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   TONGUE COATED                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VOMITING                                                                   Any                    3 (0.6)  [  6]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               Grade 2               2 (0.4)  [  3]     

                                                                               Grade 3               1 (0.2)  [  1]     

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                          Any                   48 (9.8)  [ 78]     

                                                                               Grade 1              19 (3.9)  [ 23]     

                                                                               Grade 2              15 (3.1)  [ 19]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                           Grade 3               4 (0.8)  [  4]     

                                                                               No data              25 (5.1)  [ 32]     

   ASTHENIA                                                                   Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   CHEST DISCOMFORT                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CHILLS                                                                     Any                    5 (1.0)  [  5]     

                                                                               Grade 1               5 (1.0)  [  5]     

   DEATH                                                                      Any                    5 (1.0)  [  5]     

                                                                               No data               5 (1.0)  [  5]     

   DISEASE PROGRESSION                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   EXERCISE TOLERANCE DECREASED                                               Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   FATIGUE                                                                    Any                   14 (2.9)  [ 17]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               No data              12 (2.4)  [ 15]     

   GENERAL PHYSICAL HEALTH DETERIORATION                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ILL-DEFINED DISORDER                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   INFLUENZA LIKE ILLNESS                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MUCOSAL INFLAMMATION                                                       Any                    1 (0.2)  [  1]     

                                                                               Grade 2               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 43-01-03.sas, executed on 07JUL2015 at 13:26                                               Page  6 of 21



Page 232 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PAIN                                                                       Any                   18 (3.7)  [ 21]     

                                                                               Grade 1               5 (1.0)  [  6]     

                                                                               Grade 2              10 (2.0)  [ 11]     

                                                                               Grade 3               4 (0.8)  [  4]     

   PERFORMANCE STATUS DECREASED                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PYREXIA                                                                    Any                   14 (2.9)  [ 18]     

                                                                               Grade 1              10 (2.0)  [ 10]     

                                                                               Grade 2               5 (1.0)  [  7]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

HEPATOBILIARY DISORDERS                                                       Any                    5 (1.0)  [  7]     

                                                                               No data               5 (1.0)  [  7]     

   BILE DUCT STENOSIS                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CHOLELITHIASIS                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   DRUG-INDUCED LIVER INJURY                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HEPATIC STEATOSIS                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HEPATITIS                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LIVER DISORDER                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   LIVER INJURY                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                       Any                    2 (0.4)  [  2]     

                                                                               Grade 1               1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPERSENSITIVITY                                                           Any                    1 (0.2)  [  1]     

                                                                               Grade 1               1 (0.2)  [  1]     

   IMMUNODEFICIENCY                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                   Any                   60 (12.2) [110]     

                                                                               Grade 1               8 (1.6)  [  9]     

                                                                               Grade 2              30 (6.1)  [ 43]     

                                                                               Grade 3              15 (3.1)  [ 16]     

                                                                               Grade 4               2 (0.4)  [  3]     

                                                                               No data              26 (5.3)  [ 39]     

   ANAL ABSCESS                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ATYPICAL PNEUMONIA                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BACTERIAL INFECTION                                                        Any                   27 (5.5)  [ 42]     

                                                                               Grade 2              19 (3.9)  [ 28]     

                                                                               Grade 3               8 (1.6)  [  8]     

                                                                               Grade 4               2 (0.4)  [  2]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BACTERIAL INFECTION                                                         No data               1 (0.2)  [  4]     

   BRONCHIOLITIS                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BRONCHITIS                                                                 Any                    2 (0.4)  [  3]     

                                                                               Grade 2               1 (0.2)  [  1]     

                                                                               No data               2 (0.4)  [  2]     

   BRONCHITIS BACTERIAL                                                       Any                    1 (0.2)  [  1]     

                                                                               Grade 3               1 (0.2)  [  1]     

   BRONCHOPNEUMONIA                                                           Any                    1 (0.2)  [  1]     

                                                                               Grade 2               1 (0.2)  [  1]     

   CHRONIC SINUSITIS                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CONJUNCTIVITIS                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CYSTITIS                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CYTOMEGALOVIRUS INFECTION                                                  Any                    1 (0.2)  [  1]     

                                                                               Grade 3               1 (0.2)  [  1]     

   DIVERTICULITIS                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ERYSIPELAS                                                                 Any                    1 (0.2)  [  1]     

                                                                               Grade 1               1 (0.2)  [  1]     

   FOLLICULITIS                                                               Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   FUNGAL INFECTION                                                           Any                    3 (0.6)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   FUNGAL INFECTION                                                            Grade 2               3 (0.6)  [  3]     

   GASTROENTERITIS                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   GASTROINTESTINAL INFECTION                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HAEMOPHILUS SEPSIS                                                         Any                    1 (0.2)  [  1]     

                                                                               Grade 3               1 (0.2)  [  1]     

   HERPES ZOSTER                                                              Any                    6 (1.2)  [  6]     

                                                                               Grade 2               4 (0.8)  [  4]     

                                                                               Grade 3               2 (0.4)  [  2]     

   INFECTION                                                                  Any                    7 (1.4)  [  7]     

                                                                               Grade 1               3 (0.6)  [  3]     

                                                                               Grade 2               1 (0.2)  [  1]     

                                                                               No data               3 (0.6)  [  3]     

   INFECTIOUS COLITIS                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LUNG INFECTION                                                             Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   NASOPHARYNGITIS                                                            Any                    2 (0.4)  [  2]     

                                                                               Grade 1               2 (0.4)  [  2]     

   PNEUMONIA                                                                  Any                   10 (2.0)  [ 10]     

                                                                               Grade 3               1 (0.2)  [  1]     

                                                                               No data               9 (1.8)  [  9]     

   ROTAVIRUS INFECTION                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SEPSIS                                                                     Any                    4 (0.8)  [  4]     

                                                                               Grade 3               1 (0.2)  [  1]     

                                                                               No data               3 (0.6)  [  3]     

   SPUTUM PURULENT                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   STAPHYLOCOCCAL INFECTION                                                   Any                    1 (0.2)  [  1]     

                                                                               Grade 2               1 (0.2)  [  1]     

   UPPER RESPIRATORY TRACT INFECTION                                          Any                    3 (0.6)  [  3]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               Grade 3               1 (0.2)  [  1]     

   URINARY TRACT INFECTION                                                    Any                    2 (0.4)  [  2]     

                                                                               Grade 1               1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VIRAL INFECTION                                                            Any                    6 (1.2)  [  6]     

                                                                               Grade 2               4 (0.8)  [  4]     

                                                                               Grade 4               1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                Any                    4 (0.8)  [  5]     

                                                                               No data               4 (0.8)  [  5]     

   CONCUSSION                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   EXPOSURE DURING PREGNANCY                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   FALL                                                                       Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   FALL                                                                        No data               1 (0.2)  [  1]     

   INCISIONAL HERNIA                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   WOUND SECRETION                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

INVESTIGATIONS                                                                Any                   32 (6.5)  [ 42]     

                                                                               Grade 1              10 (2.0)  [ 12]     

                                                                               Grade 2               2 (0.4)  [  2]     

                                                                               No data              21 (4.3)  [ 28]     

   ALANINE AMINOTRANSFERASE INCREASED                                         Any                    5 (1.0)  [  5]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               No data               3 (0.6)  [  3]     

   ASPARTATE AMINOTRANSFERASE INCREASED                                       Any                    4 (0.8)  [  4]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   B-LYMPHOCYTE COUNT DECREASED                                               Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   BETA 2 MICROGLOBULIN INCREASED                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BLAST CELLS PRESENT                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BLOOD ALKALINE PHOSPHATASE INCREASED                                       Any                    2 (0.4)  [  3]     

                                                                               Grade 1               1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BLOOD CREATININE INCREASED                                                 Any                    1 (0.2)  [  1]     

                                                                               Grade 1               1 (0.2)  [  1]     

   BLOOD LACTATE DEHYDROGENASE INCREASED                                      Any                    9 (1.8)  [ 11]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               No data               7 (1.4)  [  9]     

   BREATH SOUNDS ABNORMAL                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   C-REACTIVE PROTEIN INCREASED                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   GAMMA-GLUTAMYLTRANSFERASE INCREASED                                        Any                    1 (0.2)  [  1]     

                                                                               Grade 2               1 (0.2)  [  1]     

   HAEMOGLOBIN DECREASED                                                      Any                    2 (0.4)  [  2]     

                                                                               Grade 1               1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HEPATIC ENZYME INCREASED                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LIVER FUNCTION TEST ABNORMAL                                               Any                    1 (0.2)  [  1]     

                                                                               Grade 2               1 (0.2)  [  1]     

   TRANSAMINASES INCREASED                                                    Any                    2 (0.4)  [  2]     

                                                                               Grade 1               1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   WEIGHT DECREASED                                                           Any                    3 (0.6)  [  3]     

                                                                               Grade 1               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   WEIGHT DECREASED                                                            No data               2 (0.4)  [  2]     

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   DECREASED APPETITE                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPOKALAEMIA                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                               Any                    5 (1.0)  [  6]     

                                                                               No data               5 (1.0)  [  6]     

   ARTHRALGIA                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BONE PAIN                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MUSCLE SPASMS                                                              Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   MUSCULOSKELETAL PAIN                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SPINAL PAIN                                                                Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)           Any                   20 (4.1)  [ 25]     

                                                                               No data              20 (4.1)  [ 25]     

   ACUTE MYELOID LEUKAEMIA                                                    Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ACUTE MYELOID LEUKAEMIA                                                     No data               1 (0.2)  [  1]     

   B-CELL LYMPHOMA                                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   B-CELL LYMPHOMA RECURRENT                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BREAST CANCER METASTATIC                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BRONCHIAL CARCINOMA                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HODGKIN'S DISEASE                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LYMPHOMA                                                                   Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   MALIGNANT NEOPLASM PROGRESSION                                             Any                    8 (1.6)  [  8]     

                                                                               No data               8 (1.6)  [  8]     

   METASTASES TO LUNG                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   METASTASIS                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MYELODYSPLASTIC SYNDROME                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NEOPLASM MALIGNANT                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NON-HODGKIN'S LYMPHOMA                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PROSTATE CANCER                                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   RENAL CANCER                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                      Any                   16 (3.3)  [ 20]     

                                                                               Grade 1               1 (0.2)  [  2]     

                                                                               Grade 2               3 (0.6)  [  3]     

                                                                               No data              13 (2.7)  [ 15]     

   APHASIA                                                                    Any                    1 (0.2)  [  1]     

                                                                               Grade 1               1 (0.2)  [  1]     

   BALANCE DISORDER                                                           Any                    1 (0.2)  [  1]     

                                                                               Grade 1               1 (0.2)  [  1]     

   CEREBROVASCULAR ACCIDENT                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   COGNITIVE DISORDER                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   DIZZINESS                                                                  Any                    6 (1.2)  [  7]     

                                                                               No data               6 (1.2)  [  7]     

   HEADACHE                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PARAESTHESIA                                                               Any                    1 (0.2)  [  1]     

                                                                               Grade 2               1 (0.2)  [  1]     

   PERIPHERAL SENSORY NEUROPATHY                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   POLYNEUROPATHY                                                             Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   SENSORY DISTURBANCE                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SOMNOLENCE                                                                 Any                    2 (0.4)  [  2]     

                                                                               Grade 2               2 (0.4)  [  2]     

   TREMOR                                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   ABORTION SPONTANEOUS                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PREGNANCY                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

PSYCHIATRIC DISORDERS                                                         Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   DEPRESSION                                                                 Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   SLEEP DISORDER                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PREMATURE MENOPAUSE                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                               Any                   25 (5.1)  [ 40]     

                                                                               Grade 1               5 (1.0)  [  6]     

                                                                               Grade 2               5 (1.0)  [  5]     

                                                                               Grade 3               4 (0.8)  [  5]     

                                                                               Grade 4               1 (0.2)  [  1]     

                                                                               No data              13 (2.7)  [ 23]     

   ACUTE RESPIRATORY FAILURE                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ALVEOLITIS                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   COUGH                                                                      Any                    7 (1.4)  [  8]     

                                                                               Grade 2               1 (0.2)  [  1]     

                                                                               No data               6 (1.2)  [  7]     

   DYSPNOEA                                                                   Any                   14 (2.9)  [ 17]     

                                                                               Grade 1               5 (1.0)  [  6]     

                                                                               Grade 2               4 (0.8)  [  4]     

                                                                               Grade 3               4 (0.8)  [  5]     

                                                                               Grade 4               1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   EPISTAXIS                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LUNG DISORDER                                                              Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   LUNG DISORDER                                                               No data               1 (0.2)  [  1]     

   LUNG INFILTRATION                                                          Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   PLEURAL EFFUSION                                                           Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   PLEURAL FIBROSIS                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PRODUCTIVE COUGH                                                           Any                    2 (0.4)  [  3]     

                                                                               No data               2 (0.4)  [  3]     

   PULMONARY FIBROSIS                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PULMONARY HAEMORRHAGE                                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                        Any                   19 (3.9)  [ 20]     

                                                                               Grade 1               2 (0.4)  [  2]     

                                                                               Grade 2               2 (0.4)  [  2]     

                                                                               Grade 3               1 (0.2)  [  1]     

                                                                               No data              15 (3.1)  [ 15]     

   ALOPECIA                                                                   Any                    1 (0.2)  [  1]     

                                                                               Grade 1               1 (0.2)  [  1]     

   ERYTHEMA                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   EXFOLIATIVE RASH                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   HYPERHIDROSIS                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NAIL DISORDER                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NIGHT SWEATS                                                               Any                    6 (1.2)  [  6]     

                                                                               No data               6 (1.2)  [  6]     

   PRURITUS                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PRURITUS GENERALISED                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PSORIASIS                                                                  Any                    2 (0.4)  [  2]     

                                                                               Grade 1               1 (0.2)  [  1]     

                                                                               Grade 3               1 (0.2)  [  1]     

   RASH                                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   RASH MACULO-PAPULAR                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SKIN DISORDER                                                              Any                    2 (0.4)  [  2]     

                                                                               Grade 2               2 (0.4)  [  2]     

   SKIN LESION                                                                Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HOSPITALISATION                                                            Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.1.3 

                                 Adverse Events by Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                                                ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   HOSPITALISATION                                                             No data               1 (0.2)  [  1]     

                                                                                                                        

VASCULAR DISORDERS                                                            Any                    6 (1.2)  [  8]     

                                                                               Grade 4               1 (0.2)  [  1]     

                                                                               No data               5 (1.0)  [  7]     

   AORTIC ANEURYSM                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HAEMATOMA                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPOTENSION                                                                Any                    1 (0.2)  [  1]     

                                                                               Grade 4               1 (0.2)  [  1]     

   SHOCK                                                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SHOCK HAEMORRHAGIC                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SUBCLAVIAN VEIN THROMBOSIS                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VENOUS THROMBOSIS                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VENOUS THROMBOSIS LIMB                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                        Any                   84 (26.9) [269]     

                                                                               Grade 1-2            48 (15.4) [111]     

                                                                               Grade 3-4            12 (3.8)  [ 16]     

                                                                               No data              66 (21.2) [142]     

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                          Any                   19 (6.1)  [ 40]     

                                                                               Grade 1-2            14 (4.5)  [ 29]     

                                                                               Grade 3-4             7 (2.2)  [ 10]     

                                                                               No data               1 (0.3)  [  1]     

   AGRANULOCYTOSIS                                                            Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ANAEMIA                                                                    Any                    2 (0.6)  [  2]     

                                                                               Grade 1-2             2 (0.6)  [  2]     

   LEUKOPENIA                                                                 Any                   17 (5.4)  [ 28]     

                                                                               Grade 1-2            11 (3.5)  [ 20]     

                                                                               Grade 3-4             7 (2.2)  [  8]     

   NEUTROPENIA                                                                Any                    6 (1.9)  [  8]     

                                                                               Grade 1-2             4 (1.3)  [  6]     

                                                                               Grade 3-4             2 (0.6)  [  2]     

   THROMBOCYTOPENIA                                                           Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

                                                                                                                        

CARDIAC DISORDERS                                                             Any                    3 (1.0)  [  5]     

                                                                               No data               3 (1.0)  [  5]     

   ARRHYTHMIA                                                                 Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ARRHYTHMIA                                                                  No data               1 (0.3)  [  1]     

   ATRIOVENTRICULAR BLOCK                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CARDIAC FAILURE                                                            Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CARDIOVASCULAR DISORDER                                                    Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CORONARY ARTERY DISEASE                                                    Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

EAR AND LABYRINTH DISORDERS                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VERTIGO                                                                    Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                    Any                   18 (5.8)  [ 31]     

                                                                               Grade 1-2            12 (3.8)  [ 17]     

                                                                               Grade 3-4             1 (0.3)  [  1]     

                                                                               No data               8 (2.6)  [ 13]     

   ABDOMINAL DISCOMFORT                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ABDOMINAL PAIN LOWER                                                       Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   ABDOMINAL PAIN UPPER                                                       Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   COLITIS MICROSCOPIC                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   COLITIS ULCERATIVE                                                         Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   CONSTIPATION                                                               Any                    2 (0.6)  [  3]     

                                                                               Grade 1-2             2 (0.6)  [  3]     

   DIARRHOEA                                                                  Any                    8 (2.6)  [  8]     

                                                                               Grade 1-2             7 (2.2)  [  7]     

                                                                               No data               1 (0.3)  [  1]     

   DYSPEPSIA                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   GASTROINTESTINAL HAEMORRHAGE                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   GINGIVAL SWELLING                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HAEMATOCHEZIA                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HAEMORRHOIDS                                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NAUSEA                                                                     Any                    4 (1.3)  [  4]     

                                                                               Grade 1-2             4 (1.3)  [  4]     

   ORAL DISCOMFORT                                                            Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ORAL MUCOSAL ERYTHEMA                                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   TONGUE COATED                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VOMITING                                                                   Any                    1 (0.3)  [  2]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

                                                                               Grade 3-4             1 (0.3)  [  1]     

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                          Any                   25 (8.0)  [ 36]     

                                                                               Grade 1-2            16 (5.1)  [ 21]     

                                                                               No data              13 (4.2)  [ 15]     

   ASTHENIA                                                                   Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   CHEST DISCOMFORT                                                           Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CHILLS                                                                     Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   DEATH                                                                      Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   FATIGUE                                                                    Any                    8 (2.6)  [  8]     

                                                                               Grade 1-2             2 (0.6)  [  2]     

                                                                               No data               6 (1.9)  [  6]     

   GENERAL PHYSICAL HEALTH DETERIORATION                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   INFLUENZA LIKE ILLNESS                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   MUCOSAL INFLAMMATION                                                       Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   MUCOSAL INFLAMMATION                                                        Grade 1-2             1 (0.3)  [  1]     

   PAIN                                                                       Any                    6 (1.9)  [  7]     

                                                                               Grade 1-2             6 (1.9)  [  7]     

   PYREXIA                                                                    Any                    8 (2.6)  [ 11]     

                                                                               Grade 1-2             8 (2.6)  [ 10]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

HEPATOBILIARY DISORDERS                                                       Any                    3 (1.0)  [  4]     

                                                                               No data               3 (1.0)  [  4]     

   BILE DUCT STENOSIS                                                         Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CHOLELITHIASIS                                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HEPATIC STEATOSIS                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LIVER INJURY                                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                       Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   HYPERSENSITIVITY                                                           Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                   Any                   27 (8.7)  [ 47]     

                                                                               Grade 1-2            18 (5.8)  [ 26]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

INFECTIONS AND INFESTATIONS                                                    Grade 3-4             3 (1.0)  [  3]     

                                                                               No data              12 (3.8)  [ 18]     

   BACTERIAL INFECTION                                                        Any                    9 (2.9)  [ 17]     

                                                                               Grade 1-2             7 (2.2)  [ 11]     

                                                                               Grade 3-4             2 (0.6)  [  2]     

                                                                               No data               1 (0.3)  [  4]     

   BRONCHIOLITIS                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   BRONCHITIS                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   CHRONIC SINUSITIS                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   FOLLICULITIS                                                               Any                    1 (0.3)  [  2]     

                                                                               No data               1 (0.3)  [  2]     

   FUNGAL INFECTION                                                           Any                    2 (0.6)  [  2]     

                                                                               Grade 1-2             2 (0.6)  [  2]     

   GASTROINTESTINAL INFECTION                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HAEMOPHILUS SEPSIS                                                         Any                    1 (0.3)  [  1]     

                                                                               Grade 3-4             1 (0.3)  [  1]     

   HERPES ZOSTER                                                              Any                    4 (1.3)  [  4]     

                                                                               Grade 1-2             4 (1.3)  [  4]     

   INFECTION                                                                  Any                    4 (1.3)  [  4]     

                                                                               Grade 1-2             2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   LUNG INFECTION                                                             Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   NASOPHARYNGITIS                                                            Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   PNEUMONIA                                                                  Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   STAPHYLOCOCCAL INFECTION                                                   Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   UPPER RESPIRATORY TRACT INFECTION                                          Any                    2 (0.6)  [  2]     

                                                                               Grade 1-2             2 (0.6)  [  2]     

   VIRAL INFECTION                                                            Any                    4 (1.3)  [  4]     

                                                                               Grade 1-2             3 (1.0)  [  3]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                Any                    4 (1.3)  [  5]     

                                                                               No data               4 (1.3)  [  5]     

   CONCUSSION                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   EXPOSURE DURING PREGNANCY                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   FALL                                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   INCISIONAL HERNIA                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   WOUND SECRETION                                                            Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 43-02-01.sas, executed on 07JUL2015 at 13:26                                               Page  7 of 14



Page 254 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   WOUND SECRETION                                                             No data               1 (0.3)  [  1]     

                                                                                                                        

INVESTIGATIONS                                                                Any                   21 (6.7)  [ 31]     

                                                                               Grade 1-2             6 (1.9)  [  9]     

                                                                               No data              15 (4.8)  [ 22]     

   ALANINE AMINOTRANSFERASE INCREASED                                         Any                    3 (1.0)  [  3]     

                                                                               Grade 1-2             2 (0.6)  [  2]     

                                                                               No data               1 (0.3)  [  1]     

   ASPARTATE AMINOTRANSFERASE INCREASED                                       Any                    3 (1.0)  [  3]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

                                                                               No data               2 (0.6)  [  2]     

   B-LYMPHOCYTE COUNT DECREASED                                               Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   BETA 2 MICROGLOBULIN INCREASED                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   BLOOD ALKALINE PHOSPHATASE INCREASED                                       Any                    2 (0.6)  [  3]     

                                                                               Grade 1-2             1 (0.3)  [  2]     

                                                                               No data               1 (0.3)  [  1]     

   BLOOD LACTATE DEHYDROGENASE INCREASED                                      Any                    8 (2.6)  [ 10]     

                                                                               Grade 1-2             2 (0.6)  [  2]     

                                                                               No data               6 (1.9)  [  8]     

   BREATH SOUNDS ABNORMAL                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   C-REACTIVE PROTEIN INCREASED                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   GAMMA-GLUTAMYLTRANSFERASE INCREASED                                        Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   HAEMOGLOBIN DECREASED                                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HEPATIC ENZYME INCREASED                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   TRANSAMINASES INCREASED                                                    Any                    2 (0.6)  [  2]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   WEIGHT DECREASED                                                           Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                               Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   BONE PAIN                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   MUSCULOSKELETAL PAIN                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SPINAL PAIN                                                                Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)           Any                   12 (3.8)  [ 15]     

                                                                               No data              12 (3.8)  [ 15]     

   B-CELL LYMPHOMA RECURRENT                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BRONCHIAL CARCINOMA                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HODGKIN'S DISEASE                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LYMPHOMA                                                                   Any                    1 (0.3)  [  2]     

                                                                               No data               1 (0.3)  [  2]     

   MALIGNANT NEOPLASM PROGRESSION                                             Any                    4 (1.3)  [  4]     

                                                                               No data               4 (1.3)  [  4]     

   METASTASES TO LUNG                                                         Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NEOPLASM MALIGNANT                                                         Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NON-HODGKIN'S LYMPHOMA                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   PROSTATE CANCER                                                            Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   RENAL CANCER                                                               Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                      Any                    6 (1.9)  [  8]     

                                                                               No data               6 (1.9)  [  8]     

   DIZZINESS                                                                  Any                    3 (1.0)  [  4]     

                                                                               No data               3 (1.0)  [  4]     

   HEADACHE                                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   POLYNEUROPATHY                                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SENSORY DISTURBANCE                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   TREMOR                                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   ABORTION SPONTANEOUS                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

PSYCHIATRIC DISORDERS                                                         Any                    2 (0.6)  [  2]     

                                                                               No data               2 (0.6)  [  2]     

   DEPRESSION                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SLEEP DISORDER                                                             Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                      Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   PREMATURE MENOPAUSE                                                        Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                               Any                   12 (3.8)  [ 18]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                Grade 1-2             5 (1.6)  [  5]     

                                                                               Grade 3-4             2 (0.6)  [  2]     

                                                                               No data               7 (2.2)  [ 11]     

   ALVEOLITIS                                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   COUGH                                                                      Any                    4 (1.3)  [  4]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

                                                                               No data               3 (1.0)  [  3]     

   DYSPNOEA                                                                   Any                    7 (2.2)  [  7]     

                                                                               Grade 1-2             4 (1.3)  [  4]     

                                                                               Grade 3-4             2 (0.6)  [  2]     

                                                                               No data               1 (0.3)  [  1]     

   EPISTAXIS                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LUNG DISORDER                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   LUNG INFILTRATION                                                          Any                    3 (1.0)  [  3]     

                                                                               No data               3 (1.0)  [  3]     

   PLEURAL FIBROSIS                                                           Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                        Any                   14 (4.5)  [ 15]     

                                                                               Grade 1-2             2 (0.6)  [  3]     

                                                                               No data              12 (3.8)  [ 12]     

   ALOPECIA                                                                   Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ALOPECIA                                                                    Grade 1-2             1 (0.3)  [  1]     

   ERYTHEMA                                                                   Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   EXFOLIATIVE RASH                                                           Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   HYPERHIDROSIS                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NAIL DISORDER                                                              Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   NIGHT SWEATS                                                               Any                    6 (1.9)  [  6]     

                                                                               No data               6 (1.9)  [  6]     

   PSORIASIS                                                                  Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   RASH                                                                       Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SKIN DISORDER                                                              Any                    1 (0.3)  [  1]     

                                                                               Grade 1-2             1 (0.3)  [  1]     

   SKIN LESION                                                                Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

VASCULAR DISORDERS                                                            Any                    4 (1.3)  [  5]     

                                                                               No data               4 (1.3)  [  5]     

   HAEMATOMA                                                                  Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   SHOCK HAEMORRHAGIC                                                         Any                    1 (0.3)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.1 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=312)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   SHOCK HAEMORRHAGIC                                                          No data               1 (0.3)  [  1]     

   SUBCLAVIAN VEIN THROMBOSIS                                                 Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VENOUS THROMBOSIS                                                          Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

   VENOUS THROMBOSIS LIMB                                                     Any                    1 (0.3)  [  1]     

                                                                               No data               1 (0.3)  [  1]     

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                        Any                   69 (39.0) [290]     

                                                                               Grade 1-2            47 (26.6) [125]     

                                                                               Grade 3-4            24 (13.6) [ 60]     

                                                                               No data              45 (25.4) [105]     

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                          Any                   31 (17.5) [ 90]     

                                                                               Grade 1-2            25 (14.1) [ 51]     

                                                                               Grade 3-4            11 (6.2)  [ 31]     

                                                                               No data               7 (4.0)  [  8]     

   ANAEMIA                                                                    Any                    3 (1.7)  [  3]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

                                                                               No data               2 (1.1)  [  2]     

   BONE MARROW FAILURE                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   FEBRILE NEUTROPENIA                                                        Any                    1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

   LEUKOPENIA                                                                 Any                   25 (14.1) [ 56]     

                                                                               Grade 1-2            21 (11.9) [ 37]     

                                                                               Grade 3-4             8 (4.5)  [ 18]     

                                                                               No data               1 (0.6)  [  1]     

   LYMPHADENOPATHY                                                            Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   NEUTROPENIA                                                                Any                    8 (4.5)  [ 17]     

                                                                               Grade 1-2             4 (2.3)  [  5]     

                                                                               Grade 3-4             5 (2.8)  [ 11]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NEUTROPENIA                                                                 No data               1 (0.6)  [  1]     

   PANCYTOPENIA                                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   THROMBOCYTOPENIA                                                           Any                    7 (4.0)  [  9]     

                                                                               Grade 1-2             7 (4.0)  [  8]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

                                                                                                                        

ENDOCRINE DISORDERS                                                           Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HYPERTHYROIDISM                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                    Any                   14 (7.9)  [ 20]     

                                                                               Grade 1-2             7 (4.0)  [ 10]     

                                                                               Grade 3-4             3 (1.7)  [  3]     

                                                                               No data               6 (3.4)  [  7]     

   ABDOMINAL DISTENSION                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   ABDOMINAL PAIN                                                             Any                    1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

   ABDOMINAL PAIN UPPER                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CONSTIPATION                                                               Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   DIARRHOEA                                                                  Any                    6 (3.4)  [  6]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DIARRHOEA                                                                   Grade 1-2             3 (1.7)  [  3]     

                                                                               Grade 3-4             2 (1.1)  [  2]     

                                                                               No data               1 (0.6)  [  1]     

   DYSPEPSIA                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   GASTRITIS                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HAEMATOCHEZIA                                                              Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   MELAENA                                                                    Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   NAUSEA                                                                     Any                    2 (1.1)  [  2]     

                                                                               Grade 1-2             2 (1.1)  [  2]     

   VOMITING                                                                   Any                    2 (1.1)  [  4]     

                                                                               Grade 1-2             2 (1.1)  [  4]     

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                          Any                   22 (12.4) [ 41]     

                                                                               Grade 1-2            13 (7.3)  [ 21]     

                                                                               Grade 3-4             4 (2.3)  [  4]     

                                                                               No data              11 (6.2)  [ 16]     

   ASTHENIA                                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CHILLS                                                                     Any                    4 (2.3)  [  4]     

                                                                               Grade 1-2             4 (2.3)  [  4]     

   DEATH                                                                      Any                    1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DEATH                                                                       No data               1 (0.6)  [  1]     

   DISEASE PROGRESSION                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   EXERCISE TOLERANCE DECREASED                                               Any                    1 (0.6)  [  2]     

                                                                               No data               1 (0.6)  [  2]     

   FATIGUE                                                                    Any                    6 (3.4)  [  9]     

                                                                               No data               6 (3.4)  [  9]     

   ILL-DEFINED DISORDER                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PAIN                                                                       Any                   12 (6.8)  [ 14]     

                                                                               Grade 1-2             9 (5.1)  [ 10]     

                                                                               Grade 3-4             4 (2.3)  [  4]     

   PERFORMANCE STATUS DECREASED                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PYREXIA                                                                    Any                    6 (3.4)  [  7]     

                                                                               Grade 1-2             6 (3.4)  [  7]     

                                                                                                                        

HEPATOBILIARY DISORDERS                                                       Any                    2 (1.1)  [  3]     

                                                                               No data               2 (1.1)  [  3]     

   DRUG-INDUCED LIVER INJURY                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HEPATITIS                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   LIVER DISORDER                                                             Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

IMMUNE SYSTEM DISORDERS                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   IMMUNODEFICIENCY                                                           Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                   Any                   33 (18.6) [ 63]     

                                                                               Grade 1-2            16 (9.0)  [ 26]     

                                                                               Grade 3-4            14 (7.9)  [ 16]     

                                                                               No data              14 (7.9)  [ 21]     

   ANAL ABSCESS                                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   ATYPICAL PNEUMONIA                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   BACTERIAL INFECTION                                                        Any                   18 (10.2) [ 25]     

                                                                               Grade 1-2            12 (6.8)  [ 17]     

                                                                               Grade 3-4             8 (4.5)  [  8]     

   BRONCHITIS                                                                 Any                    1 (0.6)  [  2]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   BRONCHITIS BACTERIAL                                                       Any                    1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

   BRONCHOPNEUMONIA                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   CONJUNCTIVITIS                                                             Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CYSTITIS                                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CYTOMEGALOVIRUS INFECTION                                                  Any                    1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

   DIVERTICULITIS                                                             Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   ERYSIPELAS                                                                 Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   FUNGAL INFECTION                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   GASTROENTERITIS                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HERPES ZOSTER                                                              Any                    2 (1.1)  [  2]     

                                                                               Grade 3-4             2 (1.1)  [  2]     

   INFECTION                                                                  Any                    3 (1.7)  [  3]     

                                                                               Grade 1-2             2 (1.1)  [  2]     

                                                                               No data               1 (0.6)  [  1]     

   INFECTIOUS COLITIS                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   NASOPHARYNGITIS                                                            Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   PNEUMONIA                                                                  Any                    7 (4.0)  [  7]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

                                                                               No data               6 (3.4)  [  6]     

   ROTAVIRUS INFECTION                                                        Any                    1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ROTAVIRUS INFECTION                                                         No data               1 (0.6)  [  1]     

   SEPSIS                                                                     Any                    4 (2.3)  [  4]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

                                                                               No data               3 (1.7)  [  3]     

   SPUTUM PURULENT                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   UPPER RESPIRATORY TRACT INFECTION                                          Any                    1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

   URINARY TRACT INFECTION                                                    Any                    2 (1.1)  [  2]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   VIRAL INFECTION                                                            Any                    2 (1.1)  [  2]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

                                                                                                                        

INVESTIGATIONS                                                                Any                   11 (6.2)  [ 11]     

                                                                               Grade 1-2             5 (2.8)  [  5]     

                                                                               No data               6 (3.4)  [  6]     

   ALANINE AMINOTRANSFERASE INCREASED                                         Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   ASPARTATE AMINOTRANSFERASE INCREASED                                       Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   B-LYMPHOCYTE COUNT DECREASED                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   BLAST CELLS PRESENT                                                        Any                    1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BLAST CELLS PRESENT                                                         No data               1 (0.6)  [  1]     

   BLOOD CREATININE INCREASED                                                 Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   BLOOD LACTATE DEHYDROGENASE INCREASED                                      Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HAEMOGLOBIN DECREASED                                                      Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   LIVER FUNCTION TEST ABNORMAL                                               Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   WEIGHT DECREASED                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                            Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   DECREASED APPETITE                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HYPOKALAEMIA                                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                               Any                    2 (1.1)  [  3]     

                                                                               No data               2 (1.1)  [  3]     

   ARTHRALGIA                                                                 Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   MUSCLE SPASMS                                                              Any                    1 (0.6)  [  2]     

                                                                               No data               1 (0.6)  [  2]     

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)           Any                    8 (4.5)  [ 10]     

                                                                               No data               8 (4.5)  [ 10]     

   ACUTE MYELOID LEUKAEMIA                                                    Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   B-CELL LYMPHOMA                                                            Any                    2 (1.1)  [  2]     

                                                                               No data               2 (1.1)  [  2]     

   BREAST CANCER METASTATIC                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   MALIGNANT NEOPLASM PROGRESSION                                             Any                    4 (2.3)  [  4]     

                                                                               No data               4 (2.3)  [  4]     

   METASTASIS                                                                 Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   MYELODYSPLASTIC SYNDROME                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                      Any                   10 (5.6)  [ 12]     

                                                                               Grade 1-2             4 (2.3)  [  5]     

                                                                               No data               7 (4.0)  [  7]     

   APHASIA                                                                    Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   BALANCE DISORDER                                                           Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CEREBROVASCULAR ACCIDENT                                                   Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   COGNITIVE DISORDER                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   DIZZINESS                                                                  Any                    3 (1.7)  [  3]     

                                                                               No data               3 (1.7)  [  3]     

   PARAESTHESIA                                                               Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

   PERIPHERAL SENSORY NEUROPATHY                                              Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   POLYNEUROPATHY                                                             Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   SOMNOLENCE                                                                 Any                    2 (1.1)  [  2]     

                                                                               Grade 1-2             2 (1.1)  [  2]     

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PREGNANCY                                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

PSYCHIATRIC DISORDERS                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   DEPRESSION                                                                 Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                               Any                   13 (7.3)  [ 22]     

                                                                               Grade 1-2             5 (2.8)  [  6]     

                                                                               Grade 3-4             3 (1.7)  [  4]     

                                                                               No data               6 (3.4)  [ 12]     

   ACUTE RESPIRATORY FAILURE                                                  Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   COUGH                                                                      Any                    3 (1.7)  [  4]     

                                                                               No data               3 (1.7)  [  4]     

   DYSPNOEA                                                                   Any                    7 (4.0)  [ 10]     

                                                                               Grade 1-2             5 (2.8)  [  6]     

                                                                               Grade 3-4             3 (1.7)  [  4]     

   PLEURAL EFFUSION                                                           Any                    1 (0.6)  [  2]     

                                                                               No data               1 (0.6)  [  2]     

   PRODUCTIVE COUGH                                                           Any                    2 (1.1)  [  3]     

                                                                               No data               2 (1.1)  [  3]     

   PULMONARY FIBROSIS                                                         Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PULMONARY HAEMORRHAGE                                                      Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                        Any                    5 (2.8)  [  5]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

                                                                               No data               3 (1.7)  [  3]     

   PRURITUS                                                                   Any                    1 (0.6)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.2 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=177)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PRURITUS                                                                    No data               1 (0.6)  [  1]     

   PRURITUS GENERALISED                                                       Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   PSORIASIS                                                                  Any                    1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

   RASH MACULO-PAPULAR                                                        Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   SKIN DISORDER                                                              Any                    1 (0.6)  [  1]     

                                                                               Grade 1-2             1 (0.6)  [  1]     

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                               Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HOSPITALISATION                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

VASCULAR DISORDERS                                                            Any                    2 (1.1)  [  3]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  2]     

   AORTIC ANEURYSM                                                            Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

   HYPOTENSION                                                                Any                    1 (0.6)  [  1]     

                                                                               Grade 3-4             1 (0.6)  [  1]     

   SHOCK                                                                      Any                    1 (0.6)  [  1]     

                                                                               No data               1 (0.6)  [  1]     

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Any System Organ Class                                                        Any                  154 (31.4) [560]     

                                                                               Grade 1-2            95 (19.4) [236]     

                                                                               Grade 3-4            36 (7.3)  [ 76]     

                                                                               No data             112 (22.9) [248]     

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                          Any                   50 (10.2) [130]     

                                                                               Grade 1-2            39 (8.0)  [ 80]     

                                                                               Grade 3-4            18 (3.7)  [ 41]     

                                                                               No data               8 (1.6)  [  9]     

   AGRANULOCYTOSIS                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ANAEMIA                                                                    Any                    5 (1.0)  [  5]     

                                                                               Grade 1-2             3 (0.6)  [  3]     

                                                                               No data               2 (0.4)  [  2]     

   BONE MARROW FAILURE                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   FEBRILE NEUTROPENIA                                                        Any                    1 (0.2)  [  1]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   LEUKOPENIA                                                                 Any                   42 (8.6)  [ 84]     

                                                                               Grade 1-2            32 (6.5)  [ 57]     

                                                                               Grade 3-4            15 (3.1)  [ 26]     

                                                                               No data               1 (0.2)  [  1]     

   LYMPHADENOPATHY                                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   NEUTROPENIA                                                                Any                   14 (2.9)  [ 25]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NEUTROPENIA                                                                 Grade 1-2             8 (1.6)  [ 11]     

                                                                               Grade 3-4             7 (1.4)  [ 13]     

                                                                               No data               1 (0.2)  [  1]     

   PANCYTOPENIA                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   THROMBOCYTOPENIA                                                           Any                    8 (1.6)  [ 10]     

                                                                               Grade 1-2             8 (1.6)  [  9]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

                                                                                                                        

CARDIAC DISORDERS                                                             Any                    3 (0.6)  [  5]     

                                                                               No data               3 (0.6)  [  5]     

   ARRHYTHMIA                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ATRIOVENTRICULAR BLOCK                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CARDIAC FAILURE                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CARDIOVASCULAR DISORDER                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CORONARY ARTERY DISEASE                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

EAR AND LABYRINTH DISORDERS                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VERTIGO                                                                    Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 43-02-03.sas, executed on 07JUL2015 at 13:27                                               Page  2 of 20



Page 275 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   VERTIGO                                                                     No data               1 (0.2)  [  1]     

                                                                                                                        

ENDOCRINE DISORDERS                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPERTHYROIDISM                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                    Any                   32 (6.5)  [ 51]     

                                                                               Grade 1-2            19 (3.9)  [ 27]     

                                                                               Grade 3-4             4 (0.8)  [  4]     

                                                                               No data              14 (2.9)  [ 20]     

   ABDOMINAL DISCOMFORT                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ABDOMINAL DISTENSION                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ABDOMINAL PAIN                                                             Any                    1 (0.2)  [  1]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   ABDOMINAL PAIN LOWER                                                       Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   ABDOMINAL PAIN UPPER                                                       Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   COLITIS MICROSCOPIC                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   COLITIS ULCERATIVE                                                         Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   CONSTIPATION                                                               Any                    3 (0.6)  [  4]     

                                                                               Grade 1-2             3 (0.6)  [  4]     

   DIARRHOEA                                                                  Any                   14 (2.9)  [ 14]     

                                                                               Grade 1-2            10 (2.0)  [ 10]     

                                                                               Grade 3-4             2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   DYSPEPSIA                                                                  Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   GASTRITIS                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   GASTROINTESTINAL HAEMORRHAGE                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   GINGIVAL SWELLING                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HAEMATOCHEZIA                                                              Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   HAEMORRHOIDS                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MELAENA                                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NAUSEA                                                                     Any                    6 (1.2)  [  6]     

                                                                               Grade 1-2             6 (1.2)  [  6]     

   ORAL DISCOMFORT                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ORAL MUCOSAL ERYTHEMA                                                      Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ORAL MUCOSAL ERYTHEMA                                                       No data               1 (0.2)  [  1]     

   TONGUE COATED                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VOMITING                                                                   Any                    3 (0.6)  [  6]     

                                                                               Grade 1-2             3 (0.6)  [  5]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                          Any                   48 (9.8)  [ 78]     

                                                                               Grade 1-2            29 (5.9)  [ 42]     

                                                                               Grade 3-4             4 (0.8)  [  4]     

                                                                               No data              25 (5.1)  [ 32]     

   ASTHENIA                                                                   Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   CHEST DISCOMFORT                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CHILLS                                                                     Any                    5 (1.0)  [  5]     

                                                                               Grade 1-2             5 (1.0)  [  5]     

   DEATH                                                                      Any                    5 (1.0)  [  5]     

                                                                               No data               5 (1.0)  [  5]     

   DISEASE PROGRESSION                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   EXERCISE TOLERANCE DECREASED                                               Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   FATIGUE                                                                    Any                   14 (2.9)  [ 17]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   FATIGUE                                                                     No data              12 (2.4)  [ 15]     

   GENERAL PHYSICAL HEALTH DETERIORATION                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ILL-DEFINED DISORDER                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   INFLUENZA LIKE ILLNESS                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MUCOSAL INFLAMMATION                                                       Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   PAIN                                                                       Any                   18 (3.7)  [ 21]     

                                                                               Grade 1-2            15 (3.1)  [ 17]     

                                                                               Grade 3-4             4 (0.8)  [  4]     

   PERFORMANCE STATUS DECREASED                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PYREXIA                                                                    Any                   14 (2.9)  [ 18]     

                                                                               Grade 1-2            14 (2.9)  [ 17]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

HEPATOBILIARY DISORDERS                                                       Any                    5 (1.0)  [  7]     

                                                                               No data               5 (1.0)  [  7]     

   BILE DUCT STENOSIS                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CHOLELITHIASIS                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   DRUG-INDUCED LIVER INJURY                                                  Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   DRUG-INDUCED LIVER INJURY                                                   No data               1 (0.2)  [  1]     

   HEPATIC STEATOSIS                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HEPATITIS                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LIVER DISORDER                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LIVER INJURY                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                       Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPERSENSITIVITY                                                           Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   IMMUNODEFICIENCY                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                   Any                   60 (12.2) [110]     

                                                                               Grade 1-2            34 (6.9)  [ 52]     

                                                                               Grade 3-4            17 (3.5)  [ 19]     

                                                                               No data              26 (5.3)  [ 39]     

   ANAL ABSCESS                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ATYPICAL PNEUMONIA                                                         Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ATYPICAL PNEUMONIA                                                          No data               1 (0.2)  [  1]     

   BACTERIAL INFECTION                                                        Any                   27 (5.5)  [ 42]     

                                                                               Grade 1-2            19 (3.9)  [ 28]     

                                                                               Grade 3-4            10 (2.0)  [ 10]     

                                                                               No data               1 (0.2)  [  4]     

   BRONCHIOLITIS                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BRONCHITIS                                                                 Any                    2 (0.4)  [  3]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               No data               2 (0.4)  [  2]     

   BRONCHITIS BACTERIAL                                                       Any                    1 (0.2)  [  1]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   BRONCHOPNEUMONIA                                                           Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   CHRONIC SINUSITIS                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CONJUNCTIVITIS                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CYSTITIS                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CYTOMEGALOVIRUS INFECTION                                                  Any                    1 (0.2)  [  1]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   DIVERTICULITIS                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ERYSIPELAS                                                                 Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        

                                                                                                                        

Program: TABLE 43-02-03.sas, executed on 07JUL2015 at 13:27                                               Page  8 of 20



Page 281 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   ERYSIPELAS                                                                  Grade 1-2             1 (0.2)  [  1]     

   FOLLICULITIS                                                               Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   FUNGAL INFECTION                                                           Any                    3 (0.6)  [  3]     

                                                                               Grade 1-2             3 (0.6)  [  3]     

   GASTROENTERITIS                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   GASTROINTESTINAL INFECTION                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HAEMOPHILUS SEPSIS                                                         Any                    1 (0.2)  [  1]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   HERPES ZOSTER                                                              Any                    6 (1.2)  [  6]     

                                                                               Grade 1-2             4 (0.8)  [  4]     

                                                                               Grade 3-4             2 (0.4)  [  2]     

   INFECTION                                                                  Any                    7 (1.4)  [  7]     

                                                                               Grade 1-2             4 (0.8)  [  4]     

                                                                               No data               3 (0.6)  [  3]     

   INFECTIOUS COLITIS                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LUNG INFECTION                                                             Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   NASOPHARYNGITIS                                                            Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

   PNEUMONIA                                                                  Any                   10 (2.0)  [ 10]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PNEUMONIA                                                                   No data               9 (1.8)  [  9]     

   ROTAVIRUS INFECTION                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SEPSIS                                                                     Any                    4 (0.8)  [  4]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

                                                                               No data               3 (0.6)  [  3]     

   SPUTUM PURULENT                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   STAPHYLOCOCCAL INFECTION                                                   Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   UPPER RESPIRATORY TRACT INFECTION                                          Any                    3 (0.6)  [  3]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   URINARY TRACT INFECTION                                                    Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VIRAL INFECTION                                                            Any                    6 (1.2)  [  6]     

                                                                               Grade 1-2             4 (0.8)  [  4]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                Any                    4 (0.8)  [  5]     

                                                                               No data               4 (0.8)  [  5]     

   CONCUSSION                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   EXPOSURE DURING PREGNANCY                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   FALL                                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   INCISIONAL HERNIA                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   WOUND SECRETION                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

INVESTIGATIONS                                                                Any                   32 (6.5)  [ 42]     

                                                                               Grade 1-2            11 (2.2)  [ 14]     

                                                                               No data              21 (4.3)  [ 28]     

   ALANINE AMINOTRANSFERASE INCREASED                                         Any                    5 (1.0)  [  5]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

                                                                               No data               3 (0.6)  [  3]     

   ASPARTATE AMINOTRANSFERASE INCREASED                                       Any                    4 (0.8)  [  4]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   B-LYMPHOCYTE COUNT DECREASED                                               Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   BETA 2 MICROGLOBULIN INCREASED                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BLAST CELLS PRESENT                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BLOOD ALKALINE PHOSPHATASE INCREASED                                       Any                    2 (0.4)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   BLOOD ALKALINE PHOSPHATASE INCREASED                                        Grade 1-2             1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  1]     

   BLOOD CREATININE INCREASED                                                 Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   BLOOD LACTATE DEHYDROGENASE INCREASED                                      Any                    9 (1.8)  [ 11]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

                                                                               No data               7 (1.4)  [  9]     

   BREATH SOUNDS ABNORMAL                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   C-REACTIVE PROTEIN INCREASED                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   CARBOHYDRATE ANTIGEN 15-3 INCREASED                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   GAMMA-GLUTAMYLTRANSFERASE INCREASED                                        Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   HAEMOGLOBIN DECREASED                                                      Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HEPATIC ENZYME INCREASED                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LIVER FUNCTION TEST ABNORMAL                                               Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   TRANSAMINASES INCREASED                                                    Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   WEIGHT DECREASED                                                           Any                    3 (0.6)  [  3]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               No data               2 (0.4)  [  2]     

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   DECREASED APPETITE                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPOKALAEMIA                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                               Any                    5 (1.0)  [  6]     

                                                                               No data               5 (1.0)  [  6]     

   ARTHRALGIA                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BONE PAIN                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MUSCLE SPASMS                                                              Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   MUSCULOSKELETAL PAIN                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SPINAL PAIN                                                                Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)           Any                   20 (4.1)  [ 25]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)            No data              20 (4.1)  [ 25]     

   ACUTE MYELOID LEUKAEMIA                                                    Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   B-CELL LYMPHOMA                                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   B-CELL LYMPHOMA RECURRENT                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BREAST CANCER METASTATIC                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   BRONCHIAL CARCINOMA                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HODGKIN'S DISEASE                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LYMPHOMA                                                                   Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   MALIGNANT NEOPLASM PROGRESSION                                             Any                    8 (1.6)  [  8]     

                                                                               No data               8 (1.6)  [  8]     

   METASTASES TO LUNG                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   METASTASIS                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   MYELODYSPLASTIC SYNDROME                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NEOPLASM MALIGNANT                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NON-HODGKIN'S LYMPHOMA                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PROSTATE CANCER                                                            Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   RENAL CANCER                                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                      Any                   16 (3.3)  [ 20]     

                                                                               Grade 1-2             4 (0.8)  [  5]     

                                                                               No data              13 (2.7)  [ 15]     

   APHASIA                                                                    Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   BALANCE DISORDER                                                           Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   CEREBROVASCULAR ACCIDENT                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   COGNITIVE DISORDER                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   DIZZINESS                                                                  Any                    6 (1.2)  [  7]     

                                                                               No data               6 (1.2)  [  7]     

   HEADACHE                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PARAESTHESIA                                                               Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   PERIPHERAL SENSORY NEUROPATHY                                              Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PERIPHERAL SENSORY NEUROPATHY                                               No data               1 (0.2)  [  1]     

   POLYNEUROPATHY                                                             Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   SENSORY DISTURBANCE                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SOMNOLENCE                                                                 Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

   TREMOR                                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   ABORTION SPONTANEOUS                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PREGNANCY                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

PSYCHIATRIC DISORDERS                                                         Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

   DEPRESSION                                                                 Any                    2 (0.4)  [  2]     

                                                                               No data               2 (0.4)  [  2]     

   SLEEP DISORDER                                                             Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                      Any                    1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                       No data               1 (0.2)  [  1]     

   PREMATURE MENOPAUSE                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                               Any                   25 (5.1)  [ 40]     

                                                                               Grade 1-2            10 (2.0)  [ 11]     

                                                                               Grade 3-4             5 (1.0)  [  6]     

                                                                               No data              13 (2.7)  [ 23]     

   ACUTE RESPIRATORY FAILURE                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   ALVEOLITIS                                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   COUGH                                                                      Any                    7 (1.4)  [  8]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               No data               6 (1.2)  [  7]     

   DYSPNOEA                                                                   Any                   14 (2.9)  [ 17]     

                                                                               Grade 1-2             9 (1.8)  [ 10]     

                                                                               Grade 3-4             5 (1.0)  [  6]     

                                                                               No data               1 (0.2)  [  1]     

   EPISTAXIS                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LUNG DISORDER                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   LUNG INFILTRATION                                                          Any                    3 (0.6)  [  3]     

                                                                               No data               3 (0.6)  [  3]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   PLEURAL EFFUSION                                                           Any                    1 (0.2)  [  2]     

                                                                               No data               1 (0.2)  [  2]     

   PLEURAL FIBROSIS                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PRODUCTIVE COUGH                                                           Any                    2 (0.4)  [  3]     

                                                                               No data               2 (0.4)  [  3]     

   PULMONARY FIBROSIS                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PULMONARY HAEMORRHAGE                                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                        Any                   19 (3.9)  [ 20]     

                                                                               Grade 1-2             3 (0.6)  [  4]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

                                                                               No data              15 (3.1)  [ 15]     

   ALOPECIA                                                                   Any                    1 (0.2)  [  1]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

   ERYTHEMA                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   EXFOLIATIVE RASH                                                           Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPERHIDROSIS                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   NAIL DISORDER                                                              Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

   NIGHT SWEATS                                                               Any                    6 (1.2)  [  6]     

                                                                               No data               6 (1.2)  [  6]     

   PRURITUS                                                                   Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PRURITUS GENERALISED                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   PSORIASIS                                                                  Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             1 (0.2)  [  1]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   RASH                                                                       Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   RASH MACULO-PAPULAR                                                        Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SKIN DISORDER                                                              Any                    2 (0.4)  [  2]     

                                                                               Grade 1-2             2 (0.4)  [  2]     

   SKIN LESION                                                                Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                               Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HOSPITALISATION                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

VASCULAR DISORDERS                                                            Any                    6 (1.2)  [  8]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.2.3 

                        Adverse Events by Classification of Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

MedDRA (Version 17.0)                                                                                Total (N=490)      

System Organ Class/                                                           Categories of        ————————————————     

   Preferred Term                                                             Severity Grading       n  (%)    [AE]     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

VASCULAR DISORDERS                                                             No data               5 (1.0)  [  7]     

   AORTIC ANEURYSM                                                            Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HAEMATOMA                                                                  Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   HYPOTENSION                                                                Any                    1 (0.2)  [  1]     

                                                                               Grade 3-4             1 (0.2)  [  1]     

   SHOCK                                                                      Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SHOCK HAEMORRHAGIC                                                         Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   SUBCLAVIAN VEIN THROMBOSIS                                                 Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VENOUS THROMBOSIS                                                          Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

   VENOUS THROMBOSIS LIMB                                                     Any                    1 (0.2)  [  1]     

                                                                               No data               1 (0.2)  [  1]     

                                                                                                                        

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event with System Organ Class/Preferred Term; (%)= percentage  

      of patients among total (N); [AE]=incidences of individual adverse events.                                        
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Any Event                                            1 (0.3)      11 (3.5)      24 (7.7)      15 (4.8)      33 (10.6)   

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                 1 (0.3)       6 (1.9)       8 (2.6)       4 (1.3)       0 (0.0)    

  AGRANULOCYTOSIS                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  ANAEMIA                                            0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)       0 (0.0)    

  LEUKOPENIA                                         0 (0.0)       7 (2.2)       7 (2.2)       3 (1.0)       0 (0.0)    

  NEUTROPENIA                                        1 (0.3)       1 (0.3)       3 (1.0)       1 (0.3)       0 (0.0)    

  THROMBOCYTOPENIA                                   0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

                                                                                                                        

CARDIAC DISORDERS                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.0)    

  ARRHYTHMIA                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  ATRIOVENTRICULAR BLOCK                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  CARDIAC FAILURE                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  CARDIOVASCULAR DISORDER                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  CORONARY ARTERY DISEASE                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

EAR AND LABYRINTH DISORDERS                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  VERTIGO                                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

GASTROINTESTINAL DISORDERS                           0 (0.0)       1 (0.3)       4 (1.3)       7 (2.2)       6 (1.9)    

  ABDOMINAL DISCOMFORT                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  ABDOMINAL PAIN LOWER                               0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  ABDOMINAL PAIN UPPER                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)    

  COLITIS MICROSCOPIC                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  COLITIS ULCERATIVE                                 0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)       0 (0.0)    

  CONSTIPATION                                       0 (0.0)       0 (0.0)       1 (0.3)       1 (0.3)       0 (0.0)    

  DIARRHOEA                                          0 (0.0)       0 (0.0)       1 (0.3)       6 (1.9)       1 (0.3)    

  DYSPEPSIA                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  GASTROINTESTINAL HAEMORRHAGE                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  GINGIVAL SWELLING                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  HAEMATOCHEZIA                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  HAEMORRHOIDS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  NAUSEA                                             0 (0.0)       0 (0.0)       3 (1.0)       1 (0.3)       0 (0.0)    

  ORAL DISCOMFORT                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  ORAL MUCOSAL ERYTHEMA                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  TONGUE COATED                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  VOMITING                                           0 (0.0)       1 (0.3)       0 (0.0)       0 (0.0)       0 (0.0)    

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE            0 (0.0)       0 (0.0)       7 (2.2)       9 (2.9)       9 (2.9)    

CONDITIONS                                                                                                              

  ASTHENIA                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)    

  CHEST DISCOMFORT                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  CHILLS                                             0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

  DEATH                                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.0)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  FATIGUE                                            0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)       6 (1.9)    

  GENERAL PHYSICAL HEALTH DETERIORATION              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  INFLUENZA LIKE ILLNESS                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  MUCOSAL INFLAMMATION                               0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)       0 (0.0)    

  PAIN                                               0 (0.0)       0 (0.0)       3 (1.0)       3 (1.0)       0 (0.0)    

  PYREXIA                                            0 (0.0)       0 (0.0)       3 (1.0)       5 (1.6)       0 (0.0)    

                                                                                                                        

HEPATOBILIARY DISORDERS                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.0)    

  BILE DUCT STENOSIS                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  CHOLELITHIASIS                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  HEPATIC STEATOSIS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  LIVER INJURY                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

IMMUNE SYSTEM DISORDERS                              0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

  HYPERSENSITIVITY                                   0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

                                                                                                                        

INFECTIONS AND INFESTATIONS                          0 (0.0)       3 (1.0)      14 (4.5)       3 (1.0)       7 (2.2)    

  BACTERIAL INFECTION                                0 (0.0)       2 (0.6)       7 (2.2)       0 (0.0)       0 (0.0)    

  BRONCHIOLITIS                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  BRONCHITIS                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  CHRONIC SINUSITIS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  FOLLICULITIS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  FUNGAL INFECTION                                   0 (0.0)       0 (0.0)       2 (0.6)       0 (0.0)       0 (0.0)    

  GASTROINTESTINAL INFECTION                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  HAEMOPHILUS SEPSIS                                 0 (0.0)       1 (0.3)       0 (0.0)       0 (0.0)       0 (0.0)    

  HERPES ZOSTER                                      0 (0.0)       0 (0.0)       4 (1.3)       0 (0.0)       0 (0.0)    

  INFECTION                                          0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)       2 (0.6)    

  LUNG INFECTION                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)    

  NASOPHARYNGITIS                                    0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

  PNEUMONIA                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.0)    

  STAPHYLOCOCCAL INFECTION                           0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)       0 (0.0)    

  UPPER RESPIRATORY TRACT INFECTION                  0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)       0 (0.0)    

  VIRAL INFECTION                                    0 (0.0)       0 (0.0)       3 (1.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       4 (1.3)    

  CONCUSSION                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  EXPOSURE DURING PREGNANCY                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  FALL                                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  INCISIONAL HERNIA                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  WOUND SECRETION                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

INVESTIGATIONS                                       0 (0.0)       0 (0.0)       1 (0.3)       5 (1.6)      15 (4.8)    

  ALANINE AMINOTRANSFERASE INCREASED                 0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)       1 (0.3)    

  ASPARTATE AMINOTRANSFERASE INCREASED               0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       2 (0.6)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  B-LYMPHOCYTE COUNT DECREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)    

  BETA 2 MICROGLOBULIN INCREASED                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  BLOOD ALKALINE PHOSPHATASE INCREASED               0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       1 (0.3)    

  BLOOD LACTATE DEHYDROGENASE INCREASED              0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)       6 (1.9)    

  BREATH SOUNDS ABNORMAL                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  C-REACTIVE PROTEIN INCREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  GAMMA-GLUTAMYLTRANSFERASE INCREASED                0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)       0 (0.0)    

  HAEMOGLOBIN DECREASED                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  HEPATIC ENZYME INCREASED                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  TRANSAMINASES INCREASED                            0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       1 (0.3)    

  WEIGHT DECREASED                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)    

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.0)    

  BONE PAIN                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  MUSCULOSKELETAL PAIN                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  SPINAL PAIN                                        0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)      12 (3.8)    

(INCL CYSTS AND POLYPS)                                                                                                 

  B-CELL LYMPHOMA RECURRENT                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  BRONCHIAL CARCINOMA                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  HODGKIN'S DISEASE                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  LYMPHOMA                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  MALIGNANT NEOPLASM PROGRESSION                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       4 (1.3)    

  METASTASES TO LUNG                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  NEOPLASM MALIGNANT                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  NON-HODGKIN'S LYMPHOMA                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  PROSTATE CANCER                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)    

  RENAL CANCER                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

NERVOUS SYSTEM DISORDERS                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       6 (1.9)    

  DIZZINESS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.0)    

  HEADACHE                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  POLYNEUROPATHY                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  SENSORY DISTURBANCE                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  TREMOR                                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  ABORTION SPONTANEOUS                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

PSYCHIATRIC DISORDERS                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.6)    

  DEPRESSION                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  SLEEP DISORDER                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  PREMATURE MENOPAUSE                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS      0 (0.0)       2 (0.6)       2 (0.6)       3 (1.0)       5 (1.6)    

  ALVEOLITIS                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  COUGH                                              0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)       3 (1.0)    

  DYSPNOEA                                           0 (0.0)       2 (0.6)       1 (0.3)       3 (1.0)       1 (0.3)    

  EPISTAXIS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  LUNG DISORDER                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  LUNG INFILTRATION                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.0)    

  PLEURAL FIBROSIS                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS               0 (0.0)       0 (0.0)       1 (0.3)       1 (0.3)      12 (3.8)    

  ALOPECIA                                           0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

  ERYTHEMA                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  EXFOLIATIVE RASH                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  HYPERHIDROSIS                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  NAIL DISORDER                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  NIGHT SWEATS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       6 (1.9)    

  PSORIASIS                                          0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)    

  RASH                                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  SKIN DISORDER                                      0 (0.0)       0 (0.0)       1 (0.3)       0 (0.0)       0 (0.0)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.1 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  SKIN LESION                                        0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

VASCULAR DISORDERS                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       4 (1.3)    

  HAEMATOMA                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  SHOCK HAEMORRHAGIC                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  SUBCLAVIAN VEIN THROMBOSIS                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  VENOUS THROMBOSIS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

  VENOUS THROMBOSIS LIMB                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.3)    

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.2 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Any Event                                            5 (2.8)      19 (10.7)     21 (11.9)      8 (4.5)      16 (9.0)    

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                 4 (2.3)       7 (4.0)       8 (4.5)       7 (4.0)       5 (2.8)    

  ANAEMIA                                            0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)       2 (1.1)    

  BONE MARROW FAILURE                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  FEBRILE NEUTROPENIA                                1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)    

  LEUKOPENIA                                         2 (1.1)       6 (3.4)       9 (5.1)       7 (4.0)       1 (0.6)    

  LYMPHADENOPATHY                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (1.1)    

  NEUTROPENIA                                        2 (1.1)       3 (1.7)       2 (1.1)       1 (0.6)       0 (0.0)    

  PANCYTOPENIA                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  THROMBOCYTOPENIA                                   0 (0.0)       1 (0.6)       1 (0.6)       5 (2.8)       0 (0.0)    

                                                                                                                        

ENDOCRINE DISORDERS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HYPERTHYROIDISM                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

GASTROINTESTINAL DISORDERS                           0 (0.0)       3 (1.7)       3 (1.7)       3 (1.7)       5 (2.8)    

  ABDOMINAL DISTENSION                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  ABDOMINAL PAIN                                     0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)    

  ABDOMINAL PAIN UPPER                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  CONSTIPATION                                       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  DIARRHOEA                                          0 (0.0)       2 (1.1)       1 (0.6)       2 (1.1)       1 (0.6)    

  DYSPEPSIA                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.2 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  GASTRITIS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HAEMATOCHEZIA                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  MELAENA                                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  NAUSEA                                             0 (0.0)       0 (0.0)       1 (0.6)       1 (0.6)       0 (0.0)    

  VOMITING                                           0 (0.0)       0 (0.0)       1 (0.6)       1 (0.6)       0 (0.0)    

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE            0 (0.0)       4 (2.3)       7 (4.0)       5 (2.8)       6 (3.4)    

CONDITIONS                                                                                                              

  ASTHENIA                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  CHILLS                                             0 (0.0)       0 (0.0)       0 (0.0)       4 (2.3)       0 (0.0)    

  DEATH                                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  DISEASE PROGRESSION                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  EXERCISE TOLERANCE DECREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  FATIGUE                                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       6 (3.4)    

  ILL-DEFINED DISORDER                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  PAIN                                               0 (0.0)       4 (2.3)       6 (3.4)       2 (1.1)       0 (0.0)    

  PERFORMANCE STATUS DECREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  PYREXIA                                            0 (0.0)       0 (0.0)       2 (1.1)       4 (2.3)       0 (0.0)    

                                                                                                                        

HEPATOBILIARY DISORDERS                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (1.1)    

  DRUG-INDUCED LIVER INJURY                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HEPATITIS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.2 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  LIVER DISORDER                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

IMMUNE SYSTEM DISORDERS                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  IMMUNODEFICIENCY                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

INFECTIONS AND INFESTATIONS                          2 (1.1)      12 (6.8)      12 (6.8)       0 (0.0)       7 (4.0)    

  ANAL ABSCESS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  ATYPICAL PNEUMONIA                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  BACTERIAL INFECTION                                2 (1.1)       6 (3.4)      10 (5.6)       0 (0.0)       0 (0.0)    

  BRONCHITIS                                         0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)    

  BRONCHITIS BACTERIAL                               0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)    

  BRONCHOPNEUMONIA                                   0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)    

  CONJUNCTIVITIS                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  CYSTITIS                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  CYTOMEGALOVIRUS INFECTION                          0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)    

  DIVERTICULITIS                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  ERYSIPELAS                                         0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  FUNGAL INFECTION                                   0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)    

  GASTROENTERITIS                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HERPES ZOSTER                                      0 (0.0)       2 (1.1)       0 (0.0)       0 (0.0)       0 (0.0)    

  INFECTION                                          0 (0.0)       0 (0.0)       1 (0.6)       1 (0.6)       1 (0.6)    

  INFECTIOUS COLITIS                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.2 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  NASOPHARYNGITIS                                    0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  PNEUMONIA                                          0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)       6 (3.4)    

  ROTAVIRUS INFECTION                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  SEPSIS                                             0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)       3 (1.7)    

  SPUTUM PURULENT                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  UPPER RESPIRATORY TRACT INFECTION                  0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)    

  URINARY TRACT INFECTION                            0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       1 (0.6)    

  VIRAL INFECTION                                    1 (0.6)       0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)    

                                                                                                                        

INVESTIGATIONS                                       0 (0.0)       0 (0.0)       1 (0.6)       4 (2.3)       6 (3.4)    

  ALANINE AMINOTRANSFERASE INCREASED                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (1.1)    

  ASPARTATE AMINOTRANSFERASE INCREASED               0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  B-LYMPHOCYTE COUNT DECREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  BLAST CELLS PRESENT                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  BLOOD CREATININE INCREASED                         0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  BLOOD LACTATE DEHYDROGENASE INCREASED              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  CARBOHYDRATE ANTIGEN 15-3 INCREASED                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HAEMOGLOBIN DECREASED                              0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  LIVER FUNCTION TEST ABNORMAL                       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)    

  WEIGHT DECREASED                                   0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (1.1)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  

                                                                                                                        

Program: TABLE 43-03-02.sas, executed on 07JUL2015 at 13:27                                                 Page 4 of 7



Page 305 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 43.3.2 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  DECREASED APPETITE                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HYPOKALAEMIA                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (1.1)    

  ARTHRALGIA                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  MUSCLE SPASMS                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       8 (4.5)    

(INCL CYSTS AND POLYPS)                                                                                                 

  ACUTE MYELOID LEUKAEMIA                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  B-CELL LYMPHOMA                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (1.1)    

  BREAST CANCER METASTATIC                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  MALIGNANT NEOPLASM PROGRESSION                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       4 (2.3)    

  METASTASIS                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  MYELODYSPLASTIC SYNDROME                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

NERVOUS SYSTEM DISORDERS                             0 (0.0)       0 (0.0)       3 (1.7)       1 (0.6)       6 (3.4)    

  APHASIA                                            0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  BALANCE DISORDER                                   0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)    

  CEREBROVASCULAR ACCIDENT                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  COGNITIVE DISORDER                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  DIZZINESS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.7)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  

                                                                                                                        

Program: TABLE 43-03-02.sas, executed on 07JUL2015 at 13:27                                                 Page 5 of 7



Page 306 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 43.3.2 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  PARAESTHESIA                                       0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)    

  PERIPHERAL SENSORY NEUROPATHY                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  POLYNEUROPATHY                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  SOMNOLENCE                                         0 (0.0)       0 (0.0)       2 (1.1)       0 (0.0)       0 (0.0)    

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  PREGNANCY                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

PSYCHIATRIC DISORDERS                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  DEPRESSION                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS      1 (0.6)       2 (1.1)       3 (1.7)       1 (0.6)       6 (3.4)    

  ACUTE RESPIRATORY FAILURE                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  COUGH                                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (1.7)    

  DYSPNOEA                                           1 (0.6)       2 (1.1)       3 (1.7)       1 (0.6)       0 (0.0)    

  PLEURAL EFFUSION                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  PRODUCTIVE COUGH                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (1.1)    

  PULMONARY FIBROSIS                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  PULMONARY HAEMORRHAGE                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS               0 (0.0)       1 (0.6)       1 (0.6)       0 (0.0)       3 (1.7)    

  PRURITUS                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.2 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  PRURITUS GENERALISED                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  PSORIASIS                                          0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)    

  RASH MACULO-PAPULAR                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  SKIN DISORDER                                      0 (0.0)       0 (0.0)       1 (0.6)       0 (0.0)       0 (0.0)    

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HOSPITALISATION                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

VASCULAR DISORDERS                                   1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  AORTIC ANEURYSM                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

  HYPOTENSION                                        1 (0.6)       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)    

  SHOCK                                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.6)    

                                                                                                                        

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Any Event                                            6 (1.2)      30 (6.1)      45 (9.2)      23 (4.7)      50 (10.2)   

                                                                                                                        

BLOOD AND LYMPHATIC SYSTEM DISORDERS                 5 (1.0)      13 (2.7)      16 (3.3)      11 (2.2)       5 (1.0)    

  AGRANULOCYTOSIS                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ANAEMIA                                            0 (0.0)       0 (0.0)       1 (0.2)       2 (0.4)       2 (0.4)    

  BONE MARROW FAILURE                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  FEBRILE NEUTROPENIA                                1 (0.2)       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)    

  LEUKOPENIA                                         2 (0.4)      13 (2.7)      16 (3.3)      10 (2.0)       1 (0.2)    

  LYMPHADENOPATHY                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  NEUTROPENIA                                        3 (0.6)       4 (0.8)       5 (1.0)       2 (0.4)       0 (0.0)    

  PANCYTOPENIA                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  THROMBOCYTOPENIA                                   0 (0.0)       1 (0.2)       1 (0.2)       6 (1.2)       0 (0.0)    

                                                                                                                        

CARDIAC DISORDERS                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (0.6)    

  ARRHYTHMIA                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ATRIOVENTRICULAR BLOCK                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CARDIAC FAILURE                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CARDIOVASCULAR DISORDER                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CORONARY ARTERY DISEASE                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

EAR AND LABYRINTH DISORDERS                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  VERTIGO                                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

ENDOCRINE DISORDERS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HYPERTHYROIDISM                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

GASTROINTESTINAL DISORDERS                           0 (0.0)       4 (0.8)       7 (1.4)      10 (2.0)      11 (2.2)    

  ABDOMINAL DISCOMFORT                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ABDOMINAL DISTENSION                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ABDOMINAL PAIN                                     0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)       0 (0.0)    

  ABDOMINAL PAIN LOWER                               0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)    

  ABDOMINAL PAIN UPPER                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (0.6)    

  COLITIS MICROSCOPIC                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  COLITIS ULCERATIVE                                 0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)    

  CONSTIPATION                                       0 (0.0)       0 (0.0)       1 (0.2)       2 (0.4)       0 (0.0)    

  DIARRHOEA                                          0 (0.0)       2 (0.4)       2 (0.4)       8 (1.6)       2 (0.4)    

  DYSPEPSIA                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  GASTRITIS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  GASTROINTESTINAL HAEMORRHAGE                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  GINGIVAL SWELLING                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HAEMATOCHEZIA                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  HAEMORRHOIDS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  MELAENA                                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  NAUSEA                                             0 (0.0)       0 (0.0)       4 (0.8)       2 (0.4)       0 (0.0)    

  ORAL DISCOMFORT                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  ORAL MUCOSAL ERYTHEMA                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  TONGUE COATED                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  VOMITING                                           0 (0.0)       1 (0.2)       1 (0.2)       1 (0.2)       0 (0.0)    

                                                                                                                        

GENERAL DISORDERS AND ADMINISTRATION SITE            0 (0.0)       4 (0.8)      14 (2.9)      14 (2.9)      16 (3.3)    

CONDITIONS                                                                                                              

  ASTHENIA                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (0.6)    

  CHEST DISCOMFORT                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CHILLS                                             0 (0.0)       0 (0.0)       0 (0.0)       5 (1.0)       0 (0.0)    

  DEATH                                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       5 (1.0)    

  DISEASE PROGRESSION                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  EXERCISE TOLERANCE DECREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  FATIGUE                                            0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)      12 (2.4)    

  GENERAL PHYSICAL HEALTH DETERIORATION              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ILL-DEFINED DISORDER                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  INFLUENZA LIKE ILLNESS                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  MUCOSAL INFLAMMATION                               0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)    

  PAIN                                               0 (0.0)       4 (0.8)       9 (1.8)       5 (1.0)       0 (0.0)    

  PERFORMANCE STATUS DECREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PYREXIA                                            0 (0.0)       0 (0.0)       5 (1.0)       9 (1.8)       0 (0.0)    

                                                                                                                        

HEPATOBILIARY DISORDERS                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       5 (1.0)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  BILE DUCT STENOSIS                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CHOLELITHIASIS                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  DRUG-INDUCED LIVER INJURY                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HEPATIC STEATOSIS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HEPATITIS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  LIVER DISORDER                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  LIVER INJURY                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

IMMUNE SYSTEM DISORDERS                              0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       1 (0.2)    

  HYPERSENSITIVITY                                   0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)    

  IMMUNODEFICIENCY                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

INFECTIONS AND INFESTATIONS                          2 (0.4)      15 (3.1)      26 (5.3)       3 (0.6)      14 (2.9)    

  ANAL ABSCESS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ATYPICAL PNEUMONIA                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  BACTERIAL INFECTION                                2 (0.4)       8 (1.6)      17 (3.5)       0 (0.0)       0 (0.0)    

  BRONCHIOLITIS                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  BRONCHITIS                                         0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       1 (0.2)    

  BRONCHITIS BACTERIAL                               0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)       0 (0.0)    

  BRONCHOPNEUMONIA                                   0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)    

  CHRONIC SINUSITIS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CONJUNCTIVITIS                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  CYSTITIS                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CYTOMEGALOVIRUS INFECTION                          0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)       0 (0.0)    

  DIVERTICULITIS                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ERYSIPELAS                                         0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)    

  FOLLICULITIS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  FUNGAL INFECTION                                   0 (0.0)       0 (0.0)       3 (0.6)       0 (0.0)       0 (0.0)    

  GASTROENTERITIS                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  GASTROINTESTINAL INFECTION                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HAEMOPHILUS SEPSIS                                 0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)       0 (0.0)    

  HERPES ZOSTER                                      0 (0.0)       2 (0.4)       4 (0.8)       0 (0.0)       0 (0.0)    

  INFECTION                                          0 (0.0)       0 (0.0)       1 (0.2)       3 (0.6)       3 (0.6)    

  INFECTIOUS COLITIS                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  LUNG INFECTION                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  NASOPHARYNGITIS                                    0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)       0 (0.0)    

  PNEUMONIA                                          0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)       9 (1.8)    

  ROTAVIRUS INFECTION                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  SEPSIS                                             0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)       3 (0.6)    

  SPUTUM PURULENT                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  STAPHYLOCOCCAL INFECTION                           0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)    

  UPPER RESPIRATORY TRACT INFECTION                  0 (0.0)       1 (0.2)       0 (0.0)       2 (0.4)       0 (0.0)    

  URINARY TRACT INFECTION                            0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       1 (0.2)    

  VIRAL INFECTION                                    1 (0.2)       0 (0.0)       4 (0.8)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       4 (0.8)    

  CONCUSSION                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  EXPOSURE DURING PREGNANCY                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  FALL                                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  INCISIONAL HERNIA                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  WOUND SECRETION                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

INVESTIGATIONS                                       0 (0.0)       0 (0.0)       2 (0.4)       9 (1.8)      21 (4.3)    

  ALANINE AMINOTRANSFERASE INCREASED                 0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)       3 (0.6)    

  ASPARTATE AMINOTRANSFERASE INCREASED               0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)       2 (0.4)    

  B-LYMPHOCYTE COUNT DECREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (0.6)    

  BETA 2 MICROGLOBULIN INCREASED                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  BLAST CELLS PRESENT                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  BLOOD ALKALINE PHOSPHATASE INCREASED               0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       1 (0.2)    

  BLOOD CREATININE INCREASED                         0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)    

  BLOOD LACTATE DEHYDROGENASE INCREASED              0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)       7 (1.4)    

  BREATH SOUNDS ABNORMAL                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  C-REACTIVE PROTEIN INCREASED                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  CARBOHYDRATE ANTIGEN 15-3 INCREASED                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  GAMMA-GLUTAMYLTRANSFERASE INCREASED                0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)    

  HAEMOGLOBIN DECREASED                              0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       1 (0.2)    

  HEPATIC ENZYME INCREASED                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  LIVER FUNCTION TEST ABNORMAL                       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)    

  TRANSAMINASES INCREASED                            0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       1 (0.2)    

  WEIGHT DECREASED                                   0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       2 (0.4)    

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  DECREASED APPETITE                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HYPOKALAEMIA                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       5 (1.0)    

  ARTHRALGIA                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  BONE PAIN                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  MUSCLE SPASMS                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  MUSCULOSKELETAL PAIN                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  SPINAL PAIN                                        0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)      20 (4.1)    

(INCL CYSTS AND POLYPS)                                                                                                 

  ACUTE MYELOID LEUKAEMIA                            0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  B-CELL LYMPHOMA                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  B-CELL LYMPHOMA RECURRENT                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  BREAST CANCER METASTATIC                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  BRONCHIAL CARCINOMA                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  HODGKIN'S DISEASE                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  LYMPHOMA                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  MALIGNANT NEOPLASM PROGRESSION                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       8 (1.6)    

  METASTASES TO LUNG                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  METASTASIS                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  MYELODYSPLASTIC SYNDROME                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  NEOPLASM MALIGNANT                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  NON-HODGKIN'S LYMPHOMA                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PROSTATE CANCER                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  RENAL CANCER                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

NERVOUS SYSTEM DISORDERS                             0 (0.0)       0 (0.0)       3 (0.6)       1 (0.2)      12 (2.4)    

  APHASIA                                            0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)    

  BALANCE DISORDER                                   0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)    

  CEREBROVASCULAR ACCIDENT                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  COGNITIVE DISORDER                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  DIZZINESS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       6 (1.2)    

  HEADACHE                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PARAESTHESIA                                       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       0 (0.0)    

  PERIPHERAL SENSORY NEUROPATHY                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  POLYNEUROPATHY                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  SENSORY DISTURBANCE                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  SOMNOLENCE                                         0 (0.0)       0 (0.0)       2 (0.4)       0 (0.0)       0 (0.0)    

  TREMOR                                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  ABORTION SPONTANEOUS                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PREGNANCY                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

PSYCHIATRIC DISORDERS                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (0.6)    

  DEPRESSION                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  SLEEP DISORDER                                     0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PREMATURE MENOPAUSE                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS      1 (0.2)       4 (0.8)       5 (1.0)       4 (0.8)      11 (2.2)    

  ACUTE RESPIRATORY FAILURE                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  ALVEOLITIS                                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  COUGH                                              0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)       6 (1.2)    

  DYSPNOEA                                           1 (0.2)       4 (0.8)       4 (0.8)       4 (0.8)       1 (0.2)    

  EPISTAXIS                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  LUNG DISORDER                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  LUNG INFILTRATION                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       3 (0.6)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  PLEURAL EFFUSION                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PLEURAL FIBROSIS                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PRODUCTIVE COUGH                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       2 (0.4)    

  PULMONARY FIBROSIS                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PULMONARY HAEMORRHAGE                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS               0 (0.0)       1 (0.2)       2 (0.4)       1 (0.2)      15 (3.1)    

  ALOPECIA                                           0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)       0 (0.0)    

  ERYTHEMA                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  EXFOLIATIVE RASH                                   0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HYPERHIDROSIS                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  NAIL DISORDER                                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  NIGHT SWEATS                                       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       6 (1.2)    

  PRURITUS                                           0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PRURITUS GENERALISED                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  PSORIASIS                                          0 (0.0)       1 (0.2)       0 (0.0)       1 (0.2)       0 (0.0)    

  RASH                                               0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  RASH MACULO-PAPULAR                                0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  SKIN DISORDER                                      0 (0.0)       0 (0.0)       2 (0.4)       0 (0.0)       0 (0.0)    

  SKIN LESION                                        0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                      0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 43.3.3 

                             Adverse Events by Maximum Severity Grading – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                    Maximum Severity Grading [n (%)]                    

MedDRA System Organ Class                          ———————————————————————————————————————————————————————————————————  

  Preferred Term (MedDRA Version 17.0)              Grade 4       Grade 3       Grade 2       Grade 1       No Data     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

  HOSPITALISATION                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

VASCULAR DISORDERS                                   1 (0.2)       0 (0.0)       0 (0.0)       0 (0.0)       5 (1.0)    

  AORTIC ANEURYSM                                    0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HAEMATOMA                                          0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  HYPOTENSION                                        1 (0.2)       0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)    

  SHOCK                                              0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  SHOCK HAEMORRHAGIC                                 0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  SUBCLAVIAN VEIN THROMBOSIS                         0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  VENOUS THROMBOSIS                                  0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

  VENOUS THROMBOSIS LIMB                             0 (0.0)       0 (0.0)       0 (0.0)       0 (0.0)       1 (0.2)    

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

The table contains frequencies and percentages of patients with adverse events. The occurrence of one adverse event     

in the same patient more than once was counted only once in the category with highest severity grading.                 

'No Data' gives the number and percentage of patients without specification of severity grading of the adverse events.  
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                                                     Table 44.1.1 

                                Incidence of Adverse Events by Cycle – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=312)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                     23 (7.4)  [ 47]                                             

                                Cycle 2                     17 (5.4)  [ 35]                                             

                                Cycle 3                     14 (4.5)  [ 19]                                             

                                Cycle 4                     18 (5.8)  [ 25]                                             

                                Cycle 5                     20 (6.4)  [ 29]                                             

                                Cycle 6                     19 (6.1)  [ 40]                                             

                                Cycle 7                     11 (3.5)  [ 19]                                             

                                Cycle 8                     10 (3.2)  [ 17]                                             

                                Cycle 9                      7 (2.2)  [ 10]                                             

                                Cycle 10                     5 (1.6)  [  5]                                             

                                Cycle 11                     2 (0.6)  [  4]                                             

                                Cycle 12                     3 (1.0)  [  4]                                             

                                                                                                                        

                                No Data                     11 (3.5)  [ 15]                                             

                                                                                                                        

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      

                                                                                                                        

Program: TABLE 44-01-01.sas, executed on 07JUL2015 at 13:27                                                 Page 1 of 1 



Page 320 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                     Table 44.1.2 

                                Incidence of Adverse Events by Cycle – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=177)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                     29 (16.4) [ 63]                                             

                                Cycle 2                     19 (10.7) [ 47]                                             

                                Cycle 3                     19 (10.7) [ 41]                                             

                                Cycle 4                     19 (10.7) [ 31]                                             

                                Cycle 5                     13 (7.3)  [ 17]                                             

                                Cycle 6                     13 (7.3)  [ 25]                                             

                                Cycle 7                      9 (5.1)  [ 21]                                             

                                Cycle 8                      5 (2.8)  [ 10]                                             

                                Cycle 9                      3 (1.7)  [ 11]                                             

                                Cycle 10                     4 (2.3)  [  5]                                             

                                Cycle 11                     1 (0.6)  [  1]                                             

                                Cycle 13                     2 (1.1)  [  2]                                             

                                Cycle 14                     1 (0.6)  [  1]                                             

                                                                                                                        

                                No Data                     12 (6.8)  [ 15]                                             

                                                                                                                        

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                     Table 44.1.3 

                                Incidence of Adverse Events by Cycle – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=490)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                     53 (10.8) [111]                                             

                                Cycle 2                     36 (7.3)  [ 82]                                             

                                Cycle 3                     33 (6.7)  [ 60]                                             

                                Cycle 4                     37 (7.6)  [ 56]                                             

                                Cycle 5                     33 (6.7)  [ 46]                                             

                                Cycle 6                     32 (6.5)  [ 65]                                             

                                Cycle 7                     20 (4.1)  [ 40]                                             

                                Cycle 8                     15 (3.1)  [ 27]                                             

                                Cycle 9                     10 (2.0)  [ 21]                                             

                                Cycle 10                     9 (1.8)  [ 10]                                             

                                Cycle 11                     3 (0.6)  [  5]                                             

                                Cycle 12                     3 (0.6)  [  4]                                             

                                Cycle 13                     2 (0.4)  [  2]                                             

                                Cycle 14                     1 (0.2)  [  1]                                             

                                                                                                                        

                                No Data                     23 (4.7)  [ 30]                                             

                                                                                                                        

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                     Table 44.2.1 

                            Incidence of Serious Adverse Events by Cycle – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=312)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                      6 (1.9)  [ 18]                                             

                                Cycle 2                      3 (1.0)  [  5]                                             

                                Cycle 3                      2 (0.6)  [  2]                                             

                                Cycle 4                      7 (2.2)  [  8]                                             

                                Cycle 5                      7 (2.2)  [  8]                                             

                                Cycle 6                      6 (1.9)  [ 11]                                             

                                Cycle 7                      0 (0)    [  0]                                             

                                Cycle 8                      3 (1.0)  [  4]                                             

                                Cycle 9                      3 (1.0)  [  4]                                             

                                Cycle 10                     0 (0)    [  0]                                             

                                Cycle 11                     1 (0.3)  [  2]                                             

                                Cycle 12                     2 (0.6)  [  2]                                             

                                                                                                                        

                                No Data                      9 (2.9)  [ 12]                                             

                                                                                                                        

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                     Table 44.2.2 

                            Incidence of Serious Adverse Events by Cycle – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=177)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                     12 (6.8)  [ 28]                                             

                                Cycle 2                      7 (4.0)  [ 18]                                             

                                Cycle 3                      4 (2.3)  [ 11]                                             

                                Cycle 4                      5 (2.8)  [  8]                                             

                                Cycle 5                      2 (1.1)  [  6]                                             

                                Cycle 6                      6 (3.4)  [  6]                                             

                                Cycle 7                      2 (1.1)  [  3]                                             

                                Cycle 8                      1 (0.6)  [  1]                                             

                                Cycle 9                      1 (0.6)  [  6]                                             

                                Cycle 10                     1 (0.6)  [  1]                                             

                                Cycle 11                     0 (0)    [  0]                                             

                                Cycle 13                     1 (0.6)  [  1]                                             

                                Cycle 14                     0 (0)    [  0]                                             

                                                                                                                        

                                No Data                     11 (6.2)  [ 13]                                             

                                                                                                                        

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                     Table 44.2.3 

                            Incidence of Serious Adverse Events by Cycle – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=490)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                     19 (3.9)  [ 47]                                             

                                Cycle 2                     10 (2.0)  [ 23]                                             

                                Cycle 3                      6 (1.2)  [ 13]                                             

                                Cycle 4                     12 (2.4)  [ 16]                                             

                                Cycle 5                      9 (1.8)  [ 14]                                             

                                Cycle 6                     12 (2.4)  [ 17]                                             

                                Cycle 7                      2 (0.4)  [  3]                                             

                                Cycle 8                      4 (0.8)  [  5]                                             

                                Cycle 9                      4 (0.8)  [ 10]                                             

                                Cycle 10                     1 (0.2)  [  1]                                             

                                Cycle 11                     1 (0.2)  [  2]                                             

                                Cycle 12                     2 (0.4)  [  2]                                             

                                Cycle 13                     1 (0.2)  [  1]                                             

                                Cycle 14                     0 (0)    [  0]                                             

                                                                                                                        

                                No Data                     20 (4.1)  [ 25]                                             

                                                                                                                        

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                     Table 44.3.1 

              Incidence of Adverse Events with Causal Relationship to MabThera by Cycle – Frequency Table 

                                               Population: Safety Set I 

 

Total Number of Patients: N = 312                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=312)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                      7 (2.2)  [ 11]                                             

                                Cycle 2                      6 (1.9)  [ 16]                                             

                                Cycle 3                      2 (0.6)  [  2]                                             

                                Cycle 4                      4 (1.3)  [  7]                                             

                                Cycle 5                      3 (1.0)  [  3]                                             

                                Cycle 6                      9 (2.9)  [ 18]                                             

                                Cycle 7                      4 (1.3)  [  7]                                             

                                Cycle 8                      2 (0.6)  [  5]                                             

                                Cycle 9                      2 (0.6)  [  3]                                             

                                Cycle 10                     2 (0.6)  [  2]                                             

                                Cycle 11                     1 (0.3)  [  1]                                             

                                Cycle 12                     1 (0.3)  [  1]                                             

                                                                                                                        

                                No Data                      0 (0)    [  0]                                             

                                                                                                                        

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                     Table 44.3.2 

              Incidence of Adverse Events with Causal Relationship to MabThera by Cycle – Frequency Table 

                                               Population: Safety Set II 

 

Total Number of Patients: N = 177                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=177)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                     12 (6.8)  [ 29]                                             

                                Cycle 2                      9 (5.1)  [ 20]                                             

                                Cycle 3                     10 (5.6)  [ 16]                                             

                                Cycle 4                      7 (4.0)  [ 12]                                             

                                Cycle 5                      3 (1.7)  [  7]                                             

                                Cycle 6                      6 (3.4)  [ 11]                                             

                                Cycle 7                      3 (1.7)  [  6]                                             

                                Cycle 8                      4 (2.3)  [  9]                                             

                                Cycle 9                      1 (0.6)  [  6]                                             

                                Cycle 10                     2 (1.1)  [  3]                                             

                                Cycle 11                     1 (0.6)  [  1]                                             

                                Cycle 13                     2 (1.1)  [  2]                                             

                                Cycle 14                     1 (0.6)  [  1]                                             

                                                                                                                        

                                No Data                      2 (1.1)  [  2]                                             

                                                                                                                        

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                     Table 44.3.3 

              Incidence of Adverse Events with Causal Relationship to MabThera by Cycle – Frequency Table 

                                            Population: Safety Set Overall 

 

Total Number of Patients: N = 490                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                             Total (N=490)                                              

                                                           ————————————————                                             

                                Start of AE after            n  (%)    [AE]                                             

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

                                Cycle 1                     19 (3.9)  [ 40]                                             

                                Cycle 2                     15 (3.1)  [ 36]                                             

                                Cycle 3                     12 (2.4)  [ 18]                                             

                                Cycle 4                     11 (2.2)  [ 19]                                             

                                Cycle 5                      6 (1.2)  [ 10]                                             

                                Cycle 6                     15 (3.1)  [ 29]                                             

                                Cycle 7                      7 (1.4)  [ 13]                                             

                                Cycle 8                      6 (1.2)  [ 14]                                             

                                Cycle 9                      3 (0.6)  [  9]                                             

                                Cycle 10                     4 (0.8)  [  5]                                             

                                Cycle 11                     2 (0.4)  [  2]                                             

                                Cycle 12                     1 (0.2)  [  1]                                             

                                Cycle 13                     2 (0.4)  [  2]                                             

                                Cycle 14                     1 (0.2)  [  1]                                             

                                                                                                                        

                                No Data                      2 (0.4)  [  2]                                             

                                                                                                                        

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: n= number of patients reporting at least 1 adverse event; (%)= percentage of patients among total (N);            

      [AE]=incidences of individual adverse events.                                                                     

Adverse event onset date and cycle dates used to classify the adverse event in case cycle number was not reported.      
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

BLOOD AND LYMPHATIC SYSTEM DISORDERS                                                                                    

  AGRANULOCYTOSIS               AGRANULOCYTOSIS                1 AGRANULOCYTOSIS                                        

                                                                                                                        

  ANAEMIA                       ANAEMIA                        1 ANAEMIA\ bei uns aus organisatorischen Gründen         

                                                                 stationärer Aufenthalt bei Transfusionen               

                                                               2 Anämie                                                 

                                                               3 Anämie Gr. 2\ am 14.02.2012 gebessert auf Gr. I (=     

                                                                 7,0 mmol/L)                                            

                                                               4 Anämie Grad 1                                          

                                                                                                                        

  BONE MARROW FAILURE           BONE MARROW DEPRESSION         1 BONE MARROW DEPRESSION                                 

                                                                                                                        

  FEBRILE NEUTROPENIA           NEUTROPENIC FEVER              1 NEUTROPENIC FEVER\ Bei der Patient liegt ein           

                                                                 kombinierter Immundefekt bei Z.n. Chemotherapie,       

                                                                 Therapie mit Rituximab und im Rahmen der               

                                                                 Lymphomerkrankung. Die Ursächlichkeit bezüglich der    

                                                                 einzelnen Komponenten ist nicht eindeutig zu           

                                                                 beurteilen.                                            

                                                                                                                        

  LEUKOPENIA                    LEUKOPENIA                     1 LEUKOPENIA                                             

                                                               2 LEUKOPENIA\ Bei der Patient liegt ein kombinierter     

                                                                 Immundefekt bei Z.n. Chemotherapie, Therapie mit       

                                                                 Rituximab und im Rahmen der Lymphomerkrankung. Die     

                                                                 Ursächlichkeit bezüglich der einzelnen Komponenten     

                                                                 ist nicht eindeutig zu beurteilen.                     
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  LEUKOPENIA                    LEUKOPENIA                     3 LEUKOPENIA\ Patient hätte am 24.10.2011 den 6.Zyklus   

                                                                 erhalten sollen. Dieses wurde aufgrund der Leukopenie  

                                                                 und Granulozytopenie auf den 07.11.2011 verschoben.    

                                                                 Leukozyten 1.5 10^3/ul  Neutrophile 1.1 10^3/ul        

                                                               4 LEUKOPENIA\ rezidivierende Leukopenie mit              

                                                                 Agranulozytose und auch infektionen Komplikationen     

                                                               5 Leukopenie                                             

                                                               6 Leukopenie\ Die Leukopenie fing am 09.01.2012 an. Am   

                                                                 12.03.2012 waren die Leukozyten weiterhin bei 2.13     

                                                                 10^3/ul                                                

                                                               7 Leukopenie\ Entwicklung einer sekundären MDS           

                                                               8 Leukopenie\ Es bestand der V.a. eine abgelaufene       

                                                                 Pneumonie, aus diesem Grunde erfolgte zur Abklärung    

                                                                 eine stationäre Aufnahme. Hier erfolgte eine CT des    

                                                                 Thorax und eine Bronchoskopie.                         

                                                               9 Leukopenie\ Grad 3 der Leukopenie trat am 12.04.2012   

                                                                 auf. Bis heute 10.07.12 ist die Leukopenie anhaltend   

                                                              10 Leukopenie\ Immunglobulingabe i.v. wg. anhaltender     

                                                                 Immunsupression unter Mabthera.                        

                                                              11 Leukopenie\ Neutropenie und Leukopenie wurden bereits  

                                                                 in der Induktionstherapie beobachtet. Dauer kann       

                                                                 nicht angegeben werden. Status: andauernd (kann nicht  

                                                                 eingegeben werden)                                     

                                                              12 Leukopenie\ Possible related to mabthera but most      

                                                                 probably caused by chemo therapy. Leukopenia is still  

                                                                 ongoing.                                               
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  LEUKOPENIA                    LEUKOPENIA                    13 Leukopenie\ Possible related to mabthera but most      

                                                                 probably caused by prior chemo therapy.                

                                                              14 Leukopenie\ Possible related to mabthera but most      

                                                                 probably caused by the chemo therapy                   

                                                              15 Leukopenie\ Possible related to mabthera but most      

                                                                 probably caused by the chemotherapy                    

                                                              16 Leukopenie\ Rezidivierende Infekte obere Luftwege o.   

                                                                 nähere Angabe der Dauer                                

                                                              17 Leukopenie\ Schmerzen in der linken Flanke             

                                                              18 Leukopenie\ Weiter bestehend am 15.4.2013              

                                                              19 Leukopenie\ anhaltend bis 04.03.2013                   

                                                              20 Leukopenie\ possible related to mabthera but most      

                                                                 probably caused by the chemotherapy                    

                                                                                                                        

  LYMPHADENOPATHY               LYMPH NODE DISORDER            1 LYMPH NODE DISORDER                                    

                                LYMPH NODES ENLARGED           1 neue Schwellung Lymphknoten kontrollbedürftig          

                                                                                                                        

  NEUTROPENIA                   LATE ONSET NEUTROPENIA         1 Späte Neutropenie                                      

                                                               2 Späte Neutropenie\ im Verlauf wurde ein MDS            

                                                                 diagnostiziert                                         

                                NEUTROPENIA                    1 ACUTE NEUTROPENIA                                      

                                                               2 Akute Neutropenie                                      

                                                               3 Akute Neutropenie\ Neutropenie und Leukopenie wurden   

                                                                 bereits in der Induktionstherapie beobachtet. Dauer    

                                                                 kann nicht angegeben werden. Status: andauernd (kann   

                                                                 nicht eingegeben werden)                               

                                                               4 LATE NEUTROPENIA                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  NEUTROPENIA                   NEUTROPENIA                    5 NEUTROPENIA                                            

                                                                                                                        

  PANCYTOPENIA                  PANCYTOPENIA                   1 PANCYTOPENIA                                           

                                                                                                                        

  THROMBOCYTOPENIA              THROMBOPENIA                   1 THROMBOPENIA                                           

                                                               2 THROMBOPENIA\ Schmerzen in der linken Flanke           

                                                               3 THROMBOPENIA\ rezidivierende Leukopenie mit            

                                                                 Agranulozytose und auch infektionen Komplikationen     

                                                               4 Thrombopenie                                           

                                                               5 Thrombopenie\ Entwicklung einer sekundären MDS         

                                                                                                                        

CARDIAC DISORDERS                                                                                                       

  ARRHYTHMIA                    CARDIAC ARRHYTHMIA             1 HEART RHYTHM DISORDER                                  

                                                                                                                        

  ATRIOVENTRICULAR BLOCK        AV BLOCK                       1 AV BLOCK                                               

                                                                                                                        

  CARDIAC FAILURE               HEART INSUFFICIENCY            1 HEART INSUFFICIENCY                                    

                                                                                                                        

  CARDIOVASCULAR DISORDER       DISORDER CIRCULATORY SYSTEM    1 CIRCULATORY DISORDER                                   

                                                                                                                        

  CORONARY ARTERY DISEASE       CORONARY HEART DISEASE         1 CORONARY HEART DISEASE                                 

                                                                                                                        

EAR AND LABYRINTH DISORDERS                                                                                             

  VERTIGO                       VERTIGO                        1 Vertigo                                                

                                                                                                                        

ENDOCRINE DISORDERS                                                                                                     
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  HYPERTHYROIDISM               HYPERTHYROIDISM                1 Hyperthyreose\ nach STaging-CT mit KM-Gabe, nach 4     

                                                                 Wochen unter thyreostatischer Therapie annähnernd      

                                                                 Normalisierung                                         

                                                                                                                        

GASTROINTESTINAL DISORDERS                                                                                              

  ABDOMINAL DISCOMFORT          UPPER ABDOMINAL DISCOMFORT     1 Oberbauchbeschwerden                                   

                                                                                                                        

  ABDOMINAL DISTENSION          ABDOMINAL DISTENSION           1 Schwellung im Beriech des Bauches nach dem Essen\      

                                                                 Behandlung mit einem Diurektikum alle 3 Tage, dann     

                                                                 besser                                                 

                                                                                                                        

  ABDOMINAL PAIN                ABDOMINAL PAIN                 1 ABDOMINAL PAIN                                         

                                                                                                                        

  ABDOMINAL PAIN LOWER          ABDOMINAL PAIN LOWER           1 Gelegentlich Schmerzen Abdomen (Unterbauch) Grad I,    

                                                                 sowie Fieber 37-38 °C ( nur am Wochenende)             

                                                                                                                        

  ABDOMINAL PAIN UPPER          RIGHT UPPER QUADRANT PAIN      1 PAIN IN THE RIGHT UPPER ABDOMEN                        

                                STOMACH PAIN                   1 Magenschmerzen\ Bei einer am 31.08.2012                

                                                                 durchgeführten Gastroskopie fand sich ein Ulcus        

                                                                 ventrikuli.                                            

                                UPPER ABDOMINAL PAIN           1 UPPER ABDOMINAL PAIN                                   

                                                                                                                        

  COLITIS MICROSCOPIC           COLITIS COLLAGENOUS            1 COLLAGENOUS COLITIS\ Dauer und Verlauf der Kolitis     

                                                                 kann noch nicht beurteilt werden                       
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  COLITIS ULCERATIVE            ULCERATIVE COLITIS             1 Diarrhoe\ Bei dem Pat. wurde eine ulceröse Kolitis     

                                                                 diagnostiziert, ein möglicher Zusammenhang mit         

                                                                 Rituximab kann nicht bestätigt, aber auch nicht        

                                                                 ausgeschlossen werden. Die Therapie wurde beendet.     

                                                                                                                        

  CONSTIPATION                  OBSTIPATION                    1 OBSTIPATION                                            

                                                               2 Obstipation                                            

                                                                                                                        

  DIARRHOEA                     DIARRHOEA                      1 DIARRHOEA                                              

                                                               2 DIARRHOEA\ Bei der Patient liegt ein kombinierter      

                                                                 Immundefekt bei Z.n. Chemotherapie, Therapie mit       

                                                                 Rituximab und im Rahmen der Lymphomerkrankung. Die     

                                                                 Ursächlichkeit bezüglich der einzelnen Komponenten     

                                                                 ist nicht eindeutig zu beurteilen.                     

                                                               3 Defäktion                                              

                                                               4 Diarrhoe                                               

                                                               5 Diarrhoe\ Angabe von Tagen nicht möglich da Patient    

                                                                 nicht das Datum angeben konnte.                        

                                                               6 Diarrhoe\ Bei dem Pat. wurde eine ulceröse Kolitis     

                                                                 diagnostiziert, ein möglicher Zusammenhang mit         

                                                                 Rituximab kann nicht bestätigt, aber auch nicht        

                                                                 ausgeschlossen werden. Die Therapie wurde beendet.     

                                                               7 Diarrhoe\ Diarhrroe durch Campylobacter-Infektion      

                                                               8 Diarrhoe\ Nach initial 12kg Gewichtsverlust jetzt      

                                                                 wieder Zunahme                                         

                                                                                                                        

  DYSPEPSIA                     HEARTBURN                      1 HEARTBURN                                              
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  DYSPEPSIA                     HEARTBURN                      2 Sodbrennen                                             

                                                                                                                        

  GASTRITIS                     GASTRITIS                      1 GASTRITIS                                              

                                                                                                                        

  GASTROINTESTINAL HAEMORRHAGE  GASTROINTESTINAL BLEEDING      1 GASTROINTESTINAL BLEEDING                              

                                                                                                                        

  GINGIVAL SWELLING             GINGIVAL SWELLING              1 Zahnfleischschwellung                                  

                                                                                                                        

  HAEMATOCHEZIA                 BLOOD IN STOOL                 1 leichte Blutbeimenung im Stuhl                         

                                HAEMATOCHEZIA                  1 HAEMATOCHEZIA                                          

                                                                                                                        

  HAEMORRHOIDS                  HAEMORRHOIDS                   1 Hämorrhoiden                                           

                                                                                                                        

  MELAENA                       TARRY STOOLS                   1 TARRY STOOL                                            

                                                                                                                        

  NAUSEA                        NAUSEA                         1 NAUSEA                                                 

                                                               2 Übelkeit                                               

                                                               3 Übelkeit\ Nach initial 12kg Gewichtsverlust jetzt      

                                                                 wieder Zunahme                                         

                                                                                                                        

  ORAL DISCOMFORT               BURNING ORAL SENSATION         1 Brennen der Mundschleimhaut, Mundschleimhaut gerötet   

                                                                                                                        

  ORAL MUCOSAL ERYTHEMA         ORAL MUCOSA REDNESS            1 Brennen der Mundschleimhaut, Mundschleimhaut gerötet   

                                                                                                                        

  TONGUE COATED                 COATED TONGUE                  1 COATED TONGUE                                          

                                                                                                                        

  VOMITING                      VOMITING                       1 Erbrechen                                              
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   
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GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS                                                                    

  ASTHENIA                      DEBILITY                       1 Schwindel, Schwächegefühl, Gewichtsverlust             

                                WEAKNESS                       1 Allgemeine Schwäche und Fatigue.\ Infekt der oberen    

                                                                 Luftwege und allgemeiner Konditionsmangel mit Dyspnoe  

                                                                 und Fatigue bei anhaltendem Immunglobulinmangel unter  

                                                                 Rituximab.                                             

                                                               2 Schwäche, Appetitlosigkeit, starker Juckreiz gesamter  

                                                                 Körper                                                 

                                                                                                                        

  CHEST DISCOMFORT              CHEST DISCOMFORT               1 PULMONARY DISCOMFORT (UNK DIAGNOSIS)                   

                                                                                                                        

  CHILLS                        CHILLS                         1 CHILLS                                                 

                                                               2 Schüttelfrost                                          

                                                               3 Schüttelfrost\ Der Zyklus 4 hat sich nach hinten       

                                                                 verschoben, da nach Zyklus 3 ein Erysipel aufgetreten  

                                                                 ist. Der 5. Zyklus fand zwar exakt 3 Monate nach       

                                                                 Zyklus 4 statt, allerdings hatte sich dieser ja        

                                                                 verschoben, wobei es zu einem ständigen Zyklusverzug   

                                                                 kommt.                                                 

                                                               4 Schüttelfrost\ Schütttelfrost und Schmerzen traten     

                                                                 nach halber Gabe der Chemotherapie mit MabThera auf.   

                                                                                                                        

  DEATH                         UNKNOWN CAUSE OF DEATH         1 DEATH CAUSE UNKNOWN                                    

                                                               2 UNKNOWN CAUSE OF DEATH                                 

                                                                                                                        

  DISEASE PROGRESSION           DISEASE PROGRESSION            1 DISEASE PROGRESSION                                    
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System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  EXERCISE TOLERANCE DECREASED  EXERCISE TOLERANCE DECREASED   1 Leistungsminderung, Fatigue\ Rezidivierende Infekte    

                                                                 obere Luftwege o. nähere Angabe der Dauer              

                                                               2 Leistungsminderung, Fatiguesymptomatik                 

                                                                                                                        

  FATIGUE                       FATIGUE                        1 Allgemeine Schwäche und Fatigue.\ Infekt der oberen    

                                                                 Luftwege und allgemeiner Konditionsmangel mit Dyspnoe  

                                                                 und Fatigue bei anhaltendem Immunglobulinmangel unter  

                                                                 Rituximab.                                             

                                                               2 FATIGUE                                                

                                                               3 Fatigue                                                

                                                               4 Fatigue Grad 1\ Fatigue nur am Infusions-Tag 1, sehr   

                                                                 wahrscheinlich Prämed. NW / Fenistil !                 

                                                               5 Fatigue\ AE ist ongoing                                

                                                               6 Leistungsminderung, Fatigue\ Rezidivierende Infekte    

                                                                 obere Luftwege o. nähere Angabe der Dauer              

                                                               7 Leistungsminderung, Fatiguesymptomatik                 

                                                               8 Schlapp und kaputt                                     

                                TIREDNESS                      1 Müdigkeit                                              

                                                               2 Müdigkeit Grad 1                                       

                                                               3 Schwindel und Müdigkeit für 3 Tage.                    

                                                                                                                        

  GENERAL PHYSICAL HEALTH       GENERAL PHYSICAL HEALTH        1 GENERAL PHYSICAL HEALTH DETERIORATION                  

  DETERIORATION                 DETERIORATION                                                                           

                                                                                                                        

  ILL-DEFINED DISORDER          ILL-DEFINED DISORDER           1 SECONDARY AML (UNK DIAGNOSIS)                          

                                                                                                                        

  INFLUENZA LIKE ILLNESS        FLU LIKE SYMPTOMS              1 grippaler Infekt                                       
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System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  MUCOSAL INFLAMMATION          MUCOSITIS                      1 -\ 4-monatige Pause zwischen dem 1. und 2. Zyklus, da  

                                                                 Anlage einer Stentanlage bei KHK, Herzinsuffizienz     

                                                                 Mukositis Grad I-II                                    

                                                                                                                        

  PAIN                          PAIN                           1 PAIN                                                   

                                                               2 Schmerzen                                              

                                                               3 Schmerzen\ Gliederschmerzen                            

                                                               4 Schmerzen\ Pat. hat nach dem entfernen eines unklaren  

                                                                 Hautbefundes am re. Unterschenkel ein Erysipel mit     

                                                                 Fieber und Schmerzen enwickelt. Er wurde mit           

                                                                 Anitbiotika (einmalig ambulant i.v. in Klinik) und im  

                                                                 Anschluss oral Antibiotisch behandelt. Aus diesem      

                                                                 Grund wurde                                            

                                                               5 Schmerzen\ Patient konnte keine Angaben machen wann    

                                                                 Grippe Symptome beendet waren                          

                                                               6 Schmerzen\ Schmerzen mit Parästhesien in beiden        

                                                                 Beinen nach Therapie ca. 1 Monat anhaltend             

                                                               7 Schmerzen\ Schütttelfrost und Schmerzen traten nach    

                                                                 halber Gabe der Chemotherapie mit MabThera auf.        

                                                                                                                        

  PERFORMANCE STATUS DECREASED  PERFORMANCE STATUS DECREASED   1 REDUCED PHYSICAL CAPACITY (PERFORMANCE STATUS          

                                                                 DECREASED)\ Patient war stationär                      

                                                                                                                        

  PYREXIA                       FEVER                          1 FEVER                                                  
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System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  PYREXIA                       FEVER                          2 FEVER\ Bei der Patient liegt ein kombinierter          

                                                                 Immundefekt bei Z.n. Chemotherapie, Therapie mit       

                                                                 Rituximab und im Rahmen der Lymphomerkrankung. Die     

                                                                 Ursächlichkeit bezüglich der einzelnen Komponenten     

                                                                 ist nicht eindeutig zu beurteilen.                     

                                                               3 FEVER\ Bitte ersetzen Sie das bereits gesendete SAE    

                                                                 durch dieses hier.                                     

                                                               4 Fieber                                                 

                                                               5 Fieber\ Fieberhafter Infekt der oberen Luftwege        

                                                               6 Fieber\ Infekt der oberen Luftwege und allgemeiner     

                                                                 Konditionsmangel mit Dyspnoe und Fatigue bei           

                                                                 anhaltendem Immunglobulinmangel unter Rituximab.       

                                                               7 Fieber\ Pat. hat nach dem entfernen eines unklaren     

                                                                 Hautbefundes am re. Unterschenkel ein Erysipel mit     

                                                                 Fieber und Schmerzen enwickelt. Er wurde mit           

                                                                 Anitbiotika (einmalig ambulant i.v. in Klinik) und im  

                                                                 Anschluss oral Antibiotisch behandelt. Aus diesem      

                                                                 Grund wurde                                            

                                                               8 Fieber\ Protrahierter pulmonaler Infekt.               

                                                                 Bronchitische Veränderungen über beiden Lungen,        

                                                                 Nachweis von Infiltraten. Spastik, Husten mit so gut   

                                                                 wie keinem Auswurf.  Bildgebend kein ausreichender     

                                                                 Befund für eine Pneumocystis carinii-Infektion,        

                                                                 jedoch rasche Besserun                                 
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System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  PYREXIA                       FEVER                          9 Fieber\ systemische Antibiotika-Therapie erfolgt,      

                                                                 aber nicht i.v., nur oral. Rituximab Therapie          

                                                                 zunächst unterbrochen, dann beendet bei ausbleibender  

                                                                 Besserung der Situation.                               

                                                                                                                        

HEPATOBILIARY DISORDERS                                                                                                 

  BILE DUCT STENOSIS            BILE DUCT STENOSIS             1 COMPRESSION OF COMMON HEPATIC DUCT                     

                                                                                                                        

  CHOLELITHIASIS                CHOLECYSTOLITHIASIS            1 CHOLECYSTOLITHIASIS\ Cholezystolithiasis war           

                                                                 vorbestehend                                           

                                                                                                                        

  DRUG-INDUCED LIVER INJURY     DRUG-INDUCED HEPATOTOXICITY    1 Hepatose, medikamentöser-toxischer Leberschaden bei    

                                                                 Transfusion von EK´s im Rahmen der Chemotherapie vor   

                                                                 4 Jahren                                               

                                                                                                                        

  HEPATIC STEATOSIS             STEATOSIS HEPATIC              1 STEATOSIS HEPATIS                                      

                                                                                                                        

  HEPATITIS                     HEPATITIS                      1 HEPATIC INFLAMMATION                                   

                                                                                                                        

  LIVER DISORDER                HEPATOSIS                      1 HEPATOSIS                                              

                                                                                                                        

  LIVER INJURY                  LIVER DAMAGE                   1 DRUG INDUCED LIVER DAMAGE                              

                                                                                                                        

IMMUNE SYSTEM DISORDERS                                                                                                 

  HYPERSENSITIVITY              ALLERGIC REACTION              1 Allergische Reaktion\ Kontaktallergie an den           

                                                                 Unterarmen                                             
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  IMMUNODEFICIENCY              IMMUNODEFICIENCY               1 IMMUNODEFICIENCY                                       

                                                                                                                        

INFECTIONS AND INFESTATIONS                                                                                             

  ANAL ABSCESS                  ANAL ABSCESS                   1 ANAL ABSCESS                                           

                                                                                                                        

  ATYPICAL PNEUMONIA            ATYPICAL PNEUMONIA             1 ATYPICAL PNEUMONIA                                     

                                                                                                                        

  BACTERIAL INFECTION           BACTERIAL INFECTION            1 BACTERIAL INFECTION                                    

                                                               2 BACTERIAL INFECTION\ vorbestehend: Asthma bronchiale   

                                                                 und Antikörpermangelsyndrom stationärer Aufenthalt     

                                                                 bei Pneumonie vom 09.01.2013 - 15.01.2013              

                                                               3 Bakterielle Infektion                                  

                                                               4 Bakterielle Infektion\ Bei der Patient liegt ein       

                                                                 kombinierter Immundefekt bei Z.n. Chemotherapie,       

                                                                 Therapie mit Rituximab und im Rahmen der               

                                                                 Lymphomerkrankung. Die Ursächlichkeit bezüglich der    

                                                                 einzelnen Komponenten ist nicht eindeutig zu           

                                                                 beurteilen.                                            

                                                               5 Bakterielle Infektion\ Blasenentzündung                

                                                               6 Bakterielle Infektion\ Bronchitis; Kausalzusammenhang  

                                                                 mit Mabthera: möglich                                  

                                                               7 Bakterielle Infektion\ Der Zyklus 4 hat sich nach      

                                                                 hinten verschoben, da nach Zyklus 3 ein Erysipel       

                                                                 aufgetreten ist. Der 5. Zyklus fand zwar exakt 3       

                                                                 Monate nach Zyklus 4 statt, allerdings hatte sich      

                                                                 dieser ja verschoben, wobei es zu einem ständigen      

                                                                 Zyklusverzug kommt.                                    
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   
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  BACTERIAL INFECTION           BACTERIAL INFECTION            8 Bakterielle Infektion\ Eitrige Konjunktivitis nach     

                                                                 Hallenbadbesuch, behandelt mit Refobacin-Augensalbe    

                                                               9 Bakterielle Infektion\ Es bestand der V.a. eine        

                                                                 abgelaufene Pneumonie, aus diesem Grunde erfolgte zur  

                                                                 Abklärung eine stationäre Aufnahme. Hier erfolgte      

                                                                 eine CT des Thorax und eine Bronchoskopie.             

                                                              10 Bakterielle Infektion\ Fieberhafter Infekt der oberen  

                                                                 Luftwege                                               

                                                              11 Bakterielle Infektion\ Infekt der oberen Luftwege und  

                                                                 allgemeiner Konditionsmangel mit Dyspnoe und Fatigue   

                                                                 bei anhaltendem Immunglobulinmangel unter Rituximab.   

                                                              12 Bakterielle Infektion\ Infekt der oberen Luftwege,     

                                                                 orale Antibiotikabehandlung erfolgte. Komplett         

                                                                 ausgeheilt.                                            

                                                              13 Bakterielle Infektion\ Korrigierte UAW: UAW trat im    

                                                                 4. Zyklus auf, nicht im 5.                             

                                                              14 Bakterielle Infektion\ Rezidivierende Infekte obere    

                                                                 Luftwege o. nähere Angabe der Dauer                    

                                                              15 Bakterielle Infektion\ bilaterale Pneumonie            

                                                              16 Bakterielle Infektion\ polypös-hyperplastische         

                                                                 Sinusitis maxillaris bds.                              

                                                              17 Bakterielle Infektion\ rezidivierende                  

                                                                 Atemwegsinfektionen bei diagnostiziertem IgG Mangel,   

                                                                 Einleitung von Ig-Gabe 2-wöchentlich                   

                                BACTERIAL INFECTION NOS        1 BACTERIAL INFECTION NOS                                

                                                                                                                        

  BRONCHIOLITIS                 BRONCHIOLITIS                  1 BRONCHIOLITICS LUNG CHANGES (BRONCHIOLITIS)            
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System Organ Class/                                                                                                     
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  BRONCHITIS                    BRONCHITIS                     1 Bronchitis                                             

                                                               2 über Monate anhaltende chronische                      

                                                                 Sinusitis/Bronchitis mit Husten MRSA-Infektion         

                                                                 anhaltend (vor Rituximab-Erhaltungstherapie            

                                                                 bestehend)\ systemische Antibiotika-Therapie erfolgt,  

                                                                 aber nicht i.v., nur oral. Rituximab Therapie          

                                                                 zunächst unterbrochen, dann beendet bei ausbleibender  

                                                                 Besserung der Situation.                               

                                SPASTIC BRONCHITIS             1 spastische Bronchitis                                  

                                                                                                                        

  BRONCHITIS BACTERIAL          PURULENT BRONCHITIS            1 SUSPECTED PURULENT BRONCHITIS                          

                                                                                                                        

  BRONCHOPNEUMONIA              BRONCHOPULMONARY INFECTION     1 bronchopulmonaler Infekt                               

                                                                                                                        

  CHRONIC SINUSITIS             CHRONIC SINUSITIS              1 über Monate anhaltende chronische                      

                                                                 Sinusitis/Bronchitis mit Husten MRSA-Infektion         

                                                                 anhaltend (vor Rituximab-Erhaltungstherapie            

                                                                 bestehend)\ systemische Antibiotika-Therapie erfolgt,  

                                                                 aber nicht i.v., nur oral. Rituximab Therapie          

                                                                 zunächst unterbrochen, dann beendet bei ausbleibender  

                                                                 Besserung der Situation.                               

                                                                                                                        

  CONJUNCTIVITIS                PURULENT CONJUNCTIVITIS        1 PURULENT CONJUNCTIVITIS                                

                                                                                                                        

  CYSTITIS                      BLADDER INFECTION              1 Blaseninfektion, Behandlung mit Cotrim                 

                                                                                                                        

  CYTOMEGALOVIRUS INFECTION     CMV INFECTION                  1 CMV INFECTION\ CMV Pneumonie bei pos. HIV AK Nachweis  
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  DIVERTICULITIS                SIGMOID DIVERTICULITIS         1 Sigmadivertikulose                                     

                                                                                                                        

  ERYSIPELAS                    ERYSIPELAS                     1 Fieber\ Pat. hat nach dem entfernen eines unklaren     

                                                                 Hautbefundes am re. Unterschenkel ein Erysipel mit     

                                                                 Fieber und Schmerzen enwickelt. Er wurde mit           

                                                                 Anitbiotika (einmalig ambulant i.v. in Klinik) und im  

                                                                 Anschluss oral Antibiotisch behandelt. Aus diesem      

                                                                 Grund wurde                                            

                                                                                                                        

  FOLLICULITIS                  FOLLICULITIS                   1 Follikulitis                                           

                                                                                                                        

  FUNGAL INFECTION              FUNGAL INFECTION               1 FUNGAL INFECTION                                       

                                                               2 Pilzinfektion                                          

                                                               3 Pilzinfektion\ Korrigierte UAW: UAW trat im 4. Zyklus  

                                                                 auf, nicht im 5.                                       

                                                                                                                        

  GASTROENTERITIS               GASTROENTERITIS                1 GASTROENTERITIS                                        

                                                                                                                        

  GASTROINTESTINAL INFECTION    GASTROINTESTINAL INFECTION     1 Leichter gastrointestinaler Infekt                     

                                                                                                                        

  HAEMOPHILUS SEPSIS            HAEMOPHILUS SEPSIS             1 SEPSIS WITH HAEMOPHILUS INFLUENZAE                     

                                                                                                                        

  HERPES ZOSTER                 HERPES ZOSTER                  1 HERPES ZOSTER                                          

                                                               2 HERPES ZOSTER INFECTION                                

                                                               3 HERPES ZOSTER\ rezidivierende Leukopenie mit           

                                                                 Agranulozytose und auch infektionen Komplikationen     

                                                               4 Zoster                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Program: TABLE 45.sas, executed on 07JUL2015 at 13:27                                                     Page 16 of 31



Page 344 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  HERPES ZOSTER                 SHINGLES                       1 SHINGLES                                               

                                                                                                                        

  INFECTION                     INFECTION                      1 Infekt                                                 

                                                               2 Sonstige Infektion                                     

                                                               3 gehäufte Infekte                                       

                                INFECTION NOS                  1 INFECTION NOS                                          

                                RECURRENT INFECTION            1 RECURRENT INFECTION COMPLICATION (UNK DIAGNOSIS)       

                                                                                                                        

  INFECTIOUS COLITIS            INFECTIOUS COLITIS             1 INFECTIVE COLITIS                                      

                                                                                                                        

  LUNG INFECTION                LUNG INFECTION                 1 PULMONARY INFECTION                                    

                                                                                                                        

  NASOPHARYNGITIS               COLD                           1 Erkältung                                              

                                                               2 rezidivierende Erkältungen                             

                                                                                                                        

  PNEUMONIA                     BILATERAL PNEUMONIA            1 BILATERAL PNEUMONIA                                    

                                                               2 PNEUMONIA BOTH SIDES                                   

                                PNEUMONIA                      1 PNEUMONIA                                              

                                                                                                                        

  ROTAVIRUS INFECTION           ROTAVIRUS INFECTION            1 ROTAVIRUS INFECTION                                    

                                                                                                                        

  SEPSIS                        SEPSIS                         1 SEPSIS                                                 

                                                               2 SEPSIS\ Pat. ist in KH verstorben, nach telephonische  

                                                                 Auskunft an einer Sepsis. Detailierte Info liegt       

                                                                 nicht vor.                                             

                                                               3 SEPSIS\ Schmerzen in der linken Flanke                 
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   
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  SPUTUM PURULENT               SPUTUM PURULENT                1 Eitriger Husten                                        

                                                                                                                        

  STAPHYLOCOCCAL INFECTION      INFECTION MRSA                 1 über Monate anhaltende chronische                      

                                                                 Sinusitis/Bronchitis mit Husten MRSA-Infektion         

                                                                 anhaltend (vor Rituximab-Erhaltungstherapie            

                                                                 bestehend)\ systemische Antibiotika-Therapie erfolgt,  

                                                                 aber nicht i.v., nur oral. Rituximab Therapie          

                                                                 zunächst unterbrochen, dann beendet bei ausbleibender  

                                                                 Besserung der Situation.                               

                                                                                                                        

  UPPER RESPIRATORY TRACT       UPPER RESPIRATORY TRACT        1 Infekt der oberen Luftwege                             

  INFECTION                     INFECTION                                                                               

                                                               2 Infektion obere Luftwege                               

                                                               3 Infektion oberer Luftwege                              

                                                                                                                        

  URINARY TRACT INFECTION       RECURRENT URINARY TRACT        1 RECURENT URINARY TRACT INFECTION                       

                                INFECTION                                                                               

                                URINARY TRACT INFECTION        1 URINARY TRACT INFECTION                                

                                                                                                                        

  VIRAL INFECTION               VIRAL INFECTION                1 VIRAL INFECTION                                        

                                                               2 VIRAL INFECTION\ rezidivierende Leukopenie mit         

                                                                 Agranulozytose und auch infektionen Komplikationen     

                                                               3 Virusinfektion                                         

                                                                                                                        

INJURY, POISONING AND PROCEDURAL COMPLICATIONS                                                                          

  CONCUSSION                    COMMOTIO CEREBRI               1 Sturz mit Comotio                                      
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  EXPOSURE DURING PREGNANCY     DRUG EXPOSURE DURING PREGNANCY 1 DRUG EXPOSURE DURING PREGNANCY                         

                                                                                                                        

  FALL                          FALL                           1 Sturz mit Comotio                                      

                                                                                                                        

  INCISIONAL HERNIA             INCISIONAL HERNIA              1 INCISIONAL HERNIA                                      

                                                                                                                        

  WOUND SECRETION               WOUND OOZING                   1 offene, nässende Stellen am Spann Füße bds.            

                                                                                                                        

INVESTIGATIONS                                                                                                          

  ALANINE AMINOTRANSFERASE      ALANINE AMINOTRANSFERASE       1 ALANINE AMINOTRANSFERASE INCREASED                     

  INCREASED                     INCREASED                                                                               

                                ALT INCREASED                  1 ALAT-Erhöhung Gr. I                                    

                                                               2 erhöhte ALAT-Werte Grad 1                              

                                GPT INCREASED                  1 INCREASED GPT                                          

                                                               2 erhöhtes GGT Grad II(135 U/l) erhöhtes GPT Grad I (    

                                                                 59 U/l)                                                

                                                                                                                        

  ASPARTATE AMINOTRANSFERASE    GOT INCREASED                  1 GOT Erhöhung Grad 1                                    

  INCREASED                                                                                                             

                                                               2 GOT INCREASED                                          

                                                               3 GOT erhöht Grad 1                                      

                                                               4 INCREASED GOT                                          

                                                                                                                        

  B-LYMPHOCYTE COUNT DECREASED  B-LYMPHOCYTE COUNT DECREASED   1 B LYMPHOCYTE DEFICIENCY(UNK DIAGNOSIS)                 

                                                               2 B-CELL DEPLETION                                       

                                                               3 DECREASED B LYMPHOCYTES                                
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  BETA 2 MICROGLOBULIN          BETA 2 MICROGLOBULIN INCREASED 1 erhöhte B2 mikroglobuline                              

  INCREASED                                                                                                             

                                                                                                                        

  BLAST CELLS PRESENT           BLAST CELLS PRESENT            1 BLASTS IN PERIPHERAL BLOOD (UNK DIAGNOSIS)             

                                                                                                                        

  BLOOD ALKALINE PHOSPHATASE    ALKALINE PHOSPHATASE INCREASED 1 Alk.Phosphatase erhöht Grad 1                          

  INCREASED                                                                                                             

                                                               2 Erhöhte CRP, LDH,AP                                    

                                                                                                                        

  BLOOD CREATININE INCREASED    CREATININE INCREASED           1 erhöhte Kreatininwerte Grad 1                          

                                                                                                                        

  BLOOD LACTATE DEHYDROGENASE   LDH INCREASED                  1 Erhöhte CRP, LDH,AP                                    

  INCREASED                                                                                                             

                                                               2 INCREASED LDH                                          

                                                               3 LDH Erhöhung                                           

                                                               4 LDH Erhöhung Grad 1                                    

                                                               5 LDH INCREASE                                           

                                                               6 LDH INCREASED                                          

                                                               7 LDH-Anstieg                                            

                                                               8 leicht erhöhte LDH                                     

                                                                                                                        

  BREATH SOUNDS ABNORMAL        BREATH SOUNDS ABNORMAL         1 Husten, pulmonal basal Knarren und Brummen             

                                                                                                                        

  C-REACTIVE PROTEIN INCREASED  CRP INCREASED                  1 Erhöhte CRP, LDH,AP                                    

                                                                                                                        

  CARBOHYDRATE ANTIGEN 15-3     CANCER ANTIGEN 15-3 INCREASED  1 INCREASED CANCER ANTIGEN 15-3                          

  INCREASED                                                                                                             
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   
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  GAMMA-GLUTAMYLTRANSFERASE     GGT INCREASED                  1 erhöhtes GGT Grad II(135 U/l) erhöhtes GPT Grad I (    

  INCREASED                                                      59 U/l)                                                

                                                                                                                        

  HAEMOGLOBIN DECREASED         HAEMOGLOBIN DECREASED          1 Hämoglobin decreased                                   

                                                               2 Hämoglobin erniedrigt (Grad 1)                         

                                                                                                                        

  HEPATIC ENZYME INCREASED      RAISED LIVER ENZYMES           1 INCREASED LIVER ENZYME VALUES                          

                                                                                                                        

  LIVER FUNCTION TEST ABNORMAL  RAISED LIVER FUNCTION TESTS    1 LIVER VALUES ELEVATED(LIVER FUNCTION TEST ABNORMAL)    

                                                                                                                        

  TRANSAMINASES INCREASED       TRANSAMINASES INCREASED        1 INCREASED TRANSAMINASES                                

                                                               2 Transaminasenerhöhung                                  

                                                                                                                        

  WEIGHT DECREASED              LOSS OF WEIGHT                 1 Gewichtsabnahme                                        

                                                               2 Gewichtsverlust von 12 kg\ Nach initial 12kg           

                                                                 Gewichtsverlust jetzt wieder Zunahme                   

                                                               3 Schwindel, Schwächegefühl, Gewichtsverlust             

                                                                                                                        

METABOLISM AND NUTRITION DISORDERS                                                                                      

  DECREASED APPETITE            APPETITE ABSENT                1 Schwäche, Appetitlosigkeit, starker Juckreiz gesamter  

                                                                 Körper                                                 

                                                                                                                        

  HYPOKALAEMIA                  HYPOKALAEMIA                   1 HYPOKALAEMIA                                           

                                                                                                                        

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS                                                                         
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System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   
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  ARTHRALGIA                    PAIN IN HIP                    1 Schmerzen linke Hüfte\ im CT kein Ahnalt für           

                                                                 Tumorprogress, keine anderes Korrelat. Symptomatische  

                                                                 Therapie                                               

                                                                                                                        

  BONE PAIN                     BONE PAIN                      1 Gelegentlich Knochenschmerzen                          

                                                                                                                        

  MUSCLE SPASMS                 CRAMPS LEGS                    1 Krämpfe in den Beinen\ nach Intratect                  

                                MUSCLE CRAMPS                  1 Muskelkrämpfe 1 Stunde nach Infusionsbeginn            

                                                                                                                        

  MUSCULOSKELETAL PAIN          SHOULDER PAIN                  1 Nachts Schmerzen li. Schlüsselbein\ Patient kann kein  

                                                                 Enddatum angeben                                       

                                                                                                                        

  SPINAL PAIN                   PAIN IN LUMBAR SPINE           1 sporadisch auftretende Schmerzen im LWS-Bereich        

                                                                                                                        

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS AND POLYPS)                                                     

  ACUTE MYELOID LEUKAEMIA       ACUTE MYELOID LEUKEMIA         1 SUSPECTED ACUTE MYELOID LEUKEMIA\ Schmerzen in der     

                                                                 linken Flanke                                          

                                                                                                                        

  B-CELL LYMPHOMA               NODULAR (FOLLICULAR) LYMPHOMA  1 DISEASE PROGRESSION OF PRE-EXISTING FOLLICULAR         

                                                                 LYMPHOMA\ Tumorprogress medizinisch bedeutsam im       

                                                                 Rahmen der NIS                                         

                                                               2 PROGRESSION OF PRE-EXISTING FOLLICULAR LYMPHOMA        

                                                                                                                        

  B-CELL LYMPHOMA RECURRENT     B-CELL LYMPHOMA RECURRENT      1 RELAPSE OF FOLLICULAR LYMPHOMA                         

                                                                                                                        

  BREAST CANCER METASTATIC      METASTATIC BREAST CANCER       1 METASTATIC BREAST CANCER                               
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   
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  BRONCHIAL CARCINOMA           BRONCHIAL CARCINOMA            1 BRONCHIAL CARCINOMA NSCLC                              

                                                                                                                        

  HODGKIN'S DISEASE             HODGKIN'S DISEASE              1 HODGKIN DISEASE                                        

                                                                                                                        

  LYMPHOMA                      HEPATIC LYMPHOMA               1 LYMPHOMA OF HEPATIC PORTAL                             

                                LYMPHOMA                       1 RELAPSE OF LYMPHOMA                                    

                                                                                                                        

  MALIGNANT NEOPLASM            PROGRESSION OF PRE-EXISTING    1 DISEASE PROGRESSION OF PRE EXISTING CANCER             

  PROGRESSION                   CANCER                                                                                  

                                                               2 DISEASE PROGRESSION OF PRE-EXISTING CANCER             

                                                               3 DISEASE PROGRESSION OF PRE-EXISTING CANCER\            

                                                                 Progression medizinisch bedeutsam im Rahmen der NIS    

                                                                                                                        

  METASTASES TO LUNG            LUNG METASTASES                1 LUNG METASTASES                                        

                                                                                                                        

  METASTASIS                    SECONDARY CARCINOMA            1 SECONDARY CARCINOMA                                    

                                                                                                                        

  MYELODYSPLASTIC SYNDROME      MYELODYSPLASTIC SYNDROME       1 MYELODYSPLASTIC SYNDROME                               

                                                                                                                        

  NEOPLASM MALIGNANT            CANCER                         1 STABLE DISEASE (CANCER)                                

                                                                                                                        

  NON-HODGKIN'S LYMPHOMA        NON-HODGKIN'S LYMPHOMA         1 HIGH MALIGNANT NHL                                     

                                                                                                                        

  PROSTATE CANCER               PROSTATE CARCINOMA             1 PROSTATE CARCINOMA                                     
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  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   
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  PROSTATE CANCER               PROSTATE CARCINOMA             2 Prostatacarcinom, ED 09/2011, Stadium cT2-3, cN0,      

                                                                 cM0, iPSA 7,79ng/ml, Gleason score 7 (3+4) Therapie:   

                                                                 hochkonformale bildgeführte definitive                 

                                                                 Strahlentherapie (IMRT/IGRT) der Prostata mit 73,8 Gy  

                                                                 Beha                                                   

                                                                                                                        

  RENAL CANCER                  KIDNEY CANCER                  1 Neuerkrankung: Nierentumor zum Psoas links             

                                                                                                                        

NERVOUS SYSTEM DISORDERS                                                                                                

  APHASIA                       ANOMIA                         1 Nach Tod des Ehemanns: Wortfindungsstörungen und       

                                                                 Fallneigung rechts. Beide Grad 1. Zusammenhang mit     

                                                                 Mabthera nicht beurteilbar.                            

                                                                                                                        

  BALANCE DISORDER              BALANCE DIFFICULTY             1 Nach Tod des Ehemanns: Wortfindungsstörungen und       

                                                                 Fallneigung rechts. Beide Grad 1. Zusammenhang mit     

                                                                 Mabthera nicht beurteilbar.                            

                                                                                                                        

  CEREBROVASCULAR ACCIDENT      STROKE                         1 STROKE                                                 

                                                                                                                        

  COGNITIVE DISORDER            COGNITIVE DETERIORATION        1 cerebrale Fehlleitungen, kognitive                     

                                                                 Leistungsverschlechterung\ wir wollenim CCT eine PML   

                                                                 als Differentialdiagnose ausschliessen, noch kein      

                                                                 Befund                                                 

                                                                                                                        

  DIZZINESS                     LIGHT HEADEDNESS               1 Schwindel                                              

                                                               2 Schwindel und Müdigkeit für 3 Tage.                    

                                                               3 Schwindel zeitweise auftrentend                        
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  DIZZINESS                     LIGHT HEADEDNESS               4 Schwindel, Schwächegefühl, Gewichtsverlust             

                                                                                                                        

  HEADACHE                      HEADACHE                       1 Kopfschmerzen                                          

                                                                                                                        

  PARAESTHESIA                  PARAESTHESIA                   1 Parästhesien Hände und Füße, Grad 2                    

                                                                                                                        

  PERIPHERAL SENSORY NEUROPATHY SENSORY NEUROPATHY             1 sensorische Neuropathie (Füße)                         

                                                                                                                        

  POLYNEUROPATHY                POLYNEUROPATHY                 1 PNP                                                    

                                                               2 Polyneuropathie der Beine                              

                                                                                                                        

  SENSORY DISTURBANCE           SENSORY DISTURBANCE            1 Sensibilitätsstörung Finger                            

                                                                                                                        

  SOMNOLENCE                    SOMNOLENCE                     1 Bewusstsein (Somnolenz)                                

                                                               2 SOMNOLENCE                                             

                                                                                                                        

  TREMOR                        TREMOR                         1 Tremor Arme                                            

                                                                                                                        

PREGNANCY, PUERPERIUM AND PERINATAL CONDITIONS                                                                          

  ABORTION SPONTANEOUS          SPONTANEOUS ABORTION           1 SPONTANEOUS ABORTION                                   

                                                                                                                        

  PREGNANCY                     PREGNANCY                      1 PREGNANCY                                              

                                                                                                                        

PSYCHIATRIC DISORDERS                                                                                                   

  DEPRESSION                    DEPRESSION                     1 SEVERE DEPRESSION                                      

                                DEPRESSIVE DISORDER            1 DEPRESSIVE DISORDER                                    
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  SLEEP DISORDER                DISORDER SLEEP                 1 Schlafstörungen                                        

                                                                                                                        

REPRODUCTIVE SYSTEM AND BREAST DISORDERS                                                                                

  PREMATURE MENOPAUSE           MENOPAUSE PREMATURE            1 extremes Schwitzen - Vorzeitige Menopause              

                                                                                                                        

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS                                                                         

  ACUTE RESPIRATORY FAILURE     ACUTE RESPIRATORY              1 ACUTE RESPIRATORY INSUFFICIENCY                        

                                INSUFFICIENCY                                                                           

                                                                                                                        

  ALVEOLITIS                    LYMPHOCYTIC ALVEOLITIS         1 LYMPHOCYTIC ALVEOLITIS                                 

                                                                                                                        

  COUGH                         COUGH                          1 COUGH                                                  

                                                               2 Eitriger Husten                                        

                                                               3 Husten                                                 

                                                               4 Husten, pulmonal basal Knarren und Brummen             

                                                               5 Husten\ Besserung nach Einnahme von Cefpodoxim 200     

                                                                 1-0-1 und Capval                                       

                                                               6 über Monate anhaltende chronische                      

                                                                 Sinusitis/Bronchitis mit Husten MRSA-Infektion         

                                                                 anhaltend (vor Rituximab-Erhaltungstherapie            

                                                                 bestehend)\ systemische Antibiotika-Therapie erfolgt,  

                                                                 aber nicht i.v., nur oral. Rituximab Therapie          

                                                                 zunächst unterbrochen, dann beendet bei ausbleibender  

                                                                 Besserung der Situation.                               

                                IRRITANT COUGH                 1 in Verbindung mit ständigen Reizhusten                 

                                                                                                                        

  DYSPNOEA                      DYSPNOEA                       1 DYSPNOEA                                               
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  DYSPNOEA                      DYSPNOEA                       2 DYSPNOEA\ CT Lunge veranlasst                          

                                                               3 DYSPNOEA\ Dysnoe aufgrund einer KHK, KH-Aufnahme,      

                                                                 stationär Stentanlage am24.5.12, danach deutliche      

                                                                 Besserung                                              

                                                               4 DYSPNOEA\ Schmerzen in der linken Flanke               

                                                               5 DYSPONEA                                               

                                                               6 Dyspnoe                                                

                                                               7 Dyspnoe\ Entwicklung einer sekundären MDS              

                                                               8 Dyspnoe\ Infekt der oberen Luftwege und allgemeiner    

                                                                 Konditionsmangel mit Dyspnoe und Fatigue bei           

                                                                 anhaltendem Immunglobulinmangel unter Rituximab.       

                                                               9 Dyspnoe\ systemische Antibiotika-Therapie erfolgt,     

                                                                 aber nicht i.v., nur oral. Rituximab Therapie          

                                                                 zunächst unterbrochen, dann beendet bei ausbleibender  

                                                                 Besserung der Situation.                               

                                DYSPNOEA EXACERBATED           1 INCREASING DYSPNOEA\ Patient war stationär             

                                                                                                                        

  EPISTAXIS                     NOSE BLEED                     1 Während der letzten Wochen gelegentlich morgendliches  

                                                                 Nasenbluten                                            

                                                                                                                        

  LUNG DISORDER                 LUNG DISORDER                  1 BRONCHITIC MODIFICATION OF BOTH LUNGS (LUNG DISORDER)  

                                                                                                                        

  LUNG INFILTRATION             LUNG INFILTRATION              1 INFILTRATIVE LUNG CHANGES                              

                                PULMONARY INFILTRATION         1 PULMONARY INFILTRATES                                  

                                                                                                                        

  PLEURAL EFFUSION              PLEURAL EFFUSION               1 PLEURAL EFFUSION                                       

                                                               2 Pleuraerguss                                           
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  PLEURAL FIBROSIS              PLEURAL FIBROSIS               1 SUBPLEURAL FIBROSIS                                    

                                                                                                                        

  PRODUCTIVE COUGH              PRODUCTIVE COUGH               1 Eitrige Konjunktivitis rechts, weiterhin etwas Husten  

                                                                 mit Auswurf                                            

                                                               2 Husten, Auswurf\ Bei der Patient liegt ein             

                                                                 kombinierter Immundefekt bei Z.n. Chemotherapie,       

                                                                 Therapie mit Rituximab und im Rahmen der               

                                                                 Lymphomerkrankung. Die Ursächlichkeit bezüglich der    

                                                                 einzelnen Komponenten ist nicht eindeutig zu           

                                                                 beurteilen.                                            

                                                               3 Teilweise produktiver Husten\ Es bestand der V.a.      

                                                                 eine abgelaufene Pneumonie, aus diesem Grunde          

                                                                 erfolgte zur Abklärung eine stationäre Aufnahme. Hier  

                                                                 erfolgte eine CT des Thorax und eine Bronchoskopie.    

                                                                                                                        

  PULMONARY FIBROSIS            PULMONARY FIBROSIS             1 FIBROSIS IN ISOLATED PULMONARY SEGMENT                 

                                                                                                                        

  PULMONARY HAEMORRHAGE         LUNG HEMORRHAGE                1 LUNG HEMORRHAGE                                        

                                                                                                                        

SKIN AND SUBCUTANEOUS TISSUE DISORDERS                                                                                  

  ALOPECIA                      ALOPECIA                       1 Alopezie Grad 1\ weiterhin Alopezie Grad 1, keine      

                                                                 B-Symptomatik; ECOG 1,  Kausalzusammenhang Mabthera    

                                                                 möglich                                                

                                                                                                                        

  ERYTHEMA                      REDNESS                        1 Rötung Hände                                           

                                                                                                                        

  EXFOLIATIVE RASH              RASH SCALY                     1 SCALY EFFLORESCENCE ON THE LEFT FOREARM                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                                                                                                        

Program: TABLE 45.sas, executed on 07JUL2015 at 13:27                                                     Page 28 of 31



Page 356 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  HYPERHIDROSIS                 EXCESS SWEATING                1 extremes Schwitzen - Vorzeitige Menopause              

                                                                                                                        

  NAIL DISORDER                 NAIL CHANGES                   1 Nagelveränderungen                                     

                                                                                                                        

  NIGHT SWEATS                  NIGHT SWEAT                    1 Moderates nächtliches Schwitzen ohne weitere           

                                                                 körperliche Symptome.                                  

                                                               2 NIGHT SWEAT INCREASED                                  

                                                               3 Nachtschweiß                                           

                                                               4 Nächtliches Schwitzen                                  

                                                                                                                        

  PRURITUS                      PRURITUS                       1 Starker Juckreiz am Rumpf                              

                                                                                                                        

  PRURITUS GENERALISED          PRURITUS GENERALISED           1 Schwäche, Appetitlosigkeit, starker Juckreiz gesamter  

                                                                 Körper                                                 

                                                                                                                        

  PSORIASIS                     PSORIASIS                      1 deutliche verschlchterung der Psoriasis                

                                PSORIASIS OF SCALP             1 Schuppenflechte Kopfhaut                               

                                                                                                                        

  RASH                          SKIN RASH                      1 Hautausschlag                                          

                                                                                                                        

  RASH MACULO-PAPULAR           MACULO-PAPULAR EXANTHEMA       1 MACULO-PAPULAR EXANTHEMA                               

                                                                                                                        

  SKIN DISORDER                 SKIN DISORDER                  1 SYSTEMIC SKIN DISEASES (UNK DIAGNOSIS)\                

                                                                 Schuppenflechte Kopfhaut                               

                                                               2 Systemische Hauterkrankungen                           
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  SKIN LESION                   SKIN LESION                    1 Hautläsionen mit Hof\ Beschwerden werden hautärztlich  

                                                                 abgeklärt                                              

                                                                                                                        

SURGICAL AND MEDICAL PROCEDURES                                                                                         

  HOSPITALISATION               HOSPITALIZATION NOS            1 Hospitalisierung unbekannter Dauer/Indikation\ genaue  

                                                                 Dauer und Angaben sind nicht bekannt                   

                                                                                                                        

VASCULAR DISORDERS                                                                                                      

  AORTIC ANEURYSM               AORTIC ANEURYSM                1 AORTIC ANEURISM                                        

                                                                                                                        

  HAEMATOMA                     HEMATOMA                       1 HEMATOMA NEAR PSOAS MUSCLE                             

                                                                                                                        

  HYPOTENSION                   HYPOTENSION                    1 HYPOTENSION\ Bei der Patient liegt ein kombinierter    

                                                                 Immundefekt bei Z.n. Chemotherapie, Therapie mit       

                                                                 Rituximab und im Rahmen der Lymphomerkrankung. Die     

                                                                 Ursächlichkeit bezüglich der einzelnen Komponenten     

                                                                 ist nicht eindeutig zu beurteilen.                     

                                                                                                                        

  SHOCK                         SHOCK                          1 SHOCK                                                  

                                                                                                                        

  SHOCK HAEMORRHAGIC            HEMORRHAGIC SHOCK              1 HEMORRHAGIC SHOCK                                      

                                                                                                                        

  SUBCLAVIAN VEIN THROMBOSIS    SUBCLAVIAN VEIN THROMBOSIS     1 Thrombose der V. sublavia rechts und v. basilica       

                                                                 rechts nach PORT-Implantation am 05.02.2013            

                                                                                                                        

  VENOUS THROMBOSIS             VENOUS THROMBOSIS              1 Portexplantation wegen Portvenenthrombosierung         
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                                                       Table 45 

                                            Glossary of All Adverse Events 

                                            Population: Safety Set Overall 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

——————————————————— MedDRA (Version 17.0) ————————————————————                                                          

System Organ Class/                                                                                                     

  Preferred Term                Lower Level Term              No Reported Term\ Comment (if reported)                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  VENOUS THROMBOSIS LIMB        THROMBOSIS VENOUS ARM          1 Thrombose der V. sublavia rechts und v. basilica       

                                                                 rechts nach PORT-Implantation am 05.02.2013            
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                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Hemoglobin (mmol/L)                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       295     8.075     1.044     8.130    5.52     14.46                                                        

     2       287     8.169     0.959     8.192    5.34     13.10  277     0.099     0.763     0.100     -5.37      4.78 

     3       279     8.205     0.939     8.192    5.65     14.40  269     0.147     0.926     0.124     -5.71      7.51 

     4       275     8.252     1.041     8.200    5.71     15.20  266     0.198     0.957     0.186     -5.52      6.01 

     5       260     8.283     0.878     8.254    6.08     10.61  250     0.165     0.845     0.279     -5.43      1.92 

     6       248     8.298     0.963     8.316    2.61     10.90  241     0.201     0.945     0.248     -5.90      2.40 

     7       234     8.394     0.880     8.440    5.71     10.60  225     0.315     0.847     0.372     -5.34      2.36 

     8       226     8.439     0.883     8.420    5.90     11.05  220     0.322     0.874     0.372     -5.83      2.92 

     9       174     8.412     0.860     8.420    5.80     10.30  168     0.355     0.876     0.434     -5.25      2.54 

    10       158     8.452     0.905     8.400    6.02     10.86  153     0.345     0.840     0.372     -4.94      1.92 

    11       149     8.499     0.880     8.500    6.39     11.10  144     0.422     0.680     0.434     -3.13      1.90 

    12       134     8.458     0.828     8.501    6.70     10.70  128     0.408     0.707     0.434     -3.75      2.23 

    13         6     8.429     1.104     8.100    7.20     10.18    6     0.634     0.435     0.448      0.30      1.40 

    14         2     7.505     0.007     7.505    7.50      7.51    2     0.503     0.429     0.503      0.20      0.81 

    15         1     8.200               8.200    8.20      8.20    1     0.900               0.900      0.90      0.90 

    16         1     7.800               7.800    7.80      7.80    1     0.500               0.500      0.50      0.50 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  287     8.330     0.897     8.300    5.83     10.70  277     0.266     0.799     0.310     -5.83      2.23 

                                                                                                                        

 Last value  303     8.315     0.890     8.254    5.83     10.70  292     0.239     0.848     0.310     -5.83      2.23 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit G/DL were multiplied by factor 0.6206.                                                  
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                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Leucocytes (/nL)                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       293    15.615   210.139     3.600    0.00   3600.00                                                        

     2       283    19.193   261.355     3.900    0.00   4400.00  273     3.130   344.320     0.001  -3595.70   4395.40 

     3       278     3.564     2.875     3.800    0.00     12.30  268   -13.197   219.751     0.002  -3597.00     11.39 

     4       273     3.661     2.846     3.900    0.00     13.10  262     0.367     2.666     0.002    -22.70      8.49 

     5       260    21.260   285.072     4.100    0.00   4600.00  248     4.437   371.253     0.004  -3595.70   4595.40 

     6       248    39.537   398.518     4.020    0.00   4500.00  238    37.918   406.669     0.255    -21.60   4496.20 

     7       234    29.940   398.526     4.295    0.00   6100.00  224    11.898   473.775     0.215  -3596.00   6095.40 

     8       226    46.240   638.338     4.100    0.00   9600.00  218    44.690   650.156     0.360    -23.10   9600.00 

     9       174     3.936     2.960     4.100    0.00     11.00  167   -20.791   278.332     0.330  -3595.90     10.99 

    10       158     3.955     3.111     4.105    0.00     15.30  151     0.874     2.720     0.500     -7.29     15.29 

    11       149     4.009     3.143     4.100    0.00     12.60  143   -24.185   300.880     0.500  -3596.90      8.19 

    12       134     4.086     3.253     4.165    0.00     11.90  127   -27.187   319.303     0.600  -3597.10     11.09 

    13         6     5.015     1.694     4.470    3.10      7.50    6     1.265     1.719     1.225     -0.90      3.90 

    14         2     5.325     3.429     5.325    2.90      7.75    2     0.525     2.298     0.525     -1.10      2.15 

    15         1     8.090               8.090    8.09      8.09    1     2.490               2.490      2.49      2.49 

    16         1     7.860               7.860    7.86      7.86    1     2.260               2.260      2.26      2.26 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  287    74.484   719.448     4.400    0.00   9600.00  275    61.178   767.596     0.400  -3597.10   9600.00 

                                                                                                                        

 Last value  303    70.774   700.308     4.440    0.00   9600.00  290    58.039   747.532     0.400  -3597.10   9600.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Neutrophils (/nL)                                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       189     1.920     2.199     1.700    0.00     15.00                                                        

     2       182     1.997     2.097     1.956    0.00     10.10  160     0.082     1.740     0.001    -13.20      5.20 

     3       187     2.119     2.079     2.100    0.00      8.92  156     0.219     1.958     0.001    -13.70      7.79 

     4       171     2.255     2.190     2.160    0.00      9.83  144     0.314     2.216     0.001    -13.30      7.79 

     5       166     2.143     2.298     1.900    0.00     14.47  135     0.462     1.981     0.002     -7.59      8.73 

     6       153     2.311     2.259     2.200    0.00     10.10  124     0.643     1.821     0.003     -3.72      7.73 

     7       146     2.324     2.168     2.255    0.00      8.40  115     0.408     1.794     0.002     -5.34      5.30 

     8       148     2.205     2.360     1.865    0.00     10.20  123     0.443     2.432     0.002    -13.70      7.79 

     9       119     2.391     2.268     2.380    0.00      9.70   93     0.668     1.856     0.100     -5.40      9.69 

    10        97     2.548     2.311     2.500    0.00     10.55   77     0.731     1.841     0.068     -2.44      9.69 

    11        98     2.614     2.352     2.330    0.00      8.47   80     1.044     2.017     0.135     -2.54      7.91 

    12        87     2.339     2.343     2.100    0.00     10.00   71     0.900     2.110     0.002     -3.06      9.99 

    13         4     1.976     2.435     1.451    0.00      5.00    3     0.834     0.850     0.800      0.00      1.70 

    14         0                                                                                                        

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  180     2.346     2.375     2.040    0.00     10.20  147     0.601     1.964     0.003     -5.40      9.99 

                                                                                                                        

 Last value  241     2.300     2.277     2.100    0.00     10.20  180     0.464     2.144     0.004    -13.70      9.99 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Eosinophils (/nL)                                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       113     0.131     0.441     0.009    0.00      4.40                                                        

     2       124     0.175     0.566     0.054    0.00      4.90   95     0.011     0.661     0.000     -3.94      4.90 

     3       117     0.100     0.135     0.050    0.00      0.77   87    -0.051     0.484     0.000     -4.11      0.59 

     4       108     0.141     0.253     0.100    0.00      2.13   77    -0.023     0.540    -0.000     -3.99      2.13 

     5       115     0.116     0.195     0.070    0.00      1.48   80    -0.064     0.511     0.000     -4.05      1.13 

     6        98     0.097     0.123     0.079    0.00      0.71   73    -0.061     0.491     0.000     -3.91      0.56 

     7        97     0.092     0.123     0.060    0.00      0.70   70    -0.063     0.490     0.000     -3.90      0.49 

     8        92     0.145     0.358     0.065    0.00      2.50   73    -0.041     0.569    -0.000     -3.83      2.33 

     9        74     0.127     0.204     0.095    0.00      1.50   57    -0.066     0.542     0.000     -3.95      0.39 

    10        60     0.176     0.394     0.105    0.00      3.00   47    -0.023     0.735     0.000     -3.87      3.00 

    11        56     0.179     0.428     0.085    0.00      2.40   44     0.021     0.772     0.000     -3.85      2.40 

    12        51     0.211     0.591     0.100    0.00      4.00   38    -0.032     0.697     0.000     -3.90      1.59 

    13         2     0.000     0.000     0.000    0.00      0.00    0                                                   

    14         0                                                                                                        

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  114     0.165     0.411     0.100    0.00      4.00   83    -0.010     0.506     0.000     -3.90      1.59 

                                                                                                                        

 Last value  175     0.172     0.382     0.100    0.00      4.00  104     0.019     0.512     0.000     -3.90      2.40 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Basophils (/nL)                                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       111     0.081     0.495     0.000    0.00      4.80                                                        

     2       123     0.033     0.143     0.000    0.00      1.30   93    -0.045     0.408     0.000     -3.88      0.12 

     3       117     0.021     0.060     0.001    0.00      0.60   85    -0.072     0.561     0.000     -4.78      0.30 

     4       107     0.033     0.109     0.001    0.00      1.03   75    -0.071     0.562     0.000     -4.78      0.08 

     5       114     0.027     0.106     0.000    0.00      1.11   79    -0.067     0.592     0.000     -4.75      1.11 

     6        96     0.017     0.036     0.001    0.00      0.30   70    -0.094     0.616     0.000     -4.77      0.30 

     7        94     0.022     0.040     0.001    0.00      0.30   68    -0.071     0.577     0.000     -4.75      0.08 

     8        92     0.043     0.151     0.002    0.00      1.00   71    -0.074     0.621     0.000     -4.74      0.93 

     9        74     0.021     0.036     0.010    0.00      0.20   54    -0.083     0.649     0.000     -4.76      0.09 

    10        59     0.037     0.130     0.020    0.00      1.00   44    -0.083     0.736     0.000     -4.75      1.00 

    11        55     0.059     0.198     0.010    0.00      1.31   42    -0.059     0.775     0.000     -4.74      1.31 

    12        51     0.056     0.184     0.001    0.00      1.00   37    -0.092     0.799     0.000     -4.74      0.89 

    13         2     0.000     0.000     0.000    0.00      0.00    0                                                   

    14         0                                                                                                        

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  114     0.035     0.125     0.002    0.00      1.00   81    -0.061     0.580     0.000     -4.74      0.89 

                                                                                                                        

 Last value  173     0.040     0.118     0.010    0.00      1.00  102    -0.043     0.522     0.000     -4.74      0.89 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Monocytes (/nL)                                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       141     0.298     0.483     0.160    0.00      4.62                                                        

     2       143     0.376     0.535     0.370    0.00      5.00  117     0.063     0.270     0.000     -0.65      1.40 

     3       141     0.343     0.436     0.300    0.00      3.36  110    -0.005     0.501     0.000     -4.62      1.31 

     4       129     0.392     0.535     0.300    0.00      4.40   99     0.054     0.321     0.000     -0.62      2.29 

     5       135     0.312     0.340     0.300    0.00      2.01   98    -0.050     0.529     0.000     -4.61      0.69 

     6       123     0.320     0.330     0.300    0.00      1.42   92    -0.013     0.534     0.000     -4.61      0.80 

     7       119     0.368     0.339     0.350    0.00      1.11   86     0.058     0.295     0.000     -0.70      0.99 

     8       113     0.343     0.384     0.300    0.00      1.70   89     0.026     0.575     0.001     -4.61      0.94 

     9        89     0.405     0.515     0.400    0.00      4.10   67     0.127     0.545     0.000     -0.45      4.10 

    10        70     0.404     0.417     0.360    0.00      1.90   53     0.068     0.290     0.001     -0.62      1.08 

    11        65     0.367     0.360     0.310    0.00      1.26   49     0.081     0.217     0.000     -0.62      0.75 

    12        56     0.330     0.351     0.315    0.00      1.89   41     0.137     0.245     0.010     -0.20      1.07 

    13         3     0.167     0.289     0.000    0.00      0.50    2     0.050     0.071     0.050     -0.00      0.10 

    14         0                                                                                                        

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  134     0.363     0.366     0.355    0.00      1.89   97     0.072     0.559     0.001     -4.61      1.07 

                                                                                                                        

 Last value  200     0.401     0.401     0.394    0.00      2.31  129     0.086     0.542     0.001     -4.61      2.29 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Lymphocytes (/nL)                                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       191     1.108     3.770     0.360    0.00     30.00                                                        

     2       183     0.800     2.441     0.420    0.00     26.90  160    -0.268     2.513     0.000    -29.95      1.63 

     3       180     3.940    29.141     0.495    0.00    288.00  152    -0.299     3.005     0.000    -27.25      3.30 

     4       166     0.943     2.596     0.594    0.00     25.50  139     0.123     2.938     0.000    -25.94     18.46 

     5       165     0.675     1.433     0.500    0.00     17.30  135    -0.135     2.161     0.000    -23.38      2.76 

     6       154     1.390     4.319     0.500    0.00     30.30  130     0.490     4.995     0.001    -23.37     30.30 

     7       148     1.285     3.764     0.610    0.00     28.00  116     0.697     3.544     0.002     -5.30     24.60 

     8       137     1.237     3.802     0.480    0.00     27.10  117     0.666     4.750     0.001    -23.38     27.10 

     9       112     1.384     3.776     0.680    0.00     24.00   90     0.812     3.562     0.000     -3.50     24.00 

    10        99     2.499     6.800     0.800    0.00     39.20   81     1.478     5.621     0.200     -5.50     28.10 

    11        93     1.225     2.846     0.700    0.00     18.00   74     0.888     3.280     0.055     -3.50     18.00 

    12        88     1.523     3.785     0.630    0.00     20.80   73     0.856     3.932     0.070     -8.90     20.80 

    13         5     2.300     3.604     1.100    0.00      8.60    3     0.709     0.905     0.400     -0.00      1.73 

    14         1    10.300              10.300   10.30     10.30    0                                                   

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  183     1.126     2.774     0.650    0.00     20.80  150     0.320     3.403     0.001    -23.38     20.80 

                                                                                                                        

 Last value  248     3.747    25.059     0.658    0.00    288.00  180     0.169     4.267     0.001    -25.94     22.10 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 366 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Thrombocytes (/nL)                                                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       291   139.249   110.239   168.000    0.01    361.00                                                        

     2       284   185.638   758.806   169.500    0.00  12800.00  271    48.208   779.513     0.003   -256.79  12787.00 

     3       274  3482.027 27347.183   179.000    0.04 289000.00  262  3496.930 27965.342     0.007   -285.80 288729.00 

     4       273  1673.341 16038.005   179.000    0.08 216000.00  261  1604.918 16411.978     0.012   -350.73 215976.30 

     5       259  2536.441 22798.012   179.000    0.11 259000.00  246  2526.918 23400.403     0.058   -350.71 258969.60 

     6       247  3059.663 25784.970   194.000    0.01 306000.00  236  3061.968 26374.418     2.000   -285.83 305729.00 

     7       231  5587.462 36714.626   179.000    0.11 306000.00  219  5752.192 37696.267     3.000   -285.79 305729.00 

     8       225  4604.570 30621.152   176.000    0.11 264000.00  216  4664.003 31258.065     3.650   -290.69 263999.80 

     9       172  2901.410 22971.781   189.500    0.10 247000.00  164  2902.609 23533.900    18.000   -285.80 246971.60 

    10       157 10111.618 44735.960   189.000    0.12 271000.00  150 10445.535 45746.986     7.500   -285.81 270978.10 

    11       148  5212.417 35511.551   181.500    0.12 280000.00  141  5337.628 36385.067     6.000   -285.77 279971.60 

    12       132  9146.402 41672.372   186.500    0.14 256000.00  126  9445.905 42637.531    16.500   -285.81 255971.60 

    13         6   270.000   122.528   247.000  140.00    479.00    6    38.000    96.753    44.000    -95.00    145.00 

    14         2   349.500    65.761   349.500  303.00    396.00    2    35.000    38.184    35.000      8.00     62.00 

    15         1   416.000             416.000  416.00    416.00    1    82.000              82.000     82.00     82.00 

    16         1   391.000             391.000  391.00    391.00    1    57.000              57.000     57.00     57.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  285  6324.662 37079.720   186.000    0.11 306000.00  272  6478.946 37947.190     4.000   -285.81 305729.00 

                                                                                                                        

 Last value  303  6658.121 37882.098   187.000    0.11 306000.00  288  6856.204 38844.403     4.000   -285.81 305729.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 367 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

CRP (mg/L)                                                                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        82    10.693    25.805     4.000    0.30    210.00                                                        

     2        84     9.161    13.658     4.550    0.00     73.50   64    -0.216    29.366     0.000   -200.00     72.20 

     3        79    10.914    17.864     4.200    0.00    110.00   53     3.806    16.598     1.900    -67.00     50.00 

     4        84     7.465    12.049     3.700    0.00     82.00   58     0.698    10.128     0.000    -40.00     38.50 

     5        80     7.071    14.533     2.950    0.00    103.00   55    -0.690    12.217     0.000    -64.50     35.20 

     6        81     7.636    15.487     3.600    0.00    102.20   51    -0.564    16.929     0.000    -65.60     84.60 

     7        79     7.933    12.503     3.500    0.00     79.30   50     1.584    14.232     0.100    -64.00     35.70 

     8        71     5.224     6.593     4.000    0.70     47.00   41    -2.361    15.047     0.000    -67.00     40.00 

     9        66     4.925     4.688     3.200    0.20     21.00   38    -2.023    10.194     0.000    -46.70     10.60 

    10        55    15.228    42.712     4.000    0.20    267.00   31     2.315    20.399     0.260    -46.90     84.00 

    11        59     8.411    16.117     4.200    0.20    109.00   31    -0.212     9.113     0.000    -24.10     26.40 

    12        51    11.639    20.524     4.200    0.20    123.00   29     2.813    18.349     0.200    -49.50     58.00 

    13         2     3.000     2.404     3.000    1.30      4.70    1    -0.800              -0.800     -0.80     -0.80 

    14         1     1.500               1.500    1.50      1.50    1    -0.600              -0.600     -0.60     -0.60 

    15         0                                                                                                        

    16         1     6.000               6.000    6.00      6.00    0                                                   

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   91    10.334    20.331     3.990    0.00    123.00   57    -2.153    33.465     0.000   -200.00     84.60 

                                                                                                                        

 Last value  150     9.822    17.365     4.000    0.00    123.00   77    -1.256    29.177     0.100   -200.00     84.60 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit MG/DL were multiplied by factor 10.0.                                                   
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Page 368 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Creatinine (mg/dL)                                                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       242  1338.202  2749.950     0.900    0.43  12057.76                                                        

     2       240  1300.496  2802.256     0.900    0.47  12764.96  211    45.467   342.240     0.000  -1414.40   3801.20 

     3       233  1393.499  2815.778     0.930    0.50  11474.32  202    16.828   191.718     0.020   -583.44   1237.60 

     4       232  1416.112  2882.908     0.915    0.46  14214.72  196    67.364   403.369     0.030  -1060.80   3447.60 

     5       221  1298.912  2865.299     0.910    0.42  12473.24  187    83.892   412.273     0.010  -1591.20   2652.00 

     6       204  1317.116  2844.514     0.900    0.48  15682.16  174    67.850   495.095     0.000  -2033.20   3624.40 

     7       206  1413.687  2889.613     0.900    0.17  11050.00  170    64.065   363.845     0.000  -1326.00   1882.92 

     8       189  1314.415  2817.618     0.900    0.40  13578.24  164    65.878   375.812     0.000  -1237.60   1768.00 

     9       153  1545.726  2939.856     0.920    0.38  11403.60  133    68.004   356.988     0.000   -972.40   1679.60 

    10       140  1408.055  2768.948     0.900    0.50   9724.00  118   -63.774   752.727     0.000  -6540.83   1502.80 

    11       126  1573.880  3043.475     0.910    0.54  10608.00  106    22.204   450.621     0.000  -1237.60   2386.80 

    12       127  1333.017  2874.859     0.900    0.56  11934.00  108    32.779   428.079     0.000  -1414.40   2121.60 

    13         6  4066.667  3339.212  4862.000    0.80   7425.60    5  -353.600   534.071     0.000  -1060.80     88.40 

    14         2  3227.100  4562.394  3227.100    1.00   6453.20    2  -353.500   500.207  -353.500   -707.20      0.20 

    15         1  7425.600            7425.600 7425.60   7425.60    1   265.200             265.200    265.20    265.20 

    16         1  6718.400            6718.400 6718.40   6718.40    1  -442.000            -442.000   -442.00   -442.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  254  1401.285  2941.904     0.920    0.40  13578.24  217    81.425   439.542     0.000  -1149.20   2652.00 

                                                                                                                        

 Last value  287  1479.182  2959.123     0.920    0.40  13578.24  238    83.006   429.878     0.005  -1149.20   2652.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/L were multiplied by factor 88.4.                                                  
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Page 369 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Bilirubin (µmol/L)                                                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       180     8.413     6.017     6.842    2.05     70.13                                                        

     2       182     8.646     4.447     7.611    0.40     25.66  150     0.307     2.614     0.000     -8.15     10.26 

     3       173     8.633     4.448     7.700    0.52     29.08  142     0.452     3.312     0.000     -9.50     15.39 

     4       164     8.214     3.652     6.842    2.50     22.41  135    -0.125     3.347     0.000    -13.68      9.07 

     5       170     8.274     3.811     7.200    1.71     27.37  137     0.121     3.279     0.000    -13.00     13.68 

     6       147     8.174     3.903     6.842    0.10     24.00  121     0.235     2.724     0.000     -7.35     11.80 

     7       155     8.178     3.793     7.013    2.20     22.41  123     0.367     3.013     0.342     -9.00     15.39 

     8       145     8.563     3.977     7.355    2.20     23.95  117     0.397     2.689     0.000     -6.00      7.18 

     9       115     8.625     4.177     7.355    2.60     29.08   93     0.330     3.021     0.000     -8.55     15.39 

    10       105     8.732     3.770     8.210    1.71     24.12   85     0.318     2.316     0.000     -5.64      6.84 

    11       102    13.817    48.429     8.300    0.60    496.02   81     6.798    54.385     0.000     -9.66    489.17 

    12       108     8.941     4.031     8.552    2.30     23.95   87     0.937     3.147     0.000     -4.10     20.52 

    13         6     8.800     5.912     6.300    3.60     17.10    5     0.142     1.436     0.100     -2.10      1.71 

    14         2    10.052     9.973    10.052    3.00     17.10    2     0.355     1.917     0.355     -1.00      1.71 

    15         1     3.600               3.600    3.60      3.60    1    -0.400              -0.400     -0.40     -0.40 

    16         1     6.200               6.200    6.20      6.20    1     2.200               2.200      2.20      2.20 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  197     8.736     3.874     8.210    0.52     24.12  157     0.407     3.318     0.000    -13.00     20.52 

                                                                                                                        

 Last value  229     8.618     3.921     8.039    0.52     24.12  173     0.496     3.367     0.000    -13.00     20.52 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit MG/DL were multiplied by factor 17.104.                                                 
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Page 370 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

SGOT (AST) (U/L)                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       177    29.242    10.387    27.000   11.00     94.18                                                        

     2       176    28.105    11.270    25.795   10.00    104.00  143    -0.736    11.130     0.000    -53.39     41.00 

     3       179    26.893     9.473    25.195    7.00     89.00  140    -1.498    12.008    -1.100    -55.19     64.00 

     4       176    27.000     9.309    25.795   11.00     73.00  138    -1.551     9.667    -1.000    -50.99     29.39 

     5       170    28.564    15.551    25.797   11.00    157.00  126    -0.079    16.493    -1.000    -56.39    120.00 

     6       152    31.732    60.770    25.000    0.00    763.00  113     3.958    69.409    -1.000    -42.00    726.00 

     7       164    29.271    28.163    25.795   10.00    359.00  117     0.831    32.193    -2.000    -49.79    322.00 

     8       149    30.034    31.896    25.000   10.00    391.00  110     2.197    35.932    -2.000    -46.19    354.00 

     9       115    30.365    33.208    25.000   11.20    369.00   82     1.277    38.705    -1.000    -69.59    332.00 

    10        97    31.175    29.854    25.000   10.00    281.00   63     2.691    34.626    -2.000    -52.19    244.00 

    11        94    32.298    33.999    26.000   12.60    310.00   63    -0.039    36.325    -4.000    -45.59    273.00 

    12        94    29.599    36.022    24.000   12.60    365.00   65     0.251    42.661    -4.000    -45.59    328.00 

    13         5    31.236     7.045    29.000   24.00     39.00    4    -4.249     4.948    -5.999     -8.00      3.00 

    14         2    27.397     2.266    27.397   25.79     29.00    2    -0.900     5.515    -0.900     -4.80      3.00 

    15         1    25.195              25.195   25.19     25.19    1    -5.399              -5.399     -5.40     -5.40 

    16         1    24.595              24.595   24.60     24.60    1    -5.999              -5.999     -6.00     -6.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  197    27.460    25.807    24.000   10.00    365.00  144    -1.222    29.395    -3.300    -45.59    328.00 

                                                                                                                        

 Last value  245    26.941    23.394    24.000   10.00    365.00  170    -1.349    27.309    -3.000    -45.59    328.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 371 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

SGPT (ALT) (U/L)                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       191    26.090    13.041    23.000    6.60     94.10                                                        

     2       198    27.304    18.829    22.000    6.00    155.00  159     1.703    12.157     0.000    -29.00     89.00 

     3       199    26.610    18.731    22.000    6.00    184.00  156     0.059    15.735     0.000    -56.50    153.00 

     4       193    26.774    14.875    23.000    7.00    101.00  151     0.369    11.902     0.000    -70.40     38.00 

     5       185    27.689    23.527    22.000    6.00    271.00  142     1.844    23.600     0.000    -73.10    238.00 

     6       169    48.466   202.398    21.596    6.00   2219.56  130    28.187   229.993     0.000    -72.30   2194.56 

     7       169    30.200    47.866    23.000    6.00    614.00  131     4.557    52.681     1.000    -63.70    581.00 

     8       162    29.592    42.318    22.000    5.00    526.00  127     4.006    46.017     0.000    -71.40    493.00 

     9       126    36.787    98.264    21.798    7.20   1043.79  103     2.550    41.591     0.000    -73.90    398.00 

    10       113    37.965    97.341    22.196    6.60   1007.80   90    12.847   109.107     0.000    -73.10    986.80 

    11       109    27.171    26.580    22.000    6.60    270.00   86     0.534    29.335    -1.000    -70.30    237.00 

    12       109    27.336    28.105    21.600    6.00    290.00   88     0.763    29.534    -2.000    -32.00    257.00 

    13         6    30.096    18.155    27.594    8.00     61.00    5    -3.919     2.343    -4.199     -6.00      0.00 

    14         2    14.398    11.876    14.398    6.00     22.80    2    -5.199     4.524    -5.199     -8.40     -2.00 

    15         1    22.196              22.196   22.20     22.20    1    -8.998              -8.998     -9.00     -9.00 

    16         1    26.395              26.395   26.39     26.39    1    -4.799              -4.799     -4.80     -4.80 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  210    25.657    21.830    21.600    6.00    290.00  164    -0.523    23.152    -2.000    -70.30    257.00 

                                                                                                                        

 Last value  256    24.932    20.168    21.000    6.00    290.00  186    -0.445    21.911    -2.000    -70.30    257.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 372 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

Alkaline phosphatase (U/L)                                                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       196    85.277    32.417    80.500   35.00    297.00                                                        

     2       192    88.528    37.442    81.900   33.00    296.34  162     4.655    21.624     1.000    -47.39    156.57 

     3       197    85.723    32.519    80.000   34.00    281.00  157     0.815    17.516    -1.000    -66.00     67.00 

     4       181    83.624    25.737    80.000   32.39    181.00  145     0.465    16.667    -1.000    -42.00     70.00 

     5       185    85.643    29.554    80.000   35.00    221.00  140     2.031    21.794     0.000    -61.00     80.00 

     6       169    87.671    35.662    82.000   34.00    326.00  135     5.267    32.723     2.000    -57.00    254.00 

     7       173    83.708    27.183    80.000   30.00    214.00  129     0.752    23.402     2.000    -73.00     97.00 

     8       164    85.748    30.415    80.000   38.00    263.00  125     4.359    21.319     3.000    -67.00    122.00 

     9       125    85.711    31.440    82.000    6.00    295.00   92     4.753    24.192     2.000    -43.00    154.00 

    10       112    83.418    33.628    76.392   32.00    324.00   84    -0.070    27.409    -2.700    -66.00    183.00 

    11       107    83.929    31.722    78.000   33.00    306.00   80     2.710    27.292     0.500    -62.00    165.00 

    12       105   127.909   437.836    83.983   29.00   4559.09   79     1.271    29.956     0.000    -70.00    186.00 

    13         6    85.121    17.963    80.092   62.00    112.78    4     0.700    14.640     2.000    -17.40     16.20 

    14         2    75.993     5.667    75.993   71.99     80.00    1    -5.000              -5.000     -5.00     -5.00 

    15         1    83.383              83.383   83.38     83.38    0                                                   

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  214   108.861   308.100    83.192   29.00   4559.09  168     3.956    34.248     0.500    -70.00    254.00 

                                                                                                                        

 Last value  262   103.916   278.688    82.400   29.00   4559.09  190     4.302    32.806     0.000    -70.00    254.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 373 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

gamma-GT (U/L)                                                                                                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       194    41.493    50.759    26.700    4.00    425.00                                                        

     2       193    51.973    99.789    26.400    8.00   1079.78  157    12.944    91.026     1.200   -158.37   1060.78 

     3       196    56.275   137.889    29.694    6.60   1799.64  155    15.269   146.849     0.000   -175.00   1778.64 

     4       194    41.955    45.620    28.000    7.00    384.00  148     0.888    28.762     0.000   -164.97    189.00 

     5       188    43.083    58.824    26.697    1.67    465.00  142     2.625    43.487     0.000   -174.00    286.00 

     6       167    73.502   363.254    25.000    4.46   4619.08  131    42.805   404.350     0.000   -166.00   4558.08 

     7       168    78.802   481.201    26.000    8.00   6238.75  127    51.747   549.397     0.000    -60.00   6177.75 

     8       161    52.066   116.006    28.000    1.92   1139.77  124    15.789   123.383     0.000    -88.66   1101.77 

     9       127    52.499   119.595    25.000    8.00   1036.00   94     9.294   100.687     0.000    -56.00    957.00 

    10       109    56.423   141.849    26.000    6.04   1136.00   79    19.497   156.772    -2.000    -78.00   1057.00 

    11       103    46.913    92.154    26.000    9.00    850.00   74     9.130    92.419     0.300    -61.00    771.00 

    12       105    47.759    95.612    25.000    8.00    908.00   78     6.827    97.887    -1.500   -132.00    829.00 

    13         6    69.322    52.262    55.693   17.40    136.17    3   -12.399    13.499   -18.000    -22.20      3.00 

    14         2    34.795    15.267    34.795   24.00     45.59    0                                                   

    15         1    42.591              42.591   42.59     42.59    0                                                   

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  209    50.912   104.240    26.000    6.04   1079.78  161    12.038   109.776     0.000   -159.57   1060.78 

                                                                                                                        

 Last value  261    47.987    94.732    26.000    6.04   1079.78  189    10.516   101.518     0.200   -159.57   1060.78 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 374 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

beta-2-mikroglobulin                                                                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        58     3.499     4.880     2.290    1.06     29.50                                                        

     2        55     3.418     4.417     2.300    0.97     30.00   30    -0.030     0.501    -0.080     -0.91      1.15 

     3        70     2.277     0.931     2.100    1.09      5.31   33    -0.222     0.677    -0.190     -2.48      1.90 

     4        63     2.162     0.996     2.000    0.30      5.04   31    -1.116     4.728    -0.200    -26.40      0.99 

     5        55     2.523     2.258     1.900    0.80     15.66   24    -0.285     0.641    -0.175     -2.48      0.65 

     6        52     2.355     1.146     2.155    0.10      7.90   25    -0.102     0.601    -0.190     -1.31      1.01 

     7        61     2.756     3.571     2.000    0.90     29.00   27    -0.208     0.946    -0.160     -3.51      1.98 

     8        44     2.467     1.181     2.225    1.20      7.07   21    -0.150     0.612    -0.170     -1.31      1.58 

     9        39     2.447     1.011     2.100    1.14      6.20   18     0.167     0.648    -0.050     -0.60      1.80 

    10        30     2.373     1.083     2.000    1.00      5.80   12     0.117     0.575    -0.065     -0.60      1.40 

    11        29     2.382     1.077     2.000    0.24      5.13   11     0.100     0.589    -0.100     -0.60      1.48 

    12        32     2.396     0.947     2.100    1.00      5.00   13     0.218     0.433     0.200     -0.31      1.35 

    13         0                                                                                                        

    14         0                                                                                                        

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   69     2.366     1.269     1.980    1.00      7.90   32    -0.163     0.691    -0.130     -2.00      1.35 

                                                                                                                        

 Last value  140     2.475     1.849     2.000    0.24     15.66   51    -0.696     3.718    -0.170    -26.40      1.35 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 375 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

LDH (U/L)                                                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       215   247.326    91.894   229.000  119.00    971.00                                                        

     2       198   239.614    78.332   225.777  109.00    617.00  168    -5.549    73.549    -3.800   -279.00    301.00 

     3       209   248.303    81.088   234.000  103.00    608.00  176    -1.034    97.033     0.000   -733.00    378.00 

     4       195   347.907  1348.232   223.000   88.00  19016.20  161   120.393  1484.540     3.000   -247.00  18812.20 

     5       192   258.474   110.386   231.500  110.00   1101.00  156    14.885   114.699     1.250   -281.00    847.00 

     6       174   243.574    85.600   224.000    0.00    623.90  146    -2.504    94.942     0.900   -676.00    260.00 

     7       190   355.667  1447.212   225.500  127.00  20155.97  150   142.618  1625.943     4.400   -239.00  19889.97 

     8       162   319.552   867.782   225.000  101.00  11217.76  139    94.327   939.977     2.000   -230.00  11020.76 

     9       133   354.540  1182.461   223.000  107.00  13821.24  110   127.651  1290.087     3.000   -163.20  13514.14 

    10       122   258.776   133.116   232.000  110.00   1384.00   97    15.238   101.924    -1.500   -146.00    717.00 

    11       112   275.081   218.502   225.500  116.00   2279.54   93     5.002    87.107    -4.000   -262.00    380.92 

    12       107   252.701    87.695   228.000   77.00    676.00   86    -5.624    91.686   -12.000   -271.00    352.00 

    13         6   265.100    78.307   235.753  190.00    400.00    5    17.279    20.540     8.398      3.00     53.00 

    14         2   326.372    64.528   326.372  280.74    372.00    2    33.496    12.015    33.496     25.00     41.99 

    15         1   266.947             266.947  266.95    266.95    1    28.194              28.194     28.19     28.19 

    16         1   254.349             254.349  254.35    254.35    1    15.597              15.597     15.60     15.60 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  214   334.249  1285.952   225.500   77.00  19016.20  173   111.690  1432.928     1.800   -271.00  18812.20 

                                                                                                                        

 Last value  272   314.453  1141.413   225.500   77.00  19016.20  211    89.748  1298.790     0.000   -676.00  18812.20 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 376 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

IgG                                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        72   391.312   412.590   275.000    0.43   1290.00                                                        

     2        65   438.263   404.367   484.000    0.07   1215.20   40    19.627   205.520     0.250   -690.00    772.70 

     3        78   451.749   413.139   563.000    0.07   1201.00   45    -9.467   152.671    -0.200   -744.79    515.20 

     4        75   415.565   408.665   439.000    1.62   1290.00   43    -5.539   178.466    -0.760   -746.00    623.80 

     5        71   409.745   373.919   511.000    1.21   1127.00   40   -10.094   191.243    -0.300   -745.51    643.80 

     6        69   416.894   405.605   438.000    3.77   1186.00   34    85.193   291.225    -0.060   -306.00    981.40 

     7        79   415.237   367.436   505.000    0.06   1100.00   38    34.838   290.957    -0.800   -750.94   1079.44 

     8        65   478.018   375.052   644.000    0.06   1091.00   35   -26.791   173.185    -0.900   -750.94    543.60 

     9        56   363.651   367.485   320.500    0.08   1123.00   26     7.977   153.802    -2.165   -179.00    678.89 

    10        43   456.740   385.194   530.000    3.30   1169.00   20   -18.402    50.067    -2.580   -156.00     51.00 

    11        36   408.658   354.322   486.500    0.79   1056.00   15   -15.157    83.168    -0.880   -247.00    104.00 

    12        55   433.984   394.903   524.000    0.07   1121.00   20   -38.168    95.097    -3.030   -279.65    134.00 

    13         2   370.915   523.379   370.915    0.83    741.00    1    -2.220              -2.220     -2.22     -2.22 

    14         1     0.750               0.750    0.75      0.75    1    -2.300              -2.300     -2.30     -2.30 

    15         1     0.930               0.930    0.93      0.93    1    -2.120              -2.120     -2.12     -2.12 

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   99   450.101   395.092   556.000    0.09   1169.00   47    -3.877   161.834    -1.300   -279.65    725.84 

                                                                                                                        

 Last value  168   417.654   396.950   483.500    0.07   1290.00   68    33.504   228.012    -0.150   -279.65   1079.44 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 377 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

IgA                                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        68    70.504    94.723    11.000    0.10    514.00                                                        

     2        63    84.623   106.285    47.000    0.01    515.00   39    10.321    47.998     0.020    -25.00    215.88 

     3        73    76.307    95.996    59.000    0.10    510.00   44    -4.738    27.517    -0.025   -140.62     73.42 

     4        71    70.201    91.875    31.700    0.09    482.00   41    -3.537    31.855    -0.040   -140.84     78.42 

     5        63    93.768   161.279    59.000    0.10   1100.00   36    -7.127    31.273    -0.275   -140.83     78.31 

     6        64    65.774    79.939    23.350    0.01    288.00   35     9.859    66.345    -0.040   -141.99    256.90 

     7        74    67.556    76.658    43.000    0.01    292.00   36     4.383    57.965    -0.215   -141.99    226.90 

     8        59    78.621    79.634    61.000    0.00    309.00   33   -10.695    29.262    -0.320   -141.99     23.00 

     9        54    61.075    75.875    18.000    0.01    327.00   26     1.928    32.787    -0.085    -53.00    146.29 

    10        42    65.237    63.106    65.000    0.22    211.00   18    -7.941    15.817    -2.000    -49.00     16.00 

    11        35    82.102   154.319    52.000    0.02    900.00   14    -8.645    15.491    -6.000    -37.00     21.00 

    12        53    60.912    67.066    32.000    0.01    234.00   18   -14.362    25.649    -1.298    -90.20     12.00 

    13         1     0.240               0.240    0.24      0.24    1     0.010               0.010      0.01      0.01 

    14         1     0.200               0.200    0.20      0.20    1    -0.030              -0.030     -0.03     -0.03 

    15         1     0.230               0.230    0.23      0.23    1     0.000               0.000      0.00      0.00 

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   93    74.280    87.372    53.000    0.00    455.00   44    -6.556    39.491    -0.350    -90.20    205.80 

                                                                                                                        

 Last value  160    72.121    86.693    47.000    0.00    455.00   65     2.119    48.700    -0.150    -90.20    205.80 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 378 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.1 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set I 

 

IgM                                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        68    43.438   118.341     5.710    0.10    829.00                                                        

     2        63    33.655    68.974    17.000    0.01    446.00   38     1.462    15.194     0.000    -22.00     59.50 

     3        74    33.207    65.560    15.000    0.07    444.00   44    -0.665     8.093     0.000    -21.80     21.00 

     4        71    45.764   124.848    17.000    0.10    943.00   42     0.887    15.073    -0.025    -43.00     57.70 

     5        63    33.460    65.174    21.000    0.10    440.00   36    -1.190    12.977    -0.010    -35.00     47.69 

     6        63    35.238    65.218    16.900    0.10    424.00   34     1.455    18.790     0.000    -38.00     49.41 

     7        73    38.309    74.715    20.000    0.00    427.00   36    10.302    68.243    -0.020    -35.00    399.59 

     8        57    41.800    69.403    28.000    0.00    440.00   32    -2.929    12.172    -0.680    -22.00     46.50 

     9        53    30.716    63.392    15.000    0.00    387.00   25    -1.869    19.526     0.000    -75.00     47.35 

    10        42    39.785    65.928    23.500    0.10    345.00   18   -13.132    29.394    -0.125   -117.00      2.00 

    11        36    40.867    94.629    16.000    0.18    500.00   15   -15.009    38.133    -3.000   -150.00      2.00 

    12        51    29.748    51.777    17.000    0.00    333.00   18   -13.160    30.315    -2.000   -129.00      5.60 

    13         1     0.090               0.090    0.09      0.09    1    -0.010              -0.010     -0.01     -0.01 

    14         1     0.090               0.090    0.09      0.09    1    -0.010              -0.010     -0.01     -0.01 

    15         1     0.090               0.090    0.09      0.09    1    -0.010              -0.010     -0.01     -0.01 

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   90    30.635    47.980    20.000    0.00    333.00   43    -6.600    25.895    -1.000   -129.00     57.70 

                                                                                                                        

 Last value  160    29.066    52.059    16.000    0.00    400.00   65     2.918    54.958    -0.150   -129.00    399.59 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 379 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Hemoglobin (mmol/L)                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       157     7.829     1.026     7.820    3.10     10.60                                                        

     2       147     8.037     0.903     7.944    5.65     10.43  140     0.163     0.546     0.124     -1.30      2.54 

     3       138     8.092     0.879     8.068    4.90     10.74  130     0.211     0.516     0.193     -1.24      2.54 

     4       134     8.178     0.943     8.037    5.46     10.55  126     0.264     0.656     0.300     -1.55      2.85 

     5       129     8.102     0.911     8.068    5.40     10.36  121     0.217     0.735     0.248     -1.30      2.92 

     6       120     8.230     1.057     8.130    5.46     14.50  115     0.373     0.868     0.300     -1.61      5.19 

     7       105     8.116     0.972     8.200    3.80     10.00  100     0.289     0.813     0.305     -3.28      3.17 

     8        95     8.097     1.006     8.068    3.48      9.99   90     0.280     0.762     0.310     -3.41      3.17 

     9        30     7.827     1.070     7.917    4.22      9.60   29     0.380     1.234     0.400     -4.34      3.10 

    10        25     7.766     1.202     7.633    4.70     10.05   25     0.245     1.224     0.300     -2.62      4.03 

    11        20     7.940     0.981     7.779    6.08      9.68   20     0.525     1.067     0.279     -0.74      3.66 

    12        19     7.929     0.900     7.758    6.39      9.50   19     0.483     1.023     0.500     -1.06      3.48 

    13         4     8.044     0.954     7.789    7.20      9.40    4     0.480     0.231     0.405      0.31      0.80 

    14         2     8.679     1.303     8.679    7.76      9.60    2     0.562     0.619     0.562      0.12      1.00 

    15         2     8.641     1.074     8.641    7.88      9.40    2     0.524     0.390     0.524      0.25      0.80 

    16         1     8.068               8.068    8.07      8.07    1     0.434               0.434      0.43      0.43 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  153     8.060     1.224     8.068    3.48     14.50  145     0.205     0.927     0.300     -4.34      5.19 

                                                                                                                        

 Last value  158     8.080     1.224     8.099    3.48     14.50  148     0.219     0.929     0.305     -4.34      5.19 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit G/DL were multiplied by factor 0.6206.                                                  
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Page 380 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Leucocytes (/nL)                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       157     3.545     3.186     3.600    0.00     21.60                                                        

     2       147     3.543     3.070     3.600    0.00     18.80  140    -0.046     1.768     0.000     -9.10      4.40 

     3       138     3.697     2.959     4.050    0.00     16.40  130     0.111     1.902     0.001     -5.20      5.99 

     4       134     3.810     2.765     3.960    0.00     12.10  126     0.227     2.297     0.002    -12.80      6.16 

     5       129     4.006     2.884     4.300    0.00     11.81  121     0.396     2.535     0.220    -12.80      7.19 

     6       120     3.926     2.887     4.485    0.00     12.43  114     0.389     2.679     0.052    -12.79      7.34 

     7       105     4.132     3.024     4.300    0.00     12.20   99     0.745     2.459     0.350     -9.40     11.89 

     8        95     4.063     3.043     4.400    0.00     13.70   89     0.609     2.286     0.190     -7.90      7.79 

     9        30     3.576     3.129     3.675    0.00     14.30   29     0.306     2.512     0.002     -7.30      6.39 

    10        25     3.428     3.392     3.560    0.00     14.70   25     0.083     2.888     0.000     -6.90      8.39 

    11        20     4.343     3.183     4.700    0.00     13.50   20     0.323     3.406     0.215     -8.10      7.09 

    12        19     4.726     3.512     4.230    0.00     16.80   19     0.494     3.084     0.200     -4.80      6.49 

    13         4     2.305     2.798     1.758    0.00      5.70    4    -6.445    10.378    -2.398    -21.58      0.60 

    14         2    11.300     7.637    11.300    5.90     16.70    2    -1.250     5.162    -1.250     -4.90      2.40 

    15         2     9.550     7.707     9.550    4.10     15.00    2    -3.000     5.091    -3.000     -6.60      0.60 

    16         1    15.400              15.400   15.40     15.40    1    -6.200              -6.200     -6.20     -6.20 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  153     4.218     3.095     4.400    0.00     15.40  145     0.507     2.597     0.200    -12.79     11.89 

                                                                                                                        

 Last value  158     4.188     3.100     4.350    0.00     15.40  148     0.502     2.571     0.145    -12.79     11.89 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 381 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Neutrophils (/nL)                                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       106     1.993     1.797     1.700    0.00      6.90                                                        

     2       103     2.271     2.592     1.920    0.00     15.30   87     0.290     2.195     0.000     -5.53     15.28 

     3        95     3.317     6.613     2.400    0.00     50.00   80     0.733     4.981     0.001     -5.52     39.96 

     4        91     2.359     2.280     2.310    0.00      9.90   74     0.377     2.013     0.060     -5.52      9.88 

     5        88     2.535     2.259     2.470    0.00      9.30   70     0.415     1.997     0.103     -5.52      9.28 

     6        82     2.413     2.047     2.550    0.00      8.31   64     0.319     1.589     0.002     -5.52      3.90 

     7        70     2.219     2.149     2.200    0.00      9.65   57     0.323     1.631     0.001     -5.52      4.83 

     8        63     2.329     2.227     2.100    0.00     10.18   49     0.145     1.566     0.001     -5.52      5.36 

     9        22     1.721     1.750     1.450    0.00      5.40   17    -0.169     1.862     0.000     -5.52      2.20 

    10        17     2.970     3.861     2.270    0.00     16.00   14    -0.338     2.077     0.001     -5.52      2.20 

    11        14     3.326     2.475     3.380    0.00      9.90   12     0.729     3.666     0.310     -5.52      9.88 

    12        12     4.149     3.225     2.856    2.10     13.90   10     1.897     4.570     1.195     -3.10     13.88 

    13         3     6.100     5.351     3.900    2.20     12.20    3     4.561     6.602     0.800      0.70     12.18 

    14         2     8.550     6.435     8.550    4.00     13.10    2     7.792     7.484     7.792      2.50     13.08 

    15         2     6.950     6.576     6.950    2.30     11.60    2     6.192     7.626     6.192      0.80     11.58 

    16         1    12.100              12.100   12.10     12.10    1    12.084              12.084     12.08     12.08 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  103     2.394     2.286     2.400    0.00     12.10   84     0.356     2.026     0.001     -5.52     12.08 

                                                                                                                        

 Last value  130     2.794     4.876     2.380    0.00     50.00   98     0.387     2.003     0.002     -5.52     12.08 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 382 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Eosinophils (/nL)                                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        53     0.148     0.292     0.100    0.00      2.00                                                        

     2        53     0.095     0.106     0.090    0.00      0.48   42    -0.027     0.102    -0.000     -0.45      0.21 

     3        55     0.317     0.938     0.094    0.00      5.00   40     0.087     0.819     0.000     -0.90      4.99 

     4        54     0.105     0.100     0.095    0.00      0.30   37    -0.003     0.096     0.000     -0.32      0.18 

     5        54     0.122     0.129     0.100    0.00      0.50   36    -0.006     0.106    -0.000     -0.24      0.23 

     6        51     0.157     0.221     0.100    0.00      1.10   33    -0.025     0.208     0.000     -1.00      0.52 

     7        40     0.125     0.125     0.095    0.00      0.48   25     0.022     0.111     0.000     -0.18      0.38 

     8        41     0.256     0.771     0.122    0.00      5.00   24     0.139     1.105     0.000     -1.86      4.99 

     9        13     0.117     0.166     0.060    0.00      0.60    8    -0.246     0.678    -0.010     -1.91      0.17 

    10         8     0.279     0.616     0.044    0.00      1.79    6    -0.106     0.106    -0.093     -0.24      0.00 

    11         6     0.153     0.166     0.105    0.00      0.40    4    -0.472     0.938    -0.070     -1.87      0.12 

    12         3     0.237     0.152     0.210    0.10      0.40    3    -0.493     0.959     0.020     -1.60      0.10 

    13         0                                                                                                        

    14         0                                                                                                        

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   65     0.146     0.135     0.111    0.00      0.50   43    -0.019     0.277     0.000     -1.60      0.38 

                                                                                                                        

 Last value   90     0.143     0.167     0.100    0.00      1.10   47    -0.027     0.268     0.000     -1.60      0.38 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 383 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Basophils (/nL)                                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        52     0.020     0.035     0.000    0.00      0.13                                                        

     2        54     0.022     0.062     0.000    0.00      0.43   42     0.006     0.073     0.000     -0.12      0.43 

     3        55     0.057     0.269     0.002    0.00      2.00   39     0.000     0.042     0.000     -0.12      0.10 

     4        53     0.080     0.466     0.000    0.00      3.40   35     0.002     0.035     0.000     -0.08      0.12 

     5        51     0.029     0.112     0.000    0.00      0.80   35    -0.003     0.026     0.000     -0.08      0.05 

     6        49     0.016     0.034     0.000    0.00      0.20   32     0.004     0.042     0.000     -0.10      0.20 

     7        39     0.015     0.022     0.004    0.00      0.10   24     0.004     0.015     0.000     -0.03      0.05 

     8        41     0.029     0.050     0.010    0.00      0.25   23     0.011     0.058     0.000     -0.07      0.25 

     9        12     0.016     0.026     0.002    0.00      0.08    7    -0.007     0.017    -0.001     -0.03      0.02 

    10         9     0.036     0.060     0.003    0.00      0.18    6     0.015     0.082    -0.015     -0.03      0.18 

    11         6     0.033     0.039     0.025    0.00      0.10    4    -0.012     0.021    -0.015     -0.03      0.01 

    12         3     0.133     0.147     0.080    0.02      0.30    3     0.107     0.168     0.020      0.00      0.30 

    13         0                                                                                                        

    14         0                                                                                                        

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   64     0.028     0.046     0.010    0.00      0.30   42     0.013     0.056     0.000     -0.12      0.30 

                                                                                                                        

 Last value   86     0.026     0.042     0.010    0.00      0.30   46     0.011     0.055     0.000     -0.12      0.30 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 384 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Monocytes (/nL)                                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        70     0.465     0.826     0.331    0.00      5.00                                                        

     2        70     0.355     0.384     0.324    0.00      2.10   59    -0.094     0.611     0.000     -4.40      0.55 

     3        72     0.579     0.894     0.401    0.00      5.00   55    -0.084     0.684    -0.000     -4.40      0.90 

     4        70     0.470     0.440     0.395    0.00      1.90   52    -0.014     0.683     0.000     -4.40      0.88 

     5        69     0.435     0.355     0.430    0.00      1.24   51    -0.051     0.686     0.000     -4.40      0.80 

     6        65     0.474     0.522     0.450    0.00      3.20   47    -0.070     0.804     0.000     -4.60      1.05 

     7        53     0.428     0.404     0.400    0.00      2.02   34     0.067     0.314     0.000     -0.65      1.00 

     8        51     0.464     0.415     0.450    0.00      2.03   33    -0.238     1.173     0.000     -4.65      1.01 

     9        16     0.399     0.434     0.350    0.00      1.50   10    -0.867     1.994     0.000     -4.70      0.60 

    10        12     0.653     0.992     0.315    0.00      3.45    7    -0.361     0.566    -0.100     -1.55      0.04 

    11        13     0.591     0.546     0.400    0.00      1.60    9    -0.825     2.139     0.000     -4.70      1.06 

    12         8     0.451     0.286     0.490    0.00      0.90    7    -1.229     2.174     0.000     -4.40      0.59 

    13         1     0.900               0.900    0.90      0.90    1     0.000               0.000      0.00      0.00 

    14         1     1.600               1.600    1.60      1.60    1     0.700               0.700      0.70      0.70 

    15         1     0.800               0.800    0.80      0.80    1    -0.100              -0.100     -0.10     -0.10 

    16         1     1.300               1.300    1.30      1.30    1     0.400               0.400      0.40      0.40 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   81     0.443     0.404     0.380    0.00      2.03   59    -0.092     0.863     0.000     -4.40      1.01 

                                                                                                                        

 Last value  107     0.473     0.537     0.380    0.00      4.00   66    -0.052     0.834     0.011     -4.40      1.06 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 385 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Lymphocytes (/nL)                                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        98     3.547    26.409     0.455    0.00    260.00                                                        

     2        99     0.579     0.593     0.500    0.00      2.80   84    -3.065    28.086     0.000   -257.40      0.82 

     3        96     1.324     4.862     0.600    0.00     38.00   79    -3.164    29.657     0.001   -258.50     37.96 

     4        90     0.679     0.646     0.620    0.00      2.56   72    -3.451    30.486     0.000   -258.50      2.56 

     5        87     1.195     4.360     0.700    0.00     40.90   70    -2.941    31.396     0.029   -258.70     40.86 

     6        80     1.226     3.681     0.655    0.00     28.70   64    -4.351    32.530     0.003   -258.40      1.51 

     7        71     1.548     5.093     0.800    0.00     40.20   53    -3.642    36.135     0.080   -258.30     40.16 

     8        68     1.283     3.291     0.740    0.00     26.50   50    -5.024    37.020     0.000   -258.00     26.50 

     9        22     0.794     0.976     0.515    0.00      3.90   17   -17.110    62.649     0.000   -258.20      1.30 

    10        19     2.198     4.770     0.880    0.00     21.20   16   -16.660    65.217    -0.001   -258.20     21.20 

    11        15     2.403     5.382     0.970    0.00     21.60   13   -20.905    72.156     0.100   -258.00     21.60 

    12        12     3.698     6.700     1.075    0.00     22.40   11   -23.501    75.555     0.100   -248.10     22.40 

    13         3     0.900     1.015     0.700    0.00      2.00    2  -129.150   182.221  -129.150   -258.00     -0.30 

    14         1     2.000               2.000    2.00      2.00    1  -258.000            -258.000   -258.00   -258.00 

    15         2     1.850     1.061     1.850    1.10      2.60    2  -128.700   182.009  -128.700   -257.40      0.00 

    16         1     2.000               2.000    2.00      2.00    1  -258.000            -258.000   -258.00   -258.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  110     1.310     3.642     0.632    0.00     26.50   86    -2.457    28.421     0.055   -258.00     26.50 

                                                                                                                        

 Last value  131     1.682     4.821     0.660    0.00     30.00   92    -2.256    27.479     0.090   -258.00     26.50 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 386 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Thrombocytes (/nL)                                                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       154   127.366    95.246   144.000    0.10    359.00                                                        

     2       143   133.223   102.137   145.000    0.10    441.00  134     5.553    57.413     0.002   -230.87    253.00 

     3       138   135.212    94.887   158.000    0.04    333.00  127     1.977    58.678     0.020   -230.76    256.75 

     4       132   149.860   102.495   166.000    0.12    410.00  121    15.916    80.767     0.061   -230.77    328.62 

     5       128   340.175  2154.783   173.500    0.06  24500.00  117   226.065  2262.732     7.000   -239.74  24474.20 

     6       118   509.768  2787.380   174.500    0.10  22800.00  109   411.045  2912.670     1.000   -230.82  22774.20 

     7       103  2692.023 25801.069   167.000    0.12 262000.00   95  2777.100 26876.102     4.000   -241.76 261974.20 

     8        93  4605.202 30211.365   175.000    0.06 218000.00   84  4946.926 31787.323     8.000   -272.66 217974.20 

     9        30   134.598   104.832   148.500    0.09    308.00   28    15.280    75.650    14.729   -230.85    202.20 

    10        25  9996.310 49375.876   133.000    0.13 247000.00   24 10275.580 50416.670     0.093   -239.74 246974.20 

    11        20 11336.766 49587.181   179.500    0.17 222000.00   19 11765.113 50906.676    16.357   -239.75 221974.20 

    12        19 11565.241 45350.778   195.000    0.16 198000.00   18 12044.577 46614.708    26.000   -239.75 197974.20 

    13         4   150.793   107.745   181.000    0.17    241.00    4   -36.207    92.270    -8.000   -163.83     35.00 

    14         2   212.000     8.485   212.000  206.00    218.00    2    13.000   113.137    13.000    -67.00     93.00 

    15         2   128.000     4.243   128.000  125.00    131.00    2   -71.000   117.380   -71.000   -154.00     12.00 

    16         1   229.000             229.000  229.00    229.00    1   -56.000             -56.000    -56.00    -56.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  151  2884.025 22616.537   178.000    0.04 198000.00  140  2963.824 23495.062    12.000   -272.66 197974.20 

                                                                                                                        

 Last value  158  2759.370 22114.234   174.500    0.04 198000.00  145  2861.637 23089.934     8.000   -272.66 197974.20 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit /µL were multiplied by factor 0.001.                                                    
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Page 387 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

CRP (mg/L)                                                                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        42     7.699    10.545     5.000    0.00     50.00                                                        

     2        53    12.051    16.610     5.000    0.00     79.00   31     5.304    13.021     0.080     -5.34     62.00 

     3        43     8.218    15.047     4.300    0.00     86.00   21     2.141     9.527     0.500     -8.70     39.00 

     4        53    12.906    23.326     4.400    0.00    129.00   24     4.700    12.235     0.000     -9.00     38.00 

     5        49    12.064    21.952     4.600    0.50    135.00   24    10.361    28.037     0.500     -8.00    133.00 

     6        45     7.802     8.681     5.000    0.40     41.90   23     2.098    12.774     0.100    -37.90     36.80 

     7        39    13.069    55.164     3.600    0.00    348.00   20    14.821    78.434    -0.200    -37.50    346.00 

     8        37     7.504     8.032     4.400    0.00     35.00   20     0.423    11.871     0.000    -38.20     23.00 

     9         8    13.300    10.089    11.450    1.50     25.00    4    -1.275     1.345    -1.150     -2.80      0.00 

    10         7     9.114     9.833     5.000    0.90     29.00    4    -3.300     4.738    -1.450    -10.30      0.00 

    11         7     8.529    10.314     5.000    0.90     30.00    4    -3.250     4.772    -1.350    -10.30      0.00 

    12         9     5.456     4.059     5.000    0.90     11.40    6    -0.250     5.934    -0.300    -10.20      8.20 

    13         0                                                                                                        

    14         1    13.410              13.410   13.41     13.41    0                                                   

    15         0                                                                                                        

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   58    10.195    12.456     5.000    0.00     52.30   28     2.752    12.533     0.500    -38.20     36.80 

                                                                                                                        

 Last value   86     9.846    12.225     5.000    0.00     54.00   36     2.082    11.348     0.000    -38.20     36.80 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit MG/DL were multiplied by factor 10.0.                                                   
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Page 388 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Creatinine (mg/dL)                                                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       141  1718.405  3135.724     1.000    0.47  13436.80                                                        

     2       137  1762.819  3136.927     1.000    0.56  12818.00  119    29.063  1021.114     0.000  -1856.40  10510.76 

     3       128  1824.536  3162.885     0.950    0.46  11050.00  114    87.703   836.888     0.000  -1060.80   8300.76 

     4       115  1817.866  3011.781     1.000    0.50   9547.20   99    23.151   794.959     0.000  -1944.80   7063.16 

     5       114  1955.696  3145.754     1.025    0.50  10873.20  101     3.886   866.079     0.020  -2033.20   7681.96 

     6       111  1912.986  3196.050     1.030    0.57   9900.80   98    36.481   959.404     0.050  -2210.00   8477.56 

     7        95  2060.847  3246.219     1.030    0.51  11492.00   84    33.620   986.142     0.010  -1768.00   8389.16 

     8        86  1995.837  3135.070     1.055    0.40   9370.40   74    31.009  1123.123     0.060  -5302.20   7505.16 

     9        28  2684.153  3541.286     1.200    0.56  10696.40   26  -146.171   387.314     0.000  -1149.20    442.00 

    10        23  2817.820  3707.701     1.100    0.58  10696.40   23  -188.294   618.412     0.020  -2033.20    707.20 

    11        20  2926.599  3736.620     1.175    0.56   9282.00   19  -288.422   911.026     0.000  -2917.20    795.60 

    12        19  3313.227  4059.445     1.250    0.59  10077.60   18   -58.881   618.434     0.095  -1768.00   1060.80 

    13         4  4199.558  4882.211  3845.995    1.04   9105.20    4   176.802   297.597    44.230     -0.05    618.80 

    14         2  2740.985  3874.684  2740.985    1.17   5480.80    2 -1060.780  1500.226 -1060.780  -2121.60      0.04 

    15         2  3227.190  4562.267  3227.190    1.18   6453.20    2  -574.575   812.642  -574.575  -1149.20      0.05 

    16         1     1.190               1.190    1.19      1.19    1     0.060               0.060      0.06      0.06 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  140  2046.010  3326.997     1.055    0.40  12818.00  122    27.874   916.275     0.040  -5302.20   7505.16 

                                                                                                                        

 Last value  156  1919.551  3249.149     1.040    0.40  12818.00  132    23.749   881.002     0.020  -5302.20   7505.16 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/L were multiplied by factor 88.4.                                                  
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Page 389 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Bilirubin (µmol/L)                                                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       111    11.068    15.799     8.200    1.71    133.41                                                        

     2       106     9.175     9.765     7.513    2.10     99.20   92    -2.169    15.210     0.000   -125.91     17.10 

     3        97     8.871     4.781     8.552    0.40     28.22   82    -1.465    12.095     0.000    -76.19     12.50 

     4        95     9.058     4.260     8.480    3.90     28.05   78    -3.413    18.544     0.000   -123.51      7.40 

     5        90     9.214     4.994     8.466    2.10     33.10   76    -3.349    18.994     0.000   -124.21     17.80 

     6        82     9.208     4.870     8.552    3.42     35.92   69    -2.921    17.588     0.000   -123.01     10.26 

     7        73    11.549    19.264     8.300    2.00    167.62   63    -1.549    28.986     0.000   -123.31    157.02 

     8        65     9.367     4.237     8.381    3.42     23.95   55    -2.634    14.402     0.000    -75.19      6.84 

     9        21    10.124     4.497     8.800    5.47     25.66   20   -10.574    32.247    -0.100   -127.01      5.64 

    10        19    13.645    18.020     8.552    1.90     85.52   17   -12.152    34.659    -1.710   -126.51      5.13 

    11        15     8.031     3.907     6.842    2.70     17.00   14    -9.709    33.971    -0.500   -126.61      7.53 

    12        13     7.362     2.679     7.100    2.10     11.12   12   -11.913    36.443    -1.655   -126.51      7.18 

    13         3     7.243     1.522     6.400    6.33      9.00    2     0.759     5.458     0.759     -3.10      4.62 

    14         1     8.000               8.000    8.00      8.00    1    -4.100              -4.100     -4.10     -4.10 

    15         1     7.600               7.600    7.60      7.60    1    -4.500              -4.500     -4.50     -4.50 

    16         0                                                                                                        

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  102     9.368     4.204     8.381    2.10     23.95   87    -2.834    17.826     0.342   -126.51      8.55 

                                                                                                                        

 Last value  132     9.787     7.765     8.390    2.10     85.52  102    -2.271    16.525     0.450   -126.51      8.55 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit MG/DL were multiplied by factor 17.104.                                                 
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Page 390 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

SGOT (AST) (U/L)                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        99    29.957    14.505    27.000   14.40    105.00                                                        

     2       101    27.157     9.078    25.000    7.20     69.00   82    -2.841    13.835    -1.000    -58.79     37.00 

     3        94    33.942    45.615    25.597   13.00    450.00   76     3.854    51.796    -1.900    -61.00    421.00 

     4        89    28.359    11.776    26.000   10.20     76.00   73    -0.559    12.735    -1.000    -56.00     54.00 

     5        81    30.903    24.528    25.000   15.00    205.16   68    -4.219    15.413    -2.000    -60.59     44.00 

     6        79    30.284    24.946    26.000   13.60    230.35   64     1.087    30.056    -1.100    -57.00    212.36 

     7        67    30.097    34.117    23.995   14.00    295.14   55    -3.598    13.429    -2.000    -60.59     24.00 

     8        65    28.380    10.830    26.000   14.00     63.00   52    -1.796    14.159    -1.800    -45.00     41.00 

     9        18    27.621    15.413    23.500   14.00     78.00   17    -4.135     7.385    -4.000    -16.20     10.00 

    10        16    28.155    12.900    24.000   14.40     58.00   14    -7.127    18.405    -4.199    -61.79     22.00 

    11        12    26.216    12.585    21.500   13.60     54.00   10   -10.709    19.311    -3.500    -63.59      2.00 

    12        12    24.066     6.041    23.498   16.00     36.00   10   -13.118    18.292    -6.299    -60.59     -1.00 

    13         2    27.500     7.778    27.500   22.00     33.00    2   -11.000    19.799   -11.000    -25.00      3.00 

    14         1    23.000              23.000   23.00     23.00    1     4.000               4.000      4.00      4.00 

    15         1    19.000              19.000   19.00     19.00    1     0.000               0.000      0.00      0.00 

    16         1    14.000              14.000   14.00     14.00    1    -5.000              -5.000     -5.00     -5.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  102    31.481    28.772    26.497   10.20    295.14   81    -1.733    16.464    -1.800    -60.59     44.00 

                                                                                                                        

 Last value  132    31.329    26.231    26.000    7.20    295.14   92    -1.752    15.634    -1.400    -60.59     44.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               

                                                                                                                        

Program: TABLE 46-02.sas, executed on 07JUL2015 at 13:27                                                  Page 12 of 20



Page 391 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

SGPT (ALT) (U/L)                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       114    26.202    16.666    22.098    5.00    113.00                                                        

     2       115    25.762    12.283    22.795    8.00     80.00   96    -0.608    12.399     1.000    -70.00     20.00 

     3       104    43.883   135.631    21.600    6.00   1235.30   86    20.230   149.403     0.000    -77.00   1212.30 

     4       104    26.695    13.567    23.198    9.60     93.00   83     0.584    14.005     1.000    -71.00     61.00 

     5        95    31.278    47.543    22.000    8.00    461.31   77    -2.180    13.317     0.000    -73.00     22.00 

     6        89    26.254    13.172    22.000    8.00     72.00   71    -1.213    13.447     1.000    -76.00     28.79 

     7        75    29.070    32.625    23.000    8.00    284.34   63    -1.065    15.123    -1.000    -74.00     33.00 

     8        74    23.185     9.889    21.798    7.00     58.10   62    -3.121    13.271    -1.348    -74.00     28.19 

     9        27    24.210    12.230    21.000    6.00     48.00   25    -3.471    12.140    -2.400    -23.40     18.00 

    10        20    24.204    12.066    21.248   10.20     52.00   20    -2.580    11.203    -1.300    -24.00     21.60 

    11        18    23.577    11.771    21.000   10.00     60.00   17    -3.959     8.779    -3.000    -22.00      6.60 

    12        17    22.916     9.866    21.000    8.00     46.19   16    -6.494    15.090    -5.100    -41.00     24.60 

    13         4    22.797    10.121    22.198   12.00     34.79    4    -5.251    26.127     4.900    -44.00     13.20 

    14         2    18.197    11.593    18.197   10.00     26.39    2     3.900     1.272     3.900      3.00      4.80 

    15         2    19.697    17.956    19.697    7.00     32.39    2     5.399     7.635     5.399      0.00     10.80 

    16         1     8.000               8.000    8.00      8.00    1     1.000               1.000      1.00      1.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  115    32.732    67.816    22.795    6.00    694.00   95     5.046    70.655     0.000    -74.00    671.00 

                                                                                                                        

 Last value  140    32.777    61.941    23.000    6.00    694.00  107     4.634    66.601     0.000    -74.00    671.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 392 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

Alkaline phosphatase (U/L)                                                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       118    88.745    35.065    83.000   33.00    297.00                                                        

     2       111    91.051    44.830    84.000   33.00    374.00   96     4.382    18.584     1.000    -25.00    119.38 

     3       104    89.802    44.148    80.692   27.00    323.00   88     4.261    33.270    -0.500    -90.00    183.00 

     4       105    81.443    26.426    78.000   25.00    214.00   85    -2.914    20.769     0.000    -86.00     63.59 

     5        95    87.839    35.341    82.300   37.00    333.00   78    -0.762    21.502     0.000    -73.00     73.00 

     6        91    87.423    30.350    83.983   20.00    236.00   75     1.939    20.811     3.000    -80.00     71.00 

     7        73    86.547    33.158    80.000   27.00    248.00   62     2.081    21.087     0.000    -49.00     77.00 

     8        74    91.333    37.951    83.100   32.00    248.00   64     5.200    26.776     4.000    -65.00    130.00 

     9        23    91.300    47.109    82.000   35.00    273.00   19     0.105    22.870    -4.799    -47.00     71.39 

    10        18    87.385    38.448    79.500   38.00    219.00   17    -7.082    20.201    -6.000    -49.00     32.39 

    11        16    87.271    38.990    75.500   36.00    202.00   13    -5.677    27.761    -7.000    -66.00     50.99 

    12        16    83.688    28.483    77.892   50.00    142.17   13   -11.624    43.448    -2.400   -131.00     60.59 

    13         4    87.889    36.811    74.192   61.00    142.17    4     1.497    48.882     2.200    -59.00     60.59 

    14         2    63.593     5.082    63.593   60.00     67.19    2    -3.399    10.464    -3.399    -10.80      4.00 

    15         2    44.697    17.399    44.697   32.39     57.00    2   -22.295    32.945   -22.295    -45.59      1.00 

    16         1    58.000              58.000   58.00     58.00    1     2.000               2.000      2.00      2.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  118    91.272    38.721    83.500   27.00    249.00   97     5.898    34.532     4.000   -131.00    183.00 

                                                                                                                        

 Last value  141    89.463    36.849    83.000   27.00    249.00  110     5.102    32.640     4.000   -131.00    183.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 393 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

gamma-GT (U/L)                                                                                                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       111    76.206   250.583    31.794   10.00   2459.51                                                        

     2       116    51.148    86.896    30.000    9.50    703.00   95   -26.144   250.828    -1.000  -2424.51    174.00 

     3       104    55.071    85.027    29.000   10.80    700.00   87   -26.003   264.094    -2.000  -2429.51    208.00 

     4       100    44.413    70.429    29.997    9.00    654.00   81    -6.280    36.634    -3.000   -261.00    113.00 

     5        94    59.020   106.381    31.000   11.00    814.00   78   -10.942    51.109    -3.000   -345.00     60.00 

     6        91    59.215    94.797    27.000    7.80    702.00   76    -3.189    55.254    -1.500   -329.00    193.00 

     7        75    58.931    99.721    29.000   11.00    752.00   62    -6.237    65.425    -2.600   -329.00    151.00 

     8        72    57.091   102.676    28.000    7.00    752.00   61    -6.487    62.392    -3.000   -249.00    219.00 

     9        23    55.768    78.459    28.800   13.00    386.00   21   -22.881    60.884    -2.000   -193.00     65.00 

    10        17    65.110    92.944    29.000   17.00    407.00   16   -26.119    61.886     0.400   -190.00     18.60 

    11        16    55.580    80.796    27.000   18.90    343.00   14   -36.750    76.619    -4.500   -229.00      6.90 

    12        15    44.785    38.334    28.794   18.00    169.00   13   -55.231   128.303    -4.000   -403.00     24.00 

    13         3    47.863    25.207    51.590   21.00     71.00    3   -80.334   145.204     2.999   -248.00      4.00 

    14         2    38.195    21.488    38.195   23.00     53.39    2     5.400     0.849     5.400      4.80      6.00 

    15         2    36.695    19.368    36.695   23.00     50.39    2     3.900     2.970     3.900      1.80      6.00 

    16         1    22.000              22.000   22.00     22.00    1     5.000               5.000      5.00      5.00 

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  112    52.277    83.471    28.897   10.20    752.00   92   -32.400   260.231    -2.500  -2429.51    219.00 

                                                                                                                        

 Last value  137    54.204    85.761    30.000    9.00    752.00  104   -29.296   244.839    -3.000  -2429.51    219.00 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 394 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

beta-2-mikroglobulin                                                                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        34     3.764     4.477     2.235    0.10     22.90                                                        

     2        43     3.953     4.822     2.300    1.10     25.50   23     0.169     0.874     0.080     -1.60      2.60 

     3        35     2.741     2.264     2.010    1.10     14.32   20    -0.141     0.579    -0.045     -1.70      0.83 

     4        31     2.730     1.846     2.200    1.30     11.40   18    -0.163     0.728     0.015     -2.33      1.09 

     5        29     2.838     2.346     2.200    1.00     13.40   15    -0.004     0.681    -0.100     -1.10      1.82 

     6        32     3.146     2.750     2.135    1.30     13.12   16    -0.182     0.655    -0.175     -1.50      1.28 

     7        25     2.697     2.019     2.010    1.30     11.30   12    -0.180     1.026    -0.095     -2.70      1.94 

     8        31     2.656     2.444     1.940    1.10     14.80   13    -0.038     0.795    -0.070     -1.51      1.94 

     9         3     2.907     0.615     3.200    2.20      3.32    0                                                   

    10         2     2.685     0.827     2.685    2.10      3.27    0                                                   

    11         2     2.815     1.252     2.815    1.93      3.70    0                                                   

    12         2     3.115     1.153     3.115    2.30      3.93    0                                                   

    13         0                                                                                                        

    14         1     4.550               4.550    4.55      4.55    0                                                   

    15         1     2.900               2.900    2.90      2.90    0                                                   

    16         1     4.510               4.510    4.51      4.51    0                                                   

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   44     2.990     2.537     2.220    1.10     14.80   21     0.095     0.729     0.080     -1.51      1.94 

                                                                                                                        

 Last value   67     3.462     3.923     2.270    1.00     25.50   29     0.064     0.865     0.000     -1.70      2.60 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 395 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

LDH (U/L)                                                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1       120   268.156   122.075   232.500  110.00    929.81                                                        

     2       113   264.860    97.119   243.000  121.78    701.00   94    -4.812   105.898    -1.700   -602.28    219.00 

     3       106   820.284  4598.227   228.577   94.00  45350.93   92   646.967  4865.937     2.000   -590.28  44449.93 

     4       102   252.764    94.058   221.978  127.00    820.00   83     3.640    69.132    -5.000   -222.56    318.00 

     5        98   428.913  1571.548   232.154  121.00  15776.84   83   184.992  1703.922    -2.000   -650.27  15473.84 

     6        98   400.653  1289.616   236.376   97.18  12957.41   80   180.919  1433.708     4.800   -402.00  12763.41 

     7        82   258.120    99.659   232.877   77.38    659.87   70     7.856   121.264    -1.000   -649.07    370.00 

     8        75   452.649  1676.469   236.000  163.00  14757.05   66   223.564  1791.202    -2.699   -233.35  14536.05 

     9        25   248.107    70.218   224.000  167.97    425.00   22    -4.546    53.764    -6.700   -110.00     97.78 

    10        19   244.784    67.007   225.000  135.00    355.00   17   -46.987   164.139    -4.000   -638.87     87.00 

    11        18   249.116    60.924   256.274  174.00    393.00   16   -45.474   172.289     0.100   -657.47     83.00 

    12        16   223.483    79.765   201.000   83.38    408.00   13   -78.320   181.581   -17.397   -666.47     18.50 

    13         4   263.222    69.493   278.944  172.00    323.00    3     9.664    33.195    -8.998    -10.00     47.99 

    14         2   310.772    44.163   310.772  279.54    342.00    1    80.984              80.984     80.98     80.98 

    15         2   250.780    69.608   250.780  201.56    300.00    1     2.999               2.999      3.00      3.00 

    16         1   302.000             302.000  302.00    302.00    0                                                   

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle  117   402.053  1346.429   240.000   83.38  14757.05  100   162.683  1460.625     2.000   -666.47  14536.05 

                                                                                                                        

 Last value  142   382.395  1223.358   240.000   83.38  14757.05  110   153.330  1392.547     3.899   -666.47  14536.05 

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            

Note: Reported values with unit µMOL/SL were multiplied by factor 59.988.                                               
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Page 396 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

IgG                                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        64   459.895   408.177   550.500    0.71   1971.00                                                        

     2        59   456.839   362.278   550.000    2.10   1130.00   46   -17.308    88.921    -0.040   -515.10     96.00 

     3        56   461.286   349.686   593.000    0.06   1360.00   40   -68.231   232.644    -5.931  -1149.40     43.00 

     4        64   415.509   384.437   467.000    1.58   1452.00   45   -65.519   238.817    -4.980  -1040.93    671.13 

     5        47   491.904   364.515   578.000    1.63   1430.00   31   -49.618   135.115    -6.000   -708.54     41.00 

     6        55   436.718   415.241   536.000    1.84   1566.00   36   -55.992   137.652    -4.035   -707.83     85.00 

     7        47   461.542   395.081   578.000    0.61   1400.00   34   -50.150   193.192    -7.405   -707.68    631.29 

     8        42   477.373   393.207   536.000    1.90   1419.00   30   -93.199   191.357   -15.285   -707.80     79.00 

     9         9   294.060   361.343     7.600    1.67    860.00    7   -21.614    44.257    -0.660    -93.00     21.00 

    10        10   424.106   370.007   544.000    2.20    991.00    7   -33.507    65.388    -0.700   -118.00     61.18 

    11         7   411.243   378.854   416.000    2.10    914.00    4    31.543    70.195    -0.750     -9.00    136.67 

    12         5    30.248    56.914     5.800    1.90    132.00    4    31.397    65.520    -0.950     -2.18    129.67 

    13         1   965.000             965.000  965.00    965.00    0                                                   

    14         1   916.000             916.000  916.00    916.00    0                                                   

    15         0                                                                                                        

    16         1   977.000             977.000  977.00    977.00    0                                                   

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   63   430.138   380.341   509.000    1.30   1419.00   46   -99.681   223.847   -15.285  -1149.40     79.00 

                                                                                                                        

 Last value  106   404.505   350.599   477.000    1.30   1419.00   60   -63.644   222.315    -5.860  -1149.40    631.29 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 397 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

IgA                                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        63    81.613    88.103    54.100    0.04    303.00                                                        

     2        58    83.798    84.870    62.750    0.30    314.00   46    -2.708    14.976     0.065    -84.21     18.00 

     3        51    91.292    85.365    72.000    0.01    286.00   39   -16.768    53.689    -1.069   -299.83     18.00 

     4        57    72.874    79.877    50.000    0.32    276.00   43   -11.938    65.950    -0.550   -287.30    247.00 

     5        41    84.953    78.182    72.000    0.29    250.00   30   -15.362    53.794    -0.625   -287.50     18.00 

     6        48    64.100    74.234    38.000    0.27    257.00   34   -17.944    50.912    -1.500   -287.42      6.00 

     7        41    68.612    78.415    45.000    0.16    265.00   33   -14.547    51.650    -1.000   -287.61     59.96 

     8        37    72.028    76.879    54.400    0.31    268.00   29   -21.295    55.230    -0.600   -287.65      6.00 

     9         9    40.719    56.671     0.780    0.28    147.00    7    -3.344     4.374    -0.250    -11.00      0.08 

    10        10    61.721    66.458    45.000    0.39    192.00    7    -4.164     9.092    -0.100    -20.00      7.77 

    11         6    64.768    71.298    45.500    0.51    181.00    4     2.838    17.315    -0.115    -15.00     26.58 

    12         5     6.400    12.090     0.920    0.50     28.00    4     6.803    13.853     0.015     -0.40     27.58 

    13         1   246.000             246.000  246.00    246.00    0                                                   

    14         1   196.000             196.000  196.00    196.00    0                                                   

    15         0                                                                                                        

    16         1   222.000             222.000  222.00    222.00    0                                                   

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   57    71.102    80.816    42.000    0.16    276.00   45   -24.545    61.647    -3.000   -299.83      8.00 

                                                                                                                        

 Last value   94    65.759    73.799    41.500    0.16    276.00   59   -17.396    56.010    -1.000   -299.83     59.96 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 398 of 398 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                      Table 46.2 

                Laboratory Parameters Including Change from Baseline by Cycle – Descriptive Statistics 

                                               Population: Safety Set II 

 

IgM                                                                                                                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

             ————————————————————— Values ——————————————————————  ———————————————— Change from Cycle 1 ———————————————— 

               n      Mean        SD       Med     Min       Max    n      Mean        SD       Med       Min       Max 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Cycle No:                                                                                                               

                                                                                                                        

     1        63    24.417    35.862    21.000    0.05    243.00                                                        

     2        58    23.432    25.543    23.150    0.07    114.00   46    -6.656    36.436    -0.005   -240.86     35.80 

     3        51    30.933    64.912    17.000    0.00    442.00   39    -4.331    10.260    -1.000    -40.00      8.00 

     4        57    16.897    20.543    11.000    0.00    102.00   44    -7.968    38.174    -0.220   -240.78     59.10 

     5        42    29.532    41.988    21.900    0.06    224.00   31    -1.037    19.082    -0.060    -37.00     90.00 

     6        48    32.557   106.833    10.500    0.04    743.00   34    -0.791    16.757    -0.100    -41.00     77.00 

     7        41    34.180   107.741    11.000    0.00    695.00   33    -1.069    14.269    -0.400    -40.00     49.95 

     8        36    16.389    16.899    14.000    0.04     61.50   29   -12.413    44.688    -2.100   -240.65     11.00 

     9         9    14.086    23.229     0.280    0.06     71.00    7    -8.454    15.783    -0.110    -43.00      0.00 

    10        10    14.372    17.981    12.500    0.10     60.00    7    -9.636    16.537    -0.060    -42.00      2.61 

    11         6    14.252    24.513     3.500    0.11     63.00    4    -3.563    10.559    -0.085    -19.00      4.92 

    12         5     1.404     2.571     0.270    0.15      6.00    4     1.418     3.002    -0.065     -0.12      5.92 

    13         1    14.000              14.000   14.00     14.00    0                                                   

    14         1     6.000               6.000    6.00      6.00    0                                                   

    15         0                                                                                                        

    16         1     2.000               2.000    2.00      2.00    0                                                   

                                                                                                                        

After Cycle 1:                                                                                                          

                                                                                                                        

 Last cycle   56    15.776    20.040    10.000    0.04    105.00   45    -9.285    36.413    -1.000   -240.65     11.00 

                                                                                                                        

 Last value   94    30.456    85.563    10.500    0.04    695.00   59    -7.188    33.054    -0.340   -240.65     49.95 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Note: Last cycle: Value reported at last cycle after cycle 1; Last value: Last value reported after cycle 1.            
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Page 1 of 257 

Listing 1 Patients excluded from Analysis Sets - Population: All Enrolled Patients 2 

Listing 2 Patients with Premature Termination including Reason for Termination - Population: Safety Set Overall 5 

Listing 3.1 Progression-free Survival and Overall Survival - Population: EEFF I 16 

Listing 3.2 Progression-free Survival and Overall Survival - Population: Efficiency Population II 38 

Listing 4 All Adverse Events - Population: All Enrolled Patients 51 

Listing 5 All Serious Adverse Events - Population: All Enrolled Patients 165 

Listing 6 All Adverse Events with Outcome Death - Population: All Enrolled Patients 205 

Listing 7 All Adverse Events With Causal Relationship to MabThera Treatment - Population: Safety Set Overall 214 

Listing 8 Patients with Pregnancy - Population: All Enrolled Patients 255 



Page 2 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 1 

                                         Patients excluded from Analysis Sets 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                    ———— Included in Analysis Sets —————                                                                

   PT Therapy Line  SS Overall  SS I/SS II  EFF I/EFF II  Excluded                       Specification                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1001 Relapse          Yes        SS II        No         Excluded from SS II Analyses   (Primary) Lock of core data    

                                                          other than AE Data and from    not available                  

                                                          EFF II                                                        

                                                                                                                        

 1132 Relapse          No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 1371 Relapse          Yes        SS II        No         Excluded from SS II Analyses   (Primary) Lock of core data    

                                                          other than AE Data and from    not available                  

                                                          EFF II                                                        

                                                                                                                        

 1644                  No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 1956 Relapse          No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 2081                  No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 2725 Relapse          No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 3081 First-line       No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 3104 First-line       No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 1 

                                         Patients excluded from Analysis Sets 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                    ———— Included in Analysis Sets —————                                                                

   PT Therapy Line  SS Overall  SS I/SS II  EFF I/EFF II  Excluded                       Specification                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3112 First-line       No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 3154 First-line       No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 4942 First-line       Yes        SS I         No         Excluded from EFF I            No tumor assessment available  

                                                                                                                        

 5581                  Yes        No                      Excluded from SS I and SS II   Therapy Line not clearly       

                                                                                         documented                     

                                                                                                                        

 5830 Relapse          Yes        SS II        No         Excluded from SS II Analyses   (Primary) Lock of core data    

                                                          other than AE Data and from    not available                  

                                                          EFF II                                                        

                                                                                                                        

 6530 Relapse          No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 6667 Relapse          No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 6811 Relapse          No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 8161                  No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

 9181 Relapse          Yes        SS II        No         Excluded from EFF II           No tumor assessment available  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 1 

                                         Patients excluded from Analysis Sets 

                                           Population: All Enrolled Patients 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                    ———— Included in Analysis Sets —————                                                                

   PT Therapy Line  SS Overall  SS I/SS II  EFF I/EFF II  Excluded                       Specification                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

11114 First-line       No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

11321 First-line       Yes        SS I         No         Excluded from EFF I            No tumor assessment available  

                                                                                                                        

12850 First-line       Yes        SS I         No         Excluded from SS I Analyses    (Primary) Lock of core data    

                                                          other than AE Data and from    not available                  

                                                          EFF I                                                         

                                                                                                                        

13422 Relapse          No                                 Screening Failure              No MabThera maintenance        

                                                                                         therapy                        

                                                                                                                        

15299 First-line       Yes        SS I         No         Excluded from SS I Analyses    (Primary) Lock of core data    

                                                          other than AE Data and from    not available                  

                                                          EFF I                                                         

                                                                                                                        

21219 First-line       Yes        SS I         No         Excluded from EFF I            No tumor assessment available  

                                                                                                                        

22326 First-line       Yes        SS I         No         Excluded from EFF I            No tumor assessment available  

                                                                                                                        

22622 First-line       Yes        SS I         No         Excluded from EFF I            No tumor assessment available  

                                                                                                                        

22629 Relapse          Yes        SS II        No         Excluded from SS II Analyses   (Primary) Lock of core data    

                                                          other than AE Data and from    not available                  

                                                          EFF II                                                        
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1872  07JUL2011   Grad 1       PD    Progression                07JUL2011 Method: CT                                   

                                                                                                                        

 2871  12JUL2011   Grad 1       PD    Progression                18MAY2011 Method: CT                                   

                                                                                                                        

 3097  18OCT2010   Grad 0       CR    Withdrawal of consent      11OCT2010                                              

                                                                                                                        

 3146  05MAR2011   Grad 1       PR    Other reason                         Specification: Pat. nicht erreichbar,        

                                                                           meldet sich nicht                            

                                                                                                                        

 3384  14MAR2011   Grad 1       PR    Withdrawal of consent      14MAR2011                                              

                                                                                                                        

 3447  04OCT2011   Grad 1       CR    Intolerability                       Specification: Diarrhoe bei ulceröse         

                                                                           Kolitis                                      

                                                                                                                        

 3548  21JUN2011   Grad 2       PR    Withdrawal of consent      21JUN2011                                              

                                                                                                                        

 3794  17AUG2011                PD    Progression                17AUG2011 Method: CT                                   

                                                                                                                        

 3927  28FEB2013   Grad 1       SD    Withdrawal of consent      27JUN2012                                              

                                                                                                                        

 4001  18JAN2012   Grad 0       PD    Progression                18JAN2012 Method: Histologisch                         

                                                                                                                        

 4069  20DEC2012   Grad 2       SD    Other reason                         Specification: reduzierter AZ des Patienten  

                                                                                                                        

 4095  19JUL2011   Grad 1       PR    Other reason                         Specification: andere maligne Erkrankung     

                                                                                                                        

 4504  06JUN2013   Grad 2       SD    Withdrawal of consent      09OCT2012                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4530  15JUN2011   Grad 1       SD    Death due to lymphoma      15JUN2011                                              

                                                                                                                        

 4747  18APR2012   Grad 1       PR    Other reason                         Specification: Bronchial Ca                  

                                                                                                                        

 4805  20OCT2012   Grad 1       CR    Death due to other reason  20OCT2012                                              

                                                                                                                        

 5283  10JAN2012   Grad 0       PR    Other reason                         Specification: kein Progress aber noch       

                                                                           großer Bulk abdominell                       

                                                                                                                        

 5350  25JUN2012   Grad 2       SD    Other reason                         Specification: Patientin nicht mehr in       

                                                                           unserer Behandlung                           

                                                                                                                        

 5381  16MAY2013   Grad 1       CR    Other reason                         Specification: wegen der Therapiepause       

                                                                           07/12-12/12 Verlängerung um weitere 2        

                                                                           Zyklen                                       

                                                                                                                        

 5501  05MAR2013   Grad 0       SD    Other reason                         Specification: Patient nicht mehr            

                                                                           erschienen                                   

                                                                                                                        

 5788  21APR2011   Grad 2       PD    Withdrawal of consent      21APR2011                                              

                                                                                                                        

 5913  29JUN2011   Grad 1       PD    Progression                29JUN2011 Method: CT                                   

                                                                                                                        

 6119  07JUL2012   Grad 3       PR    Death due to other reason  01AUG2012                                              

                                                                                                                        

 6815  22JUN2012                CR    Other reason                         Specification: Morbus Hodgkin                

                                                                           (zweitneoplasie oder Transformation)         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 7054  17JUN2011   Grad 1       PR    Other reason                         Specification: Wohnortwechsel                

                                                                                                                        

 7884  12MAR2012   Grad 1       CR    Intolerability                       Specification: pulmonale Beschwerden         

                                                                                                                        

 8781  28JUN2012   Grad 1       PD    Progression                29JUN2012 Method: CT                                   

                                                                                                                        

 9240  23DEC2011   Grad 1       PD    Progression                23DEC2011 Method: CT                                   

                                                                                                                        

 9474  29AUG2013   Grad 0       PR    Other reason                         Specification: unklares Fieber               

                                                                                                                        

 9521  19JAN2012   Grad 2       SD    Death due to lymphoma      19JAN2012                                              

                                                                                                                        

 9609  25JUN2012   Grad 1       PD    Progression                25OCT2011 Method: Sonstiges                            

                                                                                                                        

 9903  25SEP2012   Grad 2       CR    Other reason                         Specification: verschlechterter              

                                                                           Allgemeinzustand;Depression                  

                                                                                                                        

10717  24JUL2013   Grad 1       CR    Other reason                         Specification: Pat. hat einen                

                                                                           Bandscheibenvorfall und muß außerdem an      

                                                                           der Schulter operiert werden.                

                                                                                                                        

10741  24JUL2013   Grad 1       CR    Other reason                         Specification: wird fortgesetzt zuletzt am   

                                                                           15.7.2013                                    

                                                                                                                        

10861  21NOV2012   Grad 1       CR    Progression                31JAN2012 Method: PET                                  
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

11506  09APR2013   Grad 0       CR    Other reason                         Specification: Keine weiteren CRFs           

                                                                           hinterlegt                                   

                                                                                                                        

11721  08SEP2011   Grad 0       CR    Other reason                         Specification: Kontaktverlust                

                                                                                                                        

13002  22NOV2011   Grad 1       PD    Progression                22NOV2011 Method: CT                                   

                                                                                                                        

13004  17JAN2012   Grad 0       CR    Intolerability                       Specification: Infekte                       

                                      Withdrawal of consent      17JAN2012 Specification: Infekte                       

                                                                                                                        

13046  31AUG2012   Grad 1       PR    Intolerability                       Specification: wiederholte Infekte,          

                                                                           Leukozytopenie, Agranulozytose               

                                                                                                                        

13101  31MAR2014   Grad 1       CR    Other reason                         Specification: Arzt Entcheidung und          

                                                                           Patientenwunsch                              

                                                                                                                        

13441  05MAR2013   Grad 1       PD    Progression                05MAR2013 Method: CT                                   

                                                                                                                        

14181  10AUG2012   Grad 1       CR    Intolerability                       Specification: anhaltend chronische          

                                                                           Sinusitis                                    

                                                                                                                        

14587  10OCT2013   Grad 0       CR    Withdrawal of consent      10OCT2013                                              

                                                                                                                        

15005  31JAN2013   Grad 0       CR    Withdrawal of consent      31JAN2013                                              
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

15299  30NOV2012   Grad 0       SD    Other reason                         Specification: Moderate Reduktion der        

                                                                           bekannten Lymphommanifestation,              

                                                                           Entscheidung Arzt/Patient                    

                                                                                                                        

17284  20NOV2012   Grad 1       PR    Intolerability                       Specification: rezidivierende                

                                                                           Infekte(Lungenentzündungen),deutliche        

                                                                           Residuen nach durchgemachter Pneumonie       

                                                                                                                        

17732  19JUN2013   Grad 1       PR    Intolerability                       Specification: rezidiv. Pneumonien mit       

                                                                           Hämo. influenzae                             

                                                                                                                        

17761  24JUL2012                PR    Death due to other reason  30JUL2012                                              

                                                                                                                        

18361  25APR2013   Grad 0       CR    Intolerability                       Specification: schwere Neutropenie           

                                                                                                                        

21435  14MAY2012   Grad 1       SD    Other reason                         Specification: patient lost for follow up    

                                                                           10/2012                                      

                                                                                                                        

24064  22JAN2013   Grad 0       PR    Progression                22JAN2013 Method: Histologisch                         

                                                                                                                        

24483  01AUG2012   Grad 1       PD    Progression                16JUL2012 Method: CT                                   
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  06MAY2010   Grad 1       CR    Intolerability                       Specification: rezidivierende Infekte        

                                                                                                                        

  752  27SEP2011   Grad 0       CR    Other reason                         Specification: Schwangerschaft in 9. Woche   

                                                                                                                        

  973  24MAY2012   Grad 1       CR    Withdrawal of consent      24MAY2012                                              

                                                                                                                        

 1001  03AUG2010   Grad 2       SD    Death due to other reason  03MAY2010                                              

                                                                                                                        

 1020  05DEC2011   Grad 1       CR    Other reason                         Specification: Aufgrund einer starken        

                                                                           Hautreaktion über ca. 3 wo Ursache           

                                                                           unbekannt ist wurde die letzte Gabe          

                                                                           Mabthera weggelassen                         

                                                                                                                        

 1038  20NOV2011   Grad 2       PR    Other reason                         Specification: Rezidiv Mamma-Ca              

                                                                                                                        

 1069  02NOV2010   Grad 1       PR    Intolerability                       Specification: Psoriasa-schub                

                                                                                                                        

 1095  11FEB2011   Grad 0       PR    Other reason                         Specification: neu duagnostiziertes          

                                                                           metastasiertes Mammakarzinom                 

                                                                                                                        

 1097  07DEC2011   Grad 1       CR    Other reason                         Specification: Neuerkrankung: sekundäre AML  

                                                                                                                        

 1168  20JUN2012   Grad 1       CR    Other reason                         Specification: ausgeprägter Immundefekt      

                                                                           mit fehlenden B-Zellen                       

                                                                                                                        

 1351  20APR2012   Grad 1       SD    Intolerability                       Specification: Luftnot und starker           

                                                                           Juckreiz gesamter Körper                     

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1416  08FEB2011   Grad 0       SD    Withdrawal of consent      21JAN2011                                              

                                                                                                                        

 1477  12OCT2010   Grad 1       PD    Progression                12OCT2010 Method: Histologisch                         

                                                                                                                        

 1528  25OCT2010   Grad 2       CR    Intolerability                       Specification: SUAW vom 17.7.2010            

                                                                                                                        

 1554  31MAY2010   Grad 1       PR    Death due to other reason  13JUL2010                                              

                                                                                                                        

 1698  30MAR2012   Grad 1       CR    Other reason                         Specification: Verzicht auf letzte Gabe      

                                                                           Rituximab wegen Infektkomplikationen         

                                                                                                                        

 1721  12JUL2011   Grad 1       PD    Progression                13APR2011 Method: CT                                   

                                                                                                                        

 1751  04JUL2012   Grad 1       CR    Other reason                         Specification: Infektionen mit Rotaviren,    

                                                                           ESBL-Keim                                    

                                                                                                                        

 1921  10JAN2011   Grad 1       PD    Progression                10JAN2011 Method: Klinisch                             

                                                                                                                        

 1972  23NOV2011   Grad 2       PD    Progression                25AUG2011 Method: CT                                   

                                                                                                                        

 1995  27FEB2012   Grad 1       PR    Other reason                         Specification: Dilatative Kardiomyopathie    

                                                                           (Komorbidität)                               

                                                                                                                        

 2143  11JAN2011   Grad 1       PD    Progression                11JAN2011 Method: Histologisch                         

                                                                                                                        

 2203  07FEB2011   Grad 2       PD    Progression                28OCT2010 Method: CT                                   

                                      Death due to lymphoma      28JAN2011 Method: CT                                   

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2277  13DEC2011   Grad 1       CR    Other reason                         Specification: Therapie wird fortgeführt     

                                                                                                                        

 2301  14JUN2011   Grad 1       CR    Intolerability                       Specification: protrahierte Infekte und      

                                                                           protrahierte Leukopenie                      

                                                                                                                        

 2345  28JUL2011   Grad 0       CR    Other reason                         Specification: Lost to Follow Up             

                                                                                                                        

 2664  30JUN2011   Grad 1       PR    Progression                30MAY2011 Method: Sonstiges                            

                                                                                                                        

 2730  30AUG2011   Grad 0       PD    Progression                30AUG2011 Method: CT                                   

                                                                                                                        

 3027  12SEP2011   Grad 0       CR    Other reason                         Specification: anhaltende Neutropenie;       

                                                                           rez. Infekte                                 

                                                                                                                        

 3100  21MAR2011   Grad 0       SD    Other reason                         Specification: Therapie Pause a.W.d. Pat.    

                                                                                                                        

 3216  13JUL2011   Grad 2       PD    Progression                13JUL2011 Method: Histologisch                         

                                                                                                                        

 3427  15APR2011   Grad 1       PD    Progression                04APR2011 Method: CT                                   

                                                                                                                        

 5133  30OCT2012   Grad 1       CR    Intolerability                       Specification: rezidivierende Infekte        

                                                                                                                        

 5422  11OCT2012   Grad 4       PD    Progression                03JUN2011 Method: Klinisch                             

                                                                                                                        

 5980  05OCT2011   Grad 2       PD    Progression                05OCT2011 Method: Sonographie                          
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6861  11MAR2013   Grad 2       CR    Other reason                         Specification: Patient nicht mehr in         

                                                                           unsere Praxis gekommen.                      

                                                                                                                        

 7979  30MAY2012   Grad 1       PD    Progression                30MAY2012 Method: CT                                   

                                                                                                                        

 8012  17JAN2013   Grad 1       PD    Progression                18SEP2012 Method: CT                                   

                                                                                                                        

 9018  20SEP2013   Grad 0       PR    Withdrawal of consent      20SEP2013                                              

                                      Other reason               20SEP2013 Specification: Arztentscheidung              

                                                                                                                        

 9645  05JUN2013   Grad 1       PD    Progression                27MAR2013 Method: CT                                   

                                                                                                                        

 9653  12NOV2012   Grad 1       PD    Progression                25SEP2012 Method: CT                                   

                                                                                                                        

10141  07NOV2012   Grad 0       CR    Withdrawal of consent      07NOV2012                                              

                                                                                                                        

10744  24JUL2013   Grad 1       CR    Other reason                         Specification: Patientenwunsch               

                                                                                                                        

10747  06MAR2012   Grad 0       CR    Other reason                         Specification: Patient zieht in die          

                                                                           Niederlande , Therapie wird dort             

                                                                           fortgesetzt                                  

                                                                                                                        

10759  20MAR2012   Grad 0       SD    Other reason                         Specification: HIV Erkrankung                

                                                                                                                        

11622  11SEP2012   Grad 3       SD    Death due to other reason  01MAR2012                                              

                                                                                                                        

11844  23AUG2012   Grad 2       PD    Progression                03JUL2012 Method: Histologisch                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

12501  29JAN2014   Grad 0       PR    Other reason                         Specification: Therapie wurde nicht          

                                                                           abgebrochen, wird weiter fortgesetzt         

                                                                                                                        

12821  01SEP2011   Grad 0       PR    Other reason                         Specification: Pause a.W.d.Pat.              

                                                                                                                        

12824  30MAR2012   Grad 2       PR    Withdrawal of consent      30MAR2012                                              

                                                                                                                        

15361  24SEP2012   Grad 0       CR    Other reason                         Specification: starke KM-Depression          

                                                                                                                        

15662  26APR2011   Grad 0       PD    Progression                26APR2011 Method: CT                                   

                                                                                                                        

17162  29MAY2012   Grad 1       SD    Other reason                         Specification: Patient abkömmlich            

                                                                                                                        

18761  10JUN2013   Grad 3       CR    Other reason                         Specification: Neudiagnose AML               

                                                                                                                        

23220  25NOV2013   Grad 0       PD    Progression                29NOV2013 Method: CT                                   

                                                                                                                        

23801  08OCT2012   Grad 0       CR    Other reason                         Specification: Kontaktverlust                

                                                                                                                        

23921  30OCT2012   Grad 1       CR    Other reason                         Specification: Zweit-Ca                      
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                                                       Listing 2 

                         Patients with Premature Termination including Reason for Termination 

                                            Population: Safety Set Overall 

 

Part 3: Patients in Safety Set Overall, but neither SS I nor SS II                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

         Date                  Tumor                                                                                    

   PT  Final Exam  WHO/ECOG    Stage  Reason(s)                    Date    Specification                                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5581  30MAY2011   Grad 4       CR    Death due to other reason  01MAY2011                                              
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  768  female  Age <75 years            IV      13NOV2009  25NOV2010          378  12.6   15FEB2011          460  15.3  

                                                                                                                        

  949  female  Age 75 years or more     IV      02MAR2010  09JAN2012          679  22.6   09JAN2012          679  22.6  

                                                                                                                        

 1182  female  Age <75 years            IV      29MAR2010  13JAN2012          656  21.9   13JAN2012          656  21.9  

                                                                                                                        

 1432  male    Age <75 years            II      12MAY2010  21JUN2012          772  25.7   21JUN2012          772  25.7  

                                                                                                                        

 1541  male    Age <75 years            IV      26MAY2010  23FEB2012          639  21.3   23FEB2012          639  21.3  

                                                                                                                        

 1565  male    Age <75 years            IV      07JUN2010  28MAR2012          661  22.0   28MAR2012          661  22.0  

                                                                                                                        

 1872  male    Age <75 years            II      20JUL2010  15JUN2011   PD     331  11.0   07JUL2011          353  11.8  

                                                                                                                        

 2261  female  Age <75 years            IV      14SEP2010  13SEP2012          731  24.4   13SEP2012          731  24.4  

                                                                                                                        

 2388  female  Age <75 years            II      02AUG2010  20JUL2012          719  24.0   20JUL2012          719  24.0  

                                                                                                                        

 2407  female  Age <75 years             I      26JUL2010  22NOV2011          485  16.2   22NOV2011          485  16.2  

                                                                                                                        

 2561  male    Age <75 years            IV      24SEP2010  30AUG2012          707  23.6   30AUG2012          707  23.6  

                                                                                                                        

 2619  female  Age <75 years            II      24FEB2011  09JAN2013          686  22.9   09JAN2013          686  22.9  

                                                                                                                        

 2697  female  Age <75 years            II      18OCT2010  10SEP2012          694  23.1   10SEP2012          694  23.1  

                                                                                                                        

 2871  male    Age <75 years            IV      03NOV2010  04APR2011   PD     153   5.1   12JUL2011          252   8.4  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2943  male    Age <75 years            IV      04DEC2010  23NOV2012          721  24.0   23NOV2012          721  24.0  

                                                                                                                        

 2973  female  Age <75 years            IV      03JAN2011  09JUL2012          554  18.5   09JUL2012          554  18.5  

                                                                                                                        

 2979  female  Age <75 years            II      06OCT2010  04DEC2012          791  26.4   04DEC2012          791  26.4  

                                                                                                                        

 2981  female  Age <75 years            II      01DEC2010  13SEP2012          653  21.8   13SEP2012          653  21.8  

                                                                                                                        

 3013  female  Age <75 years            IV      14DEC2010  04SEP2012          631  21.0   04SEP2012          631  21.0  

                                                                                                                        

 3055  male    Age <75 years            II      20SEP2010  07JUN2012          627  20.9   07JUN2012          627  20.9  

                                                                                                                        

 3097  female  Age <75 years            IV      05JUL2010  18OCT2010          106   3.5   18OCT2010          106   3.5  

                                                                                                                        

 3146  male    Age 75 years or more     IV      24AUG2010  05MAR2011          194   6.5   05MAR2011          194   6.5  

                                                                                                                        

 3168  female  Age <75 years            II      20DEC2010  30OCT2012          681  22.7   30OCT2012          681  22.7  

                                                                                                                        

 3258  female  Age <75 years            IV      15SEP2010  18JUL2012          673  22.4   18JUL2012          673  22.4  

                                                                                                                        

 3354  female  Age <75 years             I      29MAR2011  25APR2013          759  25.3   25APR2013          759  25.3  

                                                                                                                        

 3384  male    Age <75 years            II      24NOV2010  14MAR2011          111   3.7   14MAR2011          111   3.7  

                                                                                                                        

 3447  male    Age <75 years            II      17NOV2010  04OCT2011          322  10.7   04OCT2011          322  10.7  

                                                                                                                        

 3474  female  Age <75 years            II      04NOV2010  11OCT2012          708  23.6   11OCT2012          708  23.6  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3478  female  Age <75 years            II      20AUG2010  16APR2012          606  20.2   16APR2012          606  20.2  

                                                                                                                        

 3485  male    Age <75 years            II      12JAN2011  12SEP2012          610  20.3   12SEP2012          610  20.3  

                                                                                                                        

 3492  female  Age <75 years             I      28MAR2011  31MAR2013          735  24.5   31MAR2013          735  24.5  

                                                                                                                        

 3498  male    Age <75 years            IV      07OCT2010  20SEP2012          715  23.8   20SEP2012          715  23.8  

                                                                                                                        

 3548  female  Age 75 years or more     IV      06DEC2010  21JUN2011          198   6.6   21JUN2011          198   6.6  

                                                                                                                        

 3668  female  Age <75 years            IV      21OCT2010  13MAR2013          875  29.2   13MAR2013          875  29.2  

                                                                                                                        

 3704  male    Age <75 years            IV      17FEB2011  13DEC2012          666  22.2   13DEC2012          666  22.2  

                                                                                                                        

 3729  female  Age 75 years or more     IV      05APR2011  22JAN2013          659  22.0   22JAN2013          659  22.0  

                                                                                                                        

 3765  male    Age <75 years            IV      21MAR2011  24APR2013          766  25.5   24APR2013          766  25.5  

                                                                                                                        

 3794  male    Age <75 years            II      09DEC2010  17AUG2011   PD     252   8.4   17AUG2011          252   8.4  

                                                                                                                        

 3801  male    Age <75 years            II      20JAN2011  28JUL2011          190   6.3   28JUL2011          190   6.3  

                                                                                                                        

 3856  male    Age <75 years            II      18JAN2011  13JUN2012          513  17.1   13JUN2012          513  17.1  

                                                                                                                        

 3870  male    Age <75 years            IV      27DEC2010  07SEP2012          621  20.7   07SEP2012          621  20.7  

                                                                                                                        

 3889  female  Age 75 years or more     II      07OCT2010  30DEC2010   PD      85   2.8   12NOV2012          768  25.6  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3898  female  Age <75 years            II      12JAN2011  10JUN2013          881  29.4   10JUN2013          881  29.4  

                                                                                                                        

 3907  female  Age 75 years or more     II      04OCT2010  12NOV2012          771  25.7   12NOV2012          771  25.7  

                                                                                                                        

 3927  male    Age <75 years            II      22FEB2011  28FEB2013          738  24.6   28FEB2013          738  24.6  

                                                                                                                        

 3983  female  Age <75 years            IV      03FEB2011  11NOV2013         1013  33.8   11NOV2013         1013  33.8  

                                                                                                                        

 3991  female  Age <75 years            IV      21FEB2011  30JAN2014         1075  35.8   30JAN2014         1075  35.8  

                                                                                                                        

 4001  male    Age <75 years            IV      21FEB2011  18JAN2012   PD     332  11.1   18JAN2012          332  11.1  

                                                                                                                        

 4053  male    Age <75 years            II      28FEB2011  19DEC2012          661  22.0   19DEC2012          661  22.0  

                                                                                                                        

 4069  male    Age 75 years or more      I      30JUN2011  05JUN2012   PD     342  11.4   20DEC2012          540  18.0  

                                                                                                                        

 4095  male    Age <75 years            IV      01MAR2011  19JUL2011          141   4.7   19JUL2011          141   4.7  

                                                                                                                        

 4115  female  Age <75 years            IV      18NOV2010  28AUG2012          650  21.7   28AUG2012          650  21.7  

                                                                                                                        

 4171  male    Age <75 years            IV      19JUL2011  02OCT2013          807  26.9   02OCT2013          807  26.9  

                                                                                                                        

 4179  female  Age <75 years            II      07MAR2011  07FEB2013          704  23.5   07FEB2013          704  23.5  

                                                                                                                        

 4219  female  Age <75 years            IV      15APR2011  19NOV2013          950  31.7   19NOV2013          950  31.7  

                                                                                                                        

 4221  male    Age <75 years            IV      08FEB2011  08JAN2013          701  23.4   08JAN2013          701  23.4  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4233  male    Age 75 years or more     IV      15NOV2010  09JAN2012          421  14.0   09JAN2012          421  14.0  

                                                                                                                        

 4289  female  Age <75 years            II      11MAR2011  04APR2013          756  25.2   04APR2013          756  25.2  

                                                                                                                        

 4292  male    Age <75 years            IV      17FEB2011  08NOV2012          631  21.0   08NOV2012          631  21.0  

                                                                                                                        

 4318  female  Age <75 years            IV      11NOV2010  08JAN2013          790  26.3   08JAN2013          790  26.3  

                                                                                                                        

 4336  female  Age <75 years            IV      28FEB2011  18JAN2013          691  23.0   18JAN2013          691  23.0  

                                                                                                                        

 4349  male    Age <75 years             I      22MAR2011  07JAN2013          658  21.9   07JAN2013          658  21.9  

                                                                                                                        

 4427  female  Age <75 years            II      14FEB2011  18FEB2013          736  24.5   18FEB2013          736  24.5  

                                                                                                                        

 4501  female  Age <75 years            IV      21JUL2011  23MAY2013          673  22.4   23MAY2013          673  22.4  

                                                                                                                        

 4504  female  Age 75 years or more     II      24MAY2011  06JUN2013          745  24.8   06JUN2013          745  24.8  

                                                                                                                        

 4516  female  Age <75 years            II      24MAR2011  08AUG2013          869  29.0   08AUG2013          869  29.0  

                                                                                                                        

 4530  female  Age 75 years or more     II      29NOV2010  15JUN2011   PD     199   6.6   15JUN2011  Death   199   6.6  

                                                                                                                        

 4567  female  Age 75 years or more      I      23MAR2011  25FEB2013          706  23.5   25FEB2013          706  23.5  

                                                                                                                        

 4583  female  Age <75 years             I      19MAY2010  09SEP2011          479  16.0   09SEP2011          479  16.0  

                                                                                                                        

 4637  female  Age <75 years            II      12APR2011  09APR2013          729  24.3   09APR2013          729  24.3  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4661  male    Age <75 years            II      08DEC2010  17JAN2013          772  25.7   17JAN2013          772  25.7  

                                                                                                                        

 4676  male    Age <75 years            IV      22NOV2010  11OCT2012          690  23.0   11OCT2012          690  23.0  

                                                                                                                        

 4697  male    Age <75 years            II      06JUN2011  04APR2013          669  22.3   04APR2013          669  22.3  

                                                                                                                        

 4747  male    Age <75 years            II      04APR2011  18APR2012          381  12.7   18APR2012          381  12.7  

                                                                                                                        

 4805  female  Age 75 years or more     IV      21DEC2010  20OCT2012  Death   670  22.3   20OCT2012  Death   670  22.3  

                                                                                                                        

 4848  male    Age <75 years            IV      14FEB2011  27NOV2012          653  21.8   27NOV2012          653  21.8  

                                                                                                                        

 4860  male    Age 75 years or more     IV      12APR2011  08JAN2013          638  21.3   08JAN2013          638  21.3  

                                                                                                                        

 4948  female  Age <75 years            II      16MAR2011  20NOV2012          616  20.5   20NOV2012          616  20.5  

                                                                                                                        

 4952  female  Age 75 years or more     II      10FEB2011  15MAR2012          400  13.3   15MAR2012          400  13.3  

                                                                                                                        

 4963  male    Age <75 years            II      12MAY2011  08JAN2013          608  20.3   08JAN2013          608  20.3  

                                                                                                                        

 4991  female  Age <75 years            II      21DEC2010  18JAN2013          760  25.3   18JAN2013          760  25.3  

                                                                                                                        

 5037  male    Age <75 years            II      18APR2011  23JAN2012   PD     281   9.4   25FEB2012          314  10.5  

                                                                                                                        

 5047  female  Age <75 years            II      11APR2011  02JUL2012          449  15.0   02OCT2012          541  18.0  

                                                                                                                        

 5061  male    Age <75 years            II      03NOV2011  18FEB2013          474  15.8   18FEB2013          474  15.8  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5097  female  Age <75 years            II      18APR2011  01MAR2013          684  22.8   01MAR2013          684  22.8  

                                                                                                                        

 5207  female  Age <75 years            IV      28FEB2011  14AUG2012          534  17.8   14AUG2012          534  17.8  

                                                                                                                        

 5266  male    Age <75 years            IV      24JAN2011  19NOV2012          666  22.2   19NOV2012          666  22.2  

                                                                                                                        

 5283  female  Age <75 years            IV      30MAR2011  09FEB2012          317  10.6   09FEB2012          317  10.6  

                                                                                                                        

 5298  male    Age <75 years            IV      04APR2011  11FEB2013          680  22.7   11FEB2013          680  22.7  

                                                                                                                        

 5317  female  Age <75 years            II      11APR2011  27JUN2013          809  27.0   27JUN2013          809  27.0  

                                                                                                                        

 5350  female  Age 75 years or more     II      21APR2011  25JUN2012          432  14.4   25JUN2012          432  14.4  

                                                                                                                        

 5367  female  Age <75 years             I      19APR2011  15JAN2013          638  21.3   15JAN2013          638  21.3  

                                                                                                                        

 5373  female  Age <75 years            II      29APR2011  17APR2013          720  24.0   17APR2013          720  24.0  

                                                                                                                        

 5381  female  Age <75 years            II      15FEB2011  16MAY2013          822  27.4   16MAY2013          822  27.4  

                                                                                                                        

 5414  female  Age <75 years            II      26APR2011  07AUG2013          835  27.8   07AUG2013          835  27.8  

                                                                                                                        

 5501  female  Age 75 years or more     II      03MAY2011  05MAR2013          673  22.4   05MAR2013          673  22.4  

                                                                                                                        

 5514  male    Age <75 years            IV      15DEC2010  06DEC2012          723  24.1   06DEC2012          723  24.1  

                                                                                                                        

 5524  male    Age <75 years            IV      09MAR2011  04APR2013          758  25.3   04APR2013          758  25.3  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5642  male    Age <75 years            II      28NOV2011  04JUN2013          555  18.5   07OCT2013          680  22.7  

                                                                                                                        

 5699  male    Age <75 years             I      05MAY2011  05OCT2011   PD     154   5.1   06OCT2011          155   5.2  

                                                                                                                        

 5763  male    Age <75 years            IV      02FEB2011  04MAY2011           92   3.1   04MAY2011           92   3.1  

                                                                                                                        

 5788  female  Age <75 years            IV      01FEB2011  21APR2011   PD      80   2.7   21APR2011           80   2.7  

                                                                                                                        

 5864  male    Age <75 years            IV      06JUN2011  17NOV2011          165   5.5   17NOV2011          165   5.5  

                                                                                                                        

 5872  female  Age <75 years            IV      20APR2011  09DEC2011          234   7.8   09DEC2011          234   7.8  

                                                                                                                        

 5896  female  Age <75 years            IV      18MAR2011  06DEC2012          630  21.0   06DEC2012          630  21.0  

                                                                                                                        

 5913  female  Age <75 years            II      11MAY2011  01JUN2011   PD      22   0.7   16JUL2011  Death    67   2.2  

                                                                                                                        

 5921  female  Age <75 years            II      16MAY2011  11MAR2013          666  22.2   11MAR2013          666  22.2  

                                                                                                                        

 5933  male    Age <75 years            IV      07MAR2011  30SEP2011          208   6.9   30SEP2011          208   6.9  

                                                                                                                        

 5974  female  Age <75 years            II      16MAY2011  28FEB2014         1020  34.0   28FEB2014         1020  34.0  

                                                                                                                        

 5997  male    Age 75 years or more     II      19MAY2011  19FEB2013          643  21.4   19FEB2013          643  21.4  

                                                                                                                        

 6041  female  Age <75 years            II      19MAY2011  19MAR2013          671  22.4   19MAR2013          671  22.4  

                                                                                                                        

 6075  male    Age <75 years            II      04JUL2011  16JUL2013          744  24.8   16JUL2013          744  24.8  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6119  female  Age 75 years or more      I      11MAY2011  01AUG2012  Death   449  15.0   01AUG2012  Death   449  15.0  

                                                                                                                        

 6159  female  Age 75 years or more     IV      10FEB2011  10APR2013          791  26.4   10APR2013          791  26.4  

                                                                                                                        

 6185  female  Age <75 years            II      25MAY2011  04SEP2013          834  27.8   04SEP2013          834  27.8  

                                                                                                                        

 6201  male    Age <75 years            IV      21MAR2011  13DEC2012          634  21.1   13DEC2012          634  21.1  

                                                                                                                        

 6221  female  Age <75 years             I      24FEB2011  08MAR2013          744  24.8   08MAR2013          744  24.8  

                                                                                                                        

 6262  male    Age <75 years            II      24MAY2011  19MAR2013          666  22.2   19MAR2013          666  22.2  

                                                                                                                        

 6271  female  Age 75 years or more     II      01MAR2011  01MAR2011            1   0.0   28MAR2012          394  13.1  

                                                                                                                        

 6273  male    Age 75 years or more     IV      04APR2011  25JUL2011          113   3.8   25JUN2012          449  15.0  

                                                                                                                        

 6283  male    Age <75 years            IV      27SEP2011  09DEC2013          805  26.8   09DEC2013          805  26.8  

                                                                                                                        

 6372  female  Age <75 years            IV      24JAN2011  17DEC2012          694  23.1   17DEC2012          694  23.1  

                                                                                                                        

 6416  male    Age <75 years            IV      21JUN2011  23JUL2013          764  25.5   23JUL2013          764  25.5  

                                                                                                                        

 6422  male    Age 75 years or more     II      09MAY2011  06AUG2012          456  15.2   06AUG2012          456  15.2  

                                                                                                                        

 6439  male    Age <75 years            II      02MAY2011  06AUG2012          463  15.4   06AUG2012          463  15.4  

                                                                                                                        

 6454  male    Age <75 years             I      27MAY2011  02MAY2013          707  23.6   02MAY2013          707  23.6  
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6527  female  Age <75 years            II      23MAY2011  01AUG2013          802  26.7   01AUG2013          802  26.7  

                                                                                                                        

 6561  male    Age <75 years            IV      09JUN2011  19FEB2013          622  20.7   19FEB2013          622  20.7  

                                                                                                                        

 6587  female  Age <75 years            II      15JUL2011  15APR2013          641  21.4   15APR2013          641  21.4  

                                                                                                                        

 6621  male    Age 75 years or more      I      05MAY2011  29OCT2013          909  30.3   29OCT2013          909  30.3  

                                                                                                                        

 6815  female  Age <75 years            IV      01AUG2011  22JUN2012          327  10.9   22JUN2012          327  10.9  

                                                                                                                        

 6817  male    Age <75 years            IV      22MAR2011  13FEB2013          695  23.2   13FEB2013          695  23.2  

                                                                                                                        

 7002  male    Age <75 years            IV      23NOV2010  27JUL2012   PD     613  20.4   30JAN2013          800  26.7  

                                                                                                                        

 7054  male    Age <75 years            IV      03MAY2011  17JUN2011           46   1.5   17JUN2011           46   1.5  

                                                                                                                        

 7101  male    Age <75 years            II      26JAN2011  25MAY2012          486  16.2   25MAY2012          486  16.2  

                                                                                                                        

 7130  female  Age <75 years            II      14FEB2011  10JAN2013          697  23.2   10JAN2013          697  23.2  

                                                                                                                        

 7266  female  Age 75 years or more      I      04JUL2011  13MAR2012          254   8.5   13MAR2012          254   8.5  

                                                                                                                        

 7289  male    Age <75 years            II      06JUL2011  03APR2013          638  21.3   03APR2013          638  21.3  

                                                                                                                        

 7381  female  Age <75 years            IV      09MAY2011  01JUL2013          785  26.2   01JUL2013          785  26.2  

                                                                                                                        

 7498  male    Age <75 years            II      27MAY2011  02MAR2012          281   9.4   25JUN2012          396  13.2  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 7500  female  Age <75 years            II      12JUL2011  16MAY2013          675  22.5   16MAY2013          675  22.5  

                                                                                                                        

 7581  female  Age <75 years            II      21MAR2011  07JAN2013          659  22.0   07JAN2013          659  22.0  

                                                                                                                        

 7695  female  Age <75 years            IV      14SEP2011  02APR2014          932  31.1   02APR2014          932  31.1  

                                                                                                                        

 7884  female  Age <75 years            IV      11JUL2011  12MAR2012          246   8.2   12MAR2012          246   8.2  

                                                                                                                        

 7891  female  Age 75 years or more     II      21FEB2011  08JAN2013          688  22.9   08JAN2013          688  22.9  

                                                                                                                        

 8097  female  Age <75 years            II      07JUL2011  19FEB2013          594  19.8   19FEB2013          594  19.8  

                                                                                                                        

 8121  male    Age <75 years            IV      19AUG2010  20JAN2012          520  17.3   20JAN2012          520  17.3  

                                                                                                                        

 8240  male    Age 75 years or more     IV      30MAY2011  11MAR2013          652  21.7   11MAR2013          652  21.7  

                                                                                                                        

 8281  male    Age <75 years            II      12OCT2011  14AUG2013          673  22.4   14AUG2013          673  22.4  

                                                                                                                        

 8308  female  Age 75 years or more     II      26MAY2011  14MAY2013          720  24.0   14MAY2013          720  24.0  

                                                                                                                        

 8401  female  Age <75 years            II      20JUL2011  02JUL2013          714  23.8   02JUL2013          714  23.8  

                                                                                                                        

 8407  female  Age <75 years            IV      03MAY2011  29APR2013          728  24.3   29APR2013          728  24.3  

                                                                                                                        

 8421  male    Age 75 years or more     II      04AUG2011  12AUG2013          740  24.7   12AUG2013          740  24.7  

                                                                                                                        

 8581  female  Age <75 years            II      05AUG2011  23JUL2013          719  24.0   23JUL2013          719  24.0  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8736  female  Age <75 years            II      28JUN2011  19JUL2013          753  25.1   19JUL2013          753  25.1  

                                                                                                                        

 8757  female  Age <75 years            IV      01AUG2011  28MAY2013          667  22.2   28MAY2013          667  22.2  

                                                                                                                        

 8781  female  Age <75 years            II      25JUL2011  28JUN2012   PD     340  11.3   28JUN2012          340  11.3  

                                                                                                                        

 8861  male    Age <75 years             I      13JAN2011  04JAN2013          723  24.1   04JAN2013          723  24.1  

                                                                                                                        

 8871  female  Age 75 years or more     II      20JUN2011  24JUN2013          736  24.5   24JUN2013          736  24.5  

                                                                                                                        

 8881  male    Age <75 years            IV      13SEP2011  12AUG2013          700  23.3   12AUG2013          700  23.3  

                                                                                                                        

 8981  male    Age <75 years            IV      16AUG2011  16AUG2011            1   0.0   17OCT2011           63   2.1  

                                                                                                                        

 9012  female  Age 75 years or more     II      25AUG2011  17SEP2013          755  25.2   17SEP2013          755  25.2  

                                                                                                                        

 9041  female  Age <75 years            II      23JUN2011  05JUL2013          744  24.8   05JUL2013          744  24.8  

                                                                                                                        

 9184  female  Age <75 years            II      12JUL2011  15NOV2012          493  16.4   15NOV2012          493  16.4  

                                                                                                                        

 9237  male    Age <75 years            II      13APR2011  08MAY2013          757  25.2   08MAY2013          757  25.2  

                                                                                                                        

 9240  female  Age <75 years            II      21OCT2011  01DEC2011   PD      42   1.4   01MAR2012  Death   133   4.4  

                                                                                                                        

 9241  male    Age <75 years            II      27MAY2011  09APR2013          684  22.8   09APR2013          684  22.8  

                                                                                                                        

 9263  male    Age <75 years            IV      28JUN2011  16MAY2013          689  23.0   16MAY2013          689  23.0  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9283  male    Age <75 years            IV      01JUN2011  04JUN2013          735  24.5   04JUN2013          735  24.5  

                                                                                                                        

 9322  male    Age <75 years            II      23JUN2011  28MAY2013          706  23.5   28MAY2013          706  23.5  

                                                                                                                        

 9401  male    Age <75 years            II      25AUG2011  13NOV2013          812  27.1   13NOV2013          812  27.1  

                                                                                                                        

 9474  female  Age <75 years            IV      26OCT2011  29AUG2013          674  22.5   29AUG2013          674  22.5  

                                                                                                                        

 9511  female  Age <75 years            IV      11OCT2011  10DEC2013          792  26.4   10DEC2013          792  26.4  

                                                                                                                        

 9521  male    Age <75 years            IV      02AUG2011  10JAN2012   PD     162   5.4   19JAN2012  Death   171   5.7  

                                                                                                                        

 9609  male    Age <75 years            IV      01SEP2011  22SEP2011   PD      22   0.7   25JUN2012          299  10.0  

                                                                                                                        

 9629  male    Age 75 years or more     II      29AUG2011  05JUN2013          647  21.6   05JUN2013          647  21.6  

                                                                                                                        

 9903  female  Age <75 years            IV      19APR2011  25SEP2012          526  17.5   25SEP2012          526  17.5  

                                                                                                                        

 9932  female  Age <75 years             I      31MAY2011  13FEB2013          625  20.8   13FEB2013          625  20.8  

                                                                                                                        

 9981  female  Age <75 years            II      10AUG2011  05MAY2013          635  21.2   05MAY2013          635  21.2  

                                                                                                                        

10005  male    Age <75 years            IV      19OCT2011  22JUL2013          643  21.4   22JUL2013          643  21.4  

                                                                                                                        

10013  male    Age <75 years            IV      20OCT2011  16DEC2013          789  26.3   16DEC2013          789  26.3  

                                                                                                                        

10196  female  Age <75 years            IV      12SEP2011  12SEP2013          732  24.4   12SEP2013          732  24.4  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465  male    Age <75 years            IV      05SEP2011  17JUN2014         1017  33.9   17JUN2014         1017  33.9  

                                                                                                                        

10484  female  Age <75 years            IV      25MAY2011  15MAY2013          722  24.1   15MAY2013          722  24.1  

                                                                                                                        

10717  female  Age <75 years            II      04JUL2011  24JUL2013          752  25.1   24JUL2013          752  25.1  

                                                                                                                        

10721  male    Age <75 years            II      06DEC2011  09JAN2014          766  25.5   09JAN2014          766  25.5  

                                                                                                                        

10741  female  Age 75 years or more     II      03AUG2011  24JUL2013          722  24.1   24JUL2013          722  24.1  

                                                                                                                        

10861  male    Age <75 years            II      06MAY2011  19JAN2012   PD     259   8.6   21NOV2012          566  18.9  

                                                                                                                        

11141  female  Age <75 years            IV      04AUG2011  09SEP2013          768  25.6   09SEP2013          768  25.6  

                                                                                                                        

11163  female  Age <75 years             I      15JUL2011  28MAR2013          623  20.8   28MAR2013          623  20.8  

                                                                                                                        

11202  female  Age <75 years            II      13JAN2011  17JAN2012          370  12.3   20NOV2012          678  22.6  

                                                                                                                        

11261  female  Age 75 years or more     IV      25MAY2011  20JUN2013          758  25.3   20JUN2013          758  25.3  

                                                                                                                        

11269  male    Age 75 years or more     II      03MAY2011  10APR2013          709  23.6   10APR2013          709  23.6  

                                                                                                                        

11341  female  Age 75 years or more     II      21JUL2011  23MAY2013          673  22.4   23MAY2013          673  22.4  

                                                                                                                        

11439  male    Age 75 years or more     IV      29SEP2011  20DEC2012          449  15.0   20DEC2012          449  15.0  

                                                                                                                        

11441  female  Age <75 years            IV      27SEP2011  02JUL2013          645  21.5   02JUL2013          645  21.5  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

11506  female  Age <75 years            II      27SEP2011  09APR2013          561  18.7   09APR2013          561  18.7  

                                                                                                                        

11596  male    Age <75 years            II      30SEP2011  07OCT2013          739  24.6   07OCT2013          739  24.6  

                                                                                                                        

11634  male    Age <75 years            IV      16AUG2011  25JUN2013          680  22.7   25JUN2013          680  22.7  

                                                                                                                        

11641  male    Age <75 years             I      16SEP2011  11APR2013          574  19.1   11APR2013          574  19.1  

                                                                                                                        

11690  male    Age <75 years            II      22SEP2011  13AUG2013          692  23.1   13AUG2013          692  23.1  

                                                                                                                        

11699  female  Age <75 years            II      06OCT2011  16JUL2013          650  21.7   16JUL2013          650  21.7  

                                                                                                                        

11721  male    Age <75 years            II      08SEP2011  08SEP2011            1   0.0   08SEP2011            1   0.0  

                                                                                                                        

11781  female  Age <75 years            II      10OCT2011  09AUG2013          670  22.3   09AUG2013          670  22.3  

                                                                                                                        

11849  female  Age <75 years            II      06OCT2011  10SEP2013          706  23.5   10SEP2013          706  23.5  

                                                                                                                        

11881  female  Age <75 years            IV      12OCT2011  17JUL2013          645  21.5   17JUL2013          645  21.5  

                                                                                                                        

11922  female  Age <75 years            II      01DEC2011  20JAN2014          782  26.1   20JAN2014          782  26.1  

                                                                                                                        

12034  female  Age <75 years            II      10OCT2011  15JUL2013          645  21.5   15JUL2013          645  21.5  

                                                                                                                        

12051  male    Age <75 years            II      07OCT2011  19JUN2013          622  20.7   19JUN2013          622  20.7  

                                                                                                                        

12081  female  Age <75 years            IV      24AUG2011  09JAN2014          870  29.0   09JAN2014          870  29.0  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

12241  female  Age <75 years            II      01AUG2011  01JUL2013          701  23.4   01JUL2013          701  23.4  

                                                                                                                        

12286  female  Age <75 years            IV      20OCT2011  25NOV2013          768  25.6   25NOV2013          768  25.6  

                                                                                                                        

12334  female  Age <75 years            II      11OCT2011  27AUG2013   PD     687  22.9   27AUG2013          687  22.9  

                                                                                                                        

12381  male    Age <75 years            IV      16NOV2011  20NOV2013          736  24.5   20NOV2013          736  24.5  

                                                                                                                        

12431  female  Age <75 years            IV      18JUL2011  26SEP2013          802  26.7   26SEP2013          802  26.7  

                                                                                                                        

12607  female  Age <75 years            II      04JUL2011  11JUN2013          709  23.6   11JUN2013          709  23.6  

                                                                                                                        

12785  female  Age <75 years            IV      11AUG2011  11OCT2012          428  14.3   11OCT2012          428  14.3  

                                                                                                                        

12788  male    Age <75 years            II      26APR2012  24JAN2014          639  21.3   24JAN2014          639  21.3  

                                                                                                                        

12801  female  Age <75 years            IV      14AUG2011  21AUG2013          739  24.6   21AUG2013          739  24.6  

                                                                                                                        

12877  female  Age <75 years            II      06SEP2011  16JAN2014          864  28.8   16JAN2014          864  28.8  

                                                                                                                        

12911  female  Age <75 years            II      05OCT2011  06NOV2013          764  25.5   06NOV2013          764  25.5  

                                                                                                                        

12933  male    Age <75 years            II      12OCT2011  11DEC2013          792  26.4   11DEC2013          792  26.4  

                                                                                                                        

13002  female  Age <75 years            IV      05AUG2011  08NOV2011   PD      96   3.2   22NOV2011          110   3.7  

                                                                                                                        

13004  female  Age <75 years            IV      02AUG2011  17JAN2012          169   5.6   17JAN2012          169   5.6  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13046  female  Age <75 years            IV      07SEP2011  31AUG2012          360  12.0   31AUG2012          360  12.0  

                                                                                                                        

13101  male    Age <75 years            II      03NOV2011  31MAR2014          880  29.3   31MAR2014          880  29.3  

                                                                                                                        

13178  female  Age <75 years            II      05SEP2011  13JAN2014          862  28.7   13JAN2014          862  28.7  

                                                                                                                        

13209  female  Age <75 years            II      08SEP2011  19SEP2013          743  24.8   19SEP2013          743  24.8  

                                                                                                                        

13235  female  Age <75 years            IV      15MAY2012  12SEP2013          486  16.2   16JAN2014          612  20.4  

                                                                                                                        

13405  female  Age <75 years            II      07NOV2011  04DEC2012          394  13.1   04DEC2012          394  13.1  

                                                                                                                        

13441  female  Age <75 years            II      10MAY2012  25FEB2013   PD     292   9.7   05MAR2013          300  10.0  

                                                                                                                        

13592  male    Age 75 years or more     II      14NOV2011  07NOV2013          725  24.2   07NOV2013          725  24.2  

                                                                                                                        

13791  female  Age <75 years            IV      21SEP2011  08OCT2013          749  25.0   08OCT2013          749  25.0  

                                                                                                                        

14021  male    Age <75 years             I      10AUG2011  11MAY2013          641  21.4   11MAY2013          641  21.4  

                                                                                                                        

14181  male    Age <75 years            IV      23JAN2012  10AUG2012          201   6.7   10AUG2012          201   6.7  

                                                                                                                        

14188  male    Age <75 years             I      12JAN2012  12DEC2013          701  23.4   12DEC2013          701  23.4  

                                                                                                                        

14221  female  Age 75 years or more     IV      25JUL2011  14MAY2013          660  22.0   14MAY2013          660  22.0  

                                                                                                                        

14569  female  Age <75 years            IV      17NOV2011  16DEC2013          761  25.4   16DEC2013          761  25.4  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14587  female  Age <75 years            IV      28NOV2011  10OCT2013          683  22.8   10OCT2013          683  22.8  

                                                                                                                        

14682  male    Age <75 years            IV      27SEP2011  12DEC2011   PD      77   2.6   10APR2012  Death   197   6.6  

                                                                                                                        

15005  female  Age <75 years            II      05DEC2011  31JAN2013          424  14.1   31JAN2013          424  14.1  

                                                                                                                        

15161  female  Age 75 years or more     IV      12OCT2011  05SEP2013          695  23.2   05SEP2013          695  23.2  

                                                                                                                        

15262  male    Age <75 years            IV      20JAN2012  03AUG2012          197   6.6   03AUG2012          197   6.6  

                                                                                                                        

15289  female  Age <75 years            IV      21NOV2011  05DEC2013          746  24.9   05DEC2013          746  24.9  

                                                                                                                        

15537  female  Age <75 years            IV      13DEC2011  30APR2013          505  16.8   25JUN2013          561  18.7  

                                                                                                                        

15626  male    Age <75 years            IV      06DEC2011  28MAR2013          479  16.0   17JUL2013          590  19.7  

                                                                                                                        

15713  female  Age <75 years            II      09NOV2011  05SEP2012          302  10.1   05SEP2012          302  10.1  

                                                                                                                        

15806  female  Age <75 years            IV      11JAN2012  25AUG2013          593  19.8   25AUG2013          593  19.8  

                                                                                                                        

16124  female  Age <75 years            IV      29NOV2011  09DEC2013          742  24.7   09DEC2013          742  24.7  

                                                                                                                        

16210  female  Age <75 years            II      21DEC2011  13NOV2013          694  23.1   13NOV2013          694  23.1  

                                                                                                                        

16287  female  Age <75 years            II      14NOV2011  27AUG2013          653  21.8   27AUG2013          653  21.8  

                                                                                                                        

16297  male    Age <75 years            IV      29MAR2012  08NOV2013          590  19.7   08NOV2013          590  19.7  
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                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

16548  female  Age <75 years            IV      26OCT2011  23SEP2013          699  23.3   23SEP2013          699  23.3  

                                                                                                                        

16642  female  Age <75 years            IV      10AUG2011  28MAY2013          658  21.9   28MAY2013          658  21.9  

                                                                                                                        

16661  male    Age <75 years            II      21DEC2011  04DEC2013          715  23.8   04DEC2013          715  23.8  

                                                                                                                        

16921  male    Age <75 years            IV      14DEC2011  14AUG2013          610  20.3   14AUG2013          610  20.3  

                                                                                                                        

17224  female  Age <75 years            II      15DEC2011  22JUN2013          556  18.5   01JUL2013          565  18.8  

                                                                                                                        

17235  male    Age <75 years            II      03JAN2012  07OCT2013          644  21.5   07OCT2013          644  21.5  

                                                                                                                        

17284  male    Age <75 years            II      08NOV2011  20NOV2012          379  12.6   20NOV2012          379  12.6  

                                                                                                                        

17422  female  Age <75 years            II      12JAN2012  25NOV2013          684  22.8   25NOV2013          684  22.8  

                                                                                                                        

17621  female  Age <75 years            II      22SEP2011  01AUG2013          680  22.7   01AUG2013          680  22.7  

                                                                                                                        

17732  male    Age <75 years            IV      16JAN2012  19JUN2013          521  17.4   19JUN2013          521  17.4  

                                                                                                                        

17761  male    Age <75 years            IV      07FEB2012  30JUL2012  Death   175   5.8   30JUL2012  Death   175   5.8  

                                                                                                                        

18361  male    Age <75 years            II      16NOV2011  25APR2013          527  17.6   25APR2013          527  17.6  

                                                                                                                        

18448  female  Age <75 years            IV      11JAN2012  26NOV2013          686  22.9   26NOV2013          686  22.9  

                                                                                                                        

18601  male    Age <75 years            IV      13OCT2011  07FEB2013          484  16.1   07FEB2013          484  16.1  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18843  male    Age <75 years            IV      06DEC2011  18NOV2013   PD     714  23.8   18NOV2013          714  23.8  

                                                                                                                        

18981  female  Age 75 years or more     II      21MAR2012  21JAN2014          672  22.4   21JAN2014          672  22.4  

                                                                                                                        

19096  male    Age <75 years            IV      27FEB2012  14JAN2014          688  22.9   14JAN2014          688  22.9  

                                                                                                                        

19143  male    Age <75 years            II      08AUG2011  08AUG2011            1   0.0   10JUL2012          338  11.3  

                                                                                                                        

19303  male    Age <75 years            IV      05JAN2012  20AUG2012   PD     229   7.6   21AUG2012          230   7.7  

                                                                                                                        

19481  female  Age 75 years or more     II      28NOV2011  05NOV2012   PD     344  11.5   14OCT2013          687  22.9  

                                                                                                                        

19564  female  Age <75 years            II      24JAN2012  22MAY2012          120   4.0   15JAN2013          358  11.9  

                                                                                                                        

19816  female  Age <75 years            IV      31JAN2012  19DEC2013          689  23.0   19DEC2013          689  23.0  

                                                                                                                        

20566  male    Age <75 years            II      01FEB2012  28NOV2013          667  22.2   28NOV2013          667  22.2  

                                                                                                                        

21341  male    Age 75 years or more     II      02FEB2012  07MAY2013          461  15.4   09JUL2013          524  17.5  

                                                                                                                        

21435  female  Age <75 years            IV      03FEB2012  14MAY2012          102   3.4   21SEP2012          232   7.7  

                                                                                                                        

21521  male    Age 75 years or more     II      13OCT2011  15AUG2013          673  22.4   15AUG2013          673  22.4  

                                                                                                                        

21740  female  Age <75 years            II      05DEC2011  03SEP2013          639  21.3   03SEP2013          639  21.3  

                                                                                                                        

22061  male    Age <75 years            II      06FEB2012  27NOV2013          661  22.0   27NOV2013          661  22.0  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.1 

                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

22281  female  Age <75 years            II      19DEC2011  02SEP2013          624  20.8   02SEP2013          624  20.8  

                                                                                                                        

22305  male    Age <75 years            II      28DEC2011  29AUG2012          246   8.2   29AUG2012          246   8.2  

                                                                                                                        

22321  female  Age <75 years            II      11JAN2012  29AUG2012          232   7.7   29AUG2012          232   7.7  

                                                                                                                        

22323  female  Age <75 years            II      10JAN2012  26JUN2012          169   5.6   18SEP2012          253   8.4  

                                                                                                                        

22328  male    Age <75 years            II      27JAN2012  13JUN2012          139   4.6   05SEP2012          223   7.4  

                                                                                                                        

22718  female  Age 75 years or more     IV      28SEP2011  11OCT2013          745  24.8   11OCT2013          745  24.8  

                                                                                                                        

22881  male    Age <75 years            II      18MAY2011  25APR2013          709  23.6   25APR2013          709  23.6  

                                                                                                                        

22963  male    Age <75 years            II      17JAN2012  10DEC2013          694  23.1   10DEC2013          694  23.1  

                                                                                                                        

22978  male    Age <75 years            II      18JAN2012  04DEC2013          687  22.9   04DEC2013          687  22.9  

                                                                                                                        

23001  male    Age <75 years            II      20FEB2012  20FEB2014          732  24.4   20FEB2014          732  24.4  

                                                                                                                        

23041  male    Age 75 years or more      I      08MAR2012  08MAR2012            1   0.0   18OCT2012          225   7.5  

                                                                                                                        

23133  male    Age <75 years            IV      07MAR2012  25MAR2014          749  25.0   25MAR2014          749  25.0  

                                                                                                                        

23161  male    Age <75 years            II      24JAN2012  19NOV2013          666  22.2   19NOV2013          666  22.2  

                                                                                                                        

23687  female  Age <75 years            IV      27JUL2011  14DEC2011          141   4.7   14DEC2011          141   4.7  
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                                    Progression-free Survival and Overall Survival 

                                                  Population: EEFF I 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

23973  female  Age <75 years            II      30AUG2011  24JUL2013          695  23.2   24JUL2013          695  23.2  

                                                                                                                        

24049  male    Age 75 years or more     IV      23APR2012  06JAN2014          624  20.8   10FEB2014          659  22.0  

                                                                                                                        

24064  male    Age 75 years or more     II      28DEC2011  09NOV2012   PD     318  10.6   22JAN2013          392  13.1  

                                                                                                                        

24124  female  Age <75 years            II      15AUG2011  17JUL2013          703  23.4   17JUL2013          703  23.4  

                                                                                                                        

24321  male    Age <75 years            II      24FEB2012  16AUG2012          175   5.8   16AUG2012          175   5.8  

                                                                                                                        

24324  female  Age 75 years or more     II      16FEB2012  13AUG2012          180   6.0   13AUG2012          180   6.0  

                                                                                                                        

24483  female  Age <75 years            II      05MAR2012  16JUL2012   PD     134   4.5   25JAN2013          327  10.9  

                                                                                                                        

24691  male    Age <75 years            II      17APR2012  14MAY2013          393  13.1   14MAY2013          393  13.1  

                                                                                                                        

24961  male    Age <75 years            IV      27FEB2012  14NOV2013          627  20.9   14NOV2013          627  20.9  

                                                                                                                        

25501  male    Age <75 years            II      01MAR2012  25NOV2013          635  21.2   25NOV2013          635  21.2  

                                                                                                                        

25581  female  Age <75 years            IV      16MAR2012  22JUL2013          494  16.5   22JUL2013          494  16.5  
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                                                      Listing 3.2 

                                    Progression-free Survival and Overall Survival 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  631  male    Age <75 years            IV      09DEC2009  31AUG2011          631  21.0   31AUG2011          631  21.0  

                                                                                                                        

  637  female  Age <75 years            IV      30OCT2009  06MAY2010          189   6.3   17DEC2010          414  13.8  

                                                                                                                        

  752  female  Age <75 years            IV      07DEC2009  27SEP2011          660  22.0   27SEP2011          660  22.0  

                                                                                                                        

  760  male    Age <75 years            IV      17SEP2009  17DEC2010          457  15.2   17DEC2010          457  15.2  

                                                                                                                        

  829  male    Age <75 years            IV      20JAN2010  05DEC2011          685  22.8   05DEC2011          685  22.8  

                                                                                                                        

  973  male    Age 75 years or more     IV      16APR2010  24MAY2012          770  25.7   24MAY2012          770  25.7  

                                                                                                                        

 1009  male    Age <75 years            IV      22FEB2010  14FEB2012          723  24.1   14FEB2012          723  24.1  

                                                                                                                        

 1020  female  Age <75 years            IV      23FEB2010  05DEC2011          651  21.7   05DEC2011          651  21.7  

                                                                                                                        

 1028  female  Age <75 years            IV      25MAY2010  01AUG2012          800  26.7   01AUG2012          800  26.7  

                                                                                                                        

 1038  female  Age <75 years            IV      17MAY2010  20NOV2011          553  18.4   20NOV2011          553  18.4  

                                                                                                                        

 1046  female  Age <75 years            IV      21JAN2010  26JAN2012          736  24.5   26JAN2012          736  24.5  

                                                                                                                        

 1069  male    Age <75 years             I      08APR2010  02NOV2010          209   7.0   02NOV2010          209   7.0  

                                                                                                                        

 1079  female  Age <75 years            II      15FEB2010  05JAN2012          690  23.0   05JAN2012          690  23.0  

                                                                                                                        

 1093  male    Age <75 years            II      04MAY2010  10MAY2012          738  24.6   10MAY2012          738  24.6  
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                                                      Listing 3.2 

                                    Progression-free Survival and Overall Survival 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1095  female  Age <75 years            IV      13OCT2009  11FEB2011          487  16.2   11FEB2011          487  16.2  

                                                                                                                        

 1097  female  Age <75 years            IV      22DEC2009  07DEC2011          716  23.9   07DEC2011          716  23.9  

                                                                                                                        

 1100  male    Age <75 years            II      09SEP2009  16DEC2011          829  27.6   09MAR2012          913  30.4  

                                                                                                                        

 1121  male    Age <75 years            IV      02MAR2010  01AUG2012          884  29.5   01AUG2012          884  29.5  

                                                                                                                        

 1148  female  Age 75 years or more     IV      10MAR2010  17APR2012          770  25.7   17APR2012          770  25.7  

                                                                                                                        

 1168  female  Age <75 years            IV      22MAR2010  20JUN2012          822  27.4   20JUN2012          822  27.4  

                                                                                                                        

 1204  male    Age <75 years            II      25MAY2010  17MAY2011          358  11.9   07MAR2012          653  21.8  

                                                                                                                        

 1301  male    Age <75 years             I      26MAR2010  23AUG2011          516  17.2   23AUG2011          516  17.2  

                                                                                                                        

 1309  male    Age <75 years            IV      29MAR2010  23JUN2011          452  15.1   23JUN2011          452  15.1  

                                                                                                                        

 1317  male    Age <75 years            IV      31MAR2010  02NOV2011          582  19.4   02NOV2011          582  19.4  

                                                                                                                        

 1325  female  Age <75 years            II      17MAR2010  14OCT2011          577  19.2   14OCT2011          577  19.2  

                                                                                                                        

 1351  male    Age 75 years or more     IV      16APR2010  20APR2012          736  24.5   20APR2012          736  24.5  

                                                                                                                        

 1375  male    Age <75 years            IV      16FEB2010  19JAN2012          703  23.4   19JAN2012          703  23.4  

                                                                                                                        

 1381  male    Age <75 years             I      01MAY2010  12AUG2011          469  15.6   12AUG2011          469  15.6  
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                                                      Listing 3.2 

                                    Progression-free Survival and Overall Survival 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1413  male    Age <75 years            II      19MAR2010  19MAY2011          427  14.2   19MAY2011          427  14.2  

                                                                                                                        

 1416  female  Age <75 years            II      21JAN2011  08FEB2011           19   0.6   08FEB2011           19   0.6  

                                                                                                                        

 1419  male    Age 75 years or more     IV      17JUN2010  15DEC2010          182   6.1   15DEC2010          182   6.1  

                                                                                                                        

 1445  female  Age <75 years            IV      15AUG2011  23FEB2012          193   6.4   23FEB2012          193   6.4  

                                                                                                                        

 1472  female  Age <75 years            II      19MAY2010  02MAY2012          715  23.8   02MAY2012          715  23.8  

                                                                                                                        

 1477  male    Age <75 years            IV      20MAY2010  30SEP2010   PD     134   4.5   12OCT2010          146   4.9  

                                                                                                                        

 1500  male    Age <75 years            IV      24AUG2009  09AUG2011          716  23.9   09AUG2011          716  23.9  

                                                                                                                        

 1528  female  Age <75 years            IV      28MAY2010  25OCT2010          151   5.0   25OCT2010          151   5.0  

                                                                                                                        

 1554  male    Age <75 years            IV      13APR2010  10JUL2010  Death    89   3.0   10JUL2010  Death    89   3.0  

                                                                                                                        

 1571  male    Age <75 years            IV      07JUN2010  06DEC2010   PD     183   6.1   31DEC2010          208   6.9  

                                                                                                                        

 1648  female  Age <75 years            II      18JUN2010  28JUN2012          742  24.7   28JUN2012          742  24.7  

                                                                                                                        

 1656  female  Age <75 years            IV      15JUN2010  08MAY2012          694  23.1   08MAY2012          694  23.1  

                                                                                                                        

 1674  female  Age <75 years            II      19MAR2010  10JUN2011          449  15.0   10JUN2011          449  15.0  

                                                                                                                        

 1698  female  Age <75 years            II      09JUL2010  30MAR2012          631  21.0   25MAY2012          687  22.9  
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                                                      Listing 3.2 

                                    Progression-free Survival and Overall Survival 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1721  male    Age <75 years            II      18OCT2010  07FEB2011   PD     113   3.8   12JUL2011          268   8.9  

                                                                                                                        

 1751  female  Age <75 years            IV      02JUL2010  04JUL2012          734  24.5   04JUL2012          734  24.5  

                                                                                                                        

 1770  female  Age <75 years            II      04NOV2010  21APR2011          169   5.6   21APR2011          169   5.6  

                                                                                                                        

 1830  female  Age <75 years            II      16JUL2010  27APR2012          652  21.7   27APR2012          652  21.7  

                                                                                                                        

 1867  male    Age 75 years or more      I      16JUN2010  19MAR2012          643  21.4   19MAR2012          643  21.4  

                                                                                                                        

 1917  female  Age <75 years            II      05AUG2010  21MAY2012          656  21.9   21MAY2012          656  21.9  

                                                                                                                        

 1921  male    Age 75 years or more     IV      27JUL2010  10JAN2011   PD     168   5.6   10JAN2011          168   5.6  

                                                                                                                        

 1966  male    Age <75 years            II      31MAY2010  01MAR2012          641  21.4   01JUN2012          733  24.4  

                                                                                                                        

 1972  female  Age <75 years            IV      24AUG2010  25AUG2011   PD     367  12.2   23NOV2011          457  15.2  

                                                                                                                        

 1991  female  Age <75 years            IV      21DEC2010  13SEP2012          633  21.1   13SEP2012          633  21.1  

                                                                                                                        

 1995  male    Age <75 years            II      26AUG2010  27FEB2012          551  18.4   27FEB2012          551  18.4  

                                                                                                                        

 2003  male    Age <75 years            II      24AUG2010  07FEB2013          899  30.0   07FEB2013          899  30.0  

                                                                                                                        

 2095  male    Age <75 years            II      21JUN2010  05JUL2011   PD     380  12.7   19JUL2011          394  13.1  

                                                                                                                        

 2106  female  Age 75 years or more     II      02SEP2010  19SEP2012          749  25.0   19SEP2012          749  25.0  
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                                    Progression-free Survival and Overall Survival 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2143  female  Age <75 years            II      07SEP2010  11JAN2011   PD     127   4.2   11JAN2011          127   4.2  

                                                                                                                        

 2183  male    Age <75 years            II      26MAY2010  11APR2012          687  22.9   11APR2012          687  22.9  

                                                                                                                        

 2203  female  Age <75 years            IV      11JUN2010  28OCT2010   PD     140   4.7   28JAN2011  Death   232   7.7  

                                                                                                                        

 2277  female  Age <75 years            IV      02SEP2010  13DEC2011          468  15.6   13DEC2011          468  15.6  

                                                                                                                        

 2301  female  Age <75 years            II      16SEP2010  14JUN2011          272   9.1   14JUN2011          272   9.1  

                                                                                                                        

 2316  male    Age <75 years            IV      15JUL2010  16DEC2010          155   5.2   16DEC2010          155   5.2  

                                                                                                                        

 2321  female  Age <75 years            II      22SEP2010  11JUL2012          659  22.0   11JUL2012          659  22.0  

                                                                                                                        

 2345  male    Age <75 years             I      02SEP2010  01DEC2011          456  15.2   01DEC2011          456  15.2  

                                                                                                                        

 2377  male    Age <75 years            II      13SEP2010  13JUL2012          670  22.3   13JUL2012          670  22.3  

                                                                                                                        

 2429  female  Age <75 years            IV      29SEP2010  01AUG2012          673  22.4   01AUG2012          673  22.4  

                                                                                                                        

 2469  female  Age <75 years            IV      07JUL2010  04APR2012          638  21.3   04APR2012          638  21.3  

                                                                                                                        

 2520  male    Age 75 years or more     II      14DEC2010  06DEC2011          358  11.9   06DEC2011          358  11.9  

                                                                                                                        

 2576  female  Age <75 years            IV      26OCT2010  26OCT2010            1   0.0   25JUL2012          639  21.3  

                                                                                                                        

 2628  male    Age <75 years            IV      04NOV2010  22JAN2013          811  27.0   22JAN2013          811  27.0  
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                                    Progression-free Survival and Overall Survival 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2664  male    Age <75 years            II      29SEP2010  30MAY2011   PD     244   8.1   30JUN2011          275   9.2  

                                                                                                                        

 2699  female  Age <75 years            IV      25NOV2010  12DEC2011          383  12.8   12DEC2011          383  12.8  

                                                                                                                        

 2706  female  Age 75 years or more     II      10NOV2010  02JUL2012          601  20.0   02JUL2012          601  20.0  

                                                                                                                        

 2730  male    Age <75 years            IV      26AUG2010  24JAN2011   PD     152   5.1   30AUG2011          370  12.3  

                                                                                                                        

 2814  male    Age 75 years or more     II      23NOV2010  24JUL2012          610  20.3   24JUL2012          610  20.3  

                                                                                                                        

 2861  female  Age <75 years             I      18NOV2010  07MAR2012   PD     476  15.9   02OCT2012          685  22.8  

                                                                                                                        

 2938  male    Age <75 years            IV      14DEC2010  14APR2011   PD     122   4.1   14APR2011          122   4.1  

                                                                                                                        

 3027  male    Age <75 years            IV      14DEC2010  12SEP2011          273   9.1   12SEP2011          273   9.1  

                                                                                                                        

 3100  female  Age 75 years or more     II      16AUG2010  21MAR2011          218   7.3   21MAR2011          218   7.3  

                                                                                                                        

 3143  male    Age 75 years or more     II      29JUN2010  02JUL2012          735  24.5   02JUL2012          735  24.5  

                                                                                                                        

 3216  female  Age <75 years            II      06JAN2011  13JUL2011   PD     189   6.3   13JUL2011          189   6.3  

                                                                                                                        

 3241  male    Age <75 years            IV      25NOV2010  10NOV2011   PD     351  11.7   18FEB2012          451  15.0  

                                                                                                                        

 3421  female  Age <75 years            II      13JAN2011  13DEC2012          701  23.4   13DEC2012          701  23.4  

                                                                                                                        

 3427  female  Age <75 years            IV      24FEB2011  04APR2011   PD      40   1.3   15APR2011           51   1.7  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 
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——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3450  female  Age 75 years or more      I      22FEB2011  06DEC2012          654  21.8   06DEC2012          654  21.8  

                                                                                                                        

 3540  female  Age <75 years            IV      10NOV2010  04MAY2011   PD     176   5.9   20NOV2012          742  24.7  

                                                                                                                        

 3593  female  Age <75 years             I      08FEB2011  03DEC2012          665  22.2   03DEC2012          665  22.2  

                                                                                                                        

 3804  male    Age <75 years            II      29MAR2011  29SEP2011          185   6.2   29SEP2011          185   6.2  

                                                                                                                        

 3820  female  Age <75 years            IV      27DEC2010  03MAY2011          128   4.3   03MAY2011          128   4.3  

                                                                                                                        

 4074  female  Age <75 years             I      13AUG2010  25JUN2012          683  22.8   25JUN2012          683  22.8  

                                                                                                                        

 4213  male    Age <75 years             I      16DEC2010  15FEB2012   PD     427  14.2   02JUL2012          565  18.8  

                                                                                                                        

 4255  male    Age <75 years            IV      14MAR2011  07FEB2013          697  23.2   07FEB2013          697  23.2  

                                                                                                                        

 4363  female  Age 75 years or more     II      07FEB2011  04MAR2013          757  25.2   04MAR2013          757  25.2  

                                                                                                                        

 4431  female  Age <75 years            IV      07JAN2011  30NOV2011          328  10.9   30NOV2011          328  10.9  

                                                                                                                        

 4643  female  Age <75 years            II      07MAR2011  04JUL2011          120   4.0   18JUN2012          470  15.7  

                                                                                                                        

 4776  female  Age <75 years            IV      12APR2011  09APR2013          729  24.3   09APR2013          729  24.3  

                                                                                                                        

 5104  female  Age <75 years            II      12APR2011  28JUN2013          809  27.0   28JUN2013          809  27.0  

                                                                                                                        

 5133  female  Age <75 years            IV      04APR2011  30OCT2012          576  19.2   30OCT2012          576  19.2  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                      Listing 3.2 

                                    Progression-free Survival and Overall Survival 
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——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5137  male    Age <75 years            II      24OCT2011  04OCT2013          712  23.7   04OCT2013          712  23.7  

                                                                                                                        

 5240  female  Age 75 years or more      I      16DEC2010  04JUN2012          537  17.9   30AUG2012          624  20.8  

                                                                                                                        

 5377  female  Age 75 years or more     II      13JUL2011  09MAR2012   PD     241   8.0   09MAR2012          241   8.0  

                                                                                                                        

 5422  male    Age <75 years            IV      04APR2011  03JUN2011   PD      61   2.0   11OCT2012  Death   557  18.6  

                                                                                                                        

 5460  male    Age <75 years             I      08FEB2011  06MAR2013          758  25.3   06MAR2013          758  25.3  

                                                                                                                        

 5509  female  Age <75 years            IV      02MAY2011  08MAY2014         1103  36.8   08MAY2014         1103  36.8  

                                                                                                                        

 5692  male    Age <75 years            IV      05MAY2011  13MAY2013          740  24.7   13MAY2013          740  24.7  

                                                                                                                        

 5945  male    Age <75 years            IV      29MAR2011  22MAR2013          725  24.2   22MAR2013          725  24.2  

                                                                                                                        

 5980  male    Age <75 years            IV      15JUN2011  05OCT2011   PD     113   3.8   05OCT2011          113   3.8  

                                                                                                                        

 6268  male    Age <75 years            II      15DEC2010  21JAN2013          769  25.6   21JAN2013          769  25.6  

                                                                                                                        

 6378  female  Age <75 years            II      31MAY2011  05APR2013          676  22.5   05APR2013          676  22.5  

                                                                                                                        

 6581  male    Age <75 years            IV      17MAY2011  17JAN2012          246   8.2   19OCT2013          887  29.6  

                                                                                                                        

 6670  male    Age <75 years            IV      22MAR2011  10MAY2013          781  26.0   10MAY2013          781  26.0  

                                                                                                                        

 6861  female  Age 75 years or more     II      09JUN2011  11MAR2013          642  21.4   11MAR2013          642  21.4  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 
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——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 7066  male    Age <75 years            II      09MAY2011  04APR2013          697  23.2   04APR2013          697  23.2  

                                                                                                                        

 7192  female  Age <75 years            II      20DEC2010  30JAN2013          773  25.8   30JAN2013          773  25.8  

                                                                                                                        

 7200  male    Age <75 years            IV      11APR2011  06FEB2013          668  22.3   06FEB2013          668  22.3  

                                                                                                                        

 7363  female  Age <75 years            IV      14APR2011  22FEB2013          681  22.7   22FEB2013          681  22.7  

                                                                                                                        

 7899  male    Age <75 years             I      20JUL2011  22MAY2013          673  22.4   22MAY2013          673  22.4  

                                                                                                                        

 7979  male    Age <75 years            II      11JUL2011  24FEB2012   PD     229   7.6   30MAY2012          325  10.8  

                                                                                                                        

 8012  female  Age <75 years            IV      12JUL2011  18APR2012   PD     282   9.4   17JAN2013          556  18.5  

                                                                                                                        

 8041  male    Age <75 years            IV      21NOV2011  06DEC2013          747  24.9   06DEC2013          747  24.9  

                                                                                                                        

 8650  male    Age <75 years            II      09AUG2011  13MAY2013          644  21.5   13MAY2013          644  21.5  

                                                                                                                        

 8913  female  Age <75 years             I      02AUG2011  16NOV2011          107   3.6   16NOV2011          107   3.6  

                                                                                                                        

 9018  female  Age <75 years            IV      15NOV2011  20SEP2013          676  22.5   20SEP2013          676  22.5  

                                                                                                                        

 9021  female  Age <75 years            IV      15JUN2011  14MAY2013          700  23.3   14MAY2013          700  23.3  

                                                                                                                        

 9061  female  Age 75 years or more     IV      22JUL2011  19JUL2013          729  24.3   19JUL2013          729  24.3  

                                                                                                                        

 9602  female  Age <75 years            II      19JUL2011  03JUN2013          686  22.9   03JUN2013          686  22.9  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 
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——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9645  female  Age <75 years            IV      19AUG2011  27MAR2013   PD     587  19.6   05JUN2013          657  21.9  

                                                                                                                        

 9653  male    Age <75 years            II      19SEP2011  28AUG2012   PD     345  11.5   12NOV2012          421  14.0  

                                                                                                                        

10141  female  Age <75 years            IV      10DEC2010  07NOV2012          699  23.3   07NOV2012          699  23.3  

                                                                                                                        

10146  female  Age <75 years            II      01NOV2011  28NOV2013          759  25.3   28NOV2013          759  25.3  

                                                                                                                        

10151  male    Age <75 years             I      16MAY2011  13AUG2013          821  27.4   13AUG2013          821  27.4  

                                                                                                                        

10421  female  Age <75 years            IV      23MAY2011  13MAY2013          722  24.1   13MAY2013          722  24.1  

                                                                                                                        

10482  female  Age <75 years            II      17MAY2011  17MAY2011            1   0.0   03AUG2012          445  14.8  

                                                                                                                        

10664  female  Age <75 years            IV      28OCT2011  28OCT2011            1   0.0   28OCT2011            1   0.0  

                                                                                                                        

10744  female  Age <75 years            II      10OCT2011  24JUL2013          654  21.8   24JUL2013          654  21.8  

                                                                                                                        

10747  male    Age <75 years            II      11JUL2011  06MAR2012          240   8.0   06MAR2012          240   8.0  

                                                                                                                        

10759  male    Age <75 years            II      19SEP2011  20MAR2012          184   6.1   20MAR2012          184   6.1  

                                                                                                                        

11120  female  Age <75 years            II      26SEP2011  01JUL2013          645  21.5   01JUL2013          645  21.5  

                                                                                                                        

11622  female  Age 75 years or more     IV      21SEP2011  01MAR2012  Death   163   5.4   01MAR2012  Death   163   5.4  

                                                                                                                        

11844  female  Age <75 years            IV      12SEP2011  25JUN2012   PD     288   9.6   23AUG2012          347  11.6  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 
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——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

12121  female  Age <75 years            II      03AUG2011  11JUL2013          709  23.6   11JUL2013          709  23.6  

                                                                                                                        

12228  male    Age <75 years            II      05SEP2011  12SEP2012          374  12.5   22JUL2013          687  22.9  

                                                                                                                        

12501  female  Age <75 years             I      16NOV2011  29JAN2014          806  26.9   29JAN2014          806  26.9  

                                                                                                                        

12585  female  Age <75 years             I      24OCT2011  01NOV2013          740  24.7   01NOV2013          740  24.7  

                                                                                                                        

12688  female  Age <75 years            IV      18OCT2011  05SEP2012          324  10.8   05SEP2012          324  10.8  

                                                                                                                        

12821  male    Age 75 years or more      I      01JUN2011  01SEP2011           93   3.1   01SEP2011           93   3.1  

                                                                                                                        

12824  male    Age 75 years or more     IV      27SEP2011  30MAR2012          186   6.2   30MAR2012          186   6.2  

                                                                                                                        

13522  male    Age <75 years            II      17AUG2011  28FEB2013          562  18.7   28FEB2013          562  18.7  

                                                                                                                        

14322  female  Age 75 years or more     II      14SEP2011  09SEP2013          727  24.2   04OCT2013          752  25.1  

                                                                                                                        

14424  male    Age <75 years            IV      10NOV2011  05JAN2012           57   1.9   14JAN2013          432  14.4  

                                                                                                                        

15110  male    Age <75 years            II      07DEC2011  10SEP2013          644  21.5   10SEP2013          644  21.5  

                                                                                                                        

15333  female  Age <75 years            II      21OCT2011  20AUG2013          670  22.3   20AUG2013          670  22.3  

                                                                                                                        

15340  female  Age <75 years            II      27MAR2012  12MAY2014          777  25.9   12MAY2014          777  25.9  

                                                                                                                        

15361  female  Age <75 years            II      16FEB2012  31MAR2013   PD     410  13.7   31MAR2013  Death   410  13.7  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 

                                         Population: Efficiency Population II 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

15662  female  Age <75 years            II      07MAR2011  07MAR2011   PD       1   0.0   26APR2011           51   1.7  

                                                                                                                        

16284  female  Age <75 years            IV      12DEC2011  04SEP2013          633  21.1   04SEP2013          633  21.1  

                                                                                                                        

16761  male    Age <75 years            II      04JAN2012  12JUN2012   PD     161   5.4   12JUN2012          161   5.4  

                                                                                                                        

16801  male    Age 75 years or more     IV      25OCT2011  20AUG2013   PD     666  22.2   17DEC2013          785  26.2  

                                                                                                                        

17162  male    Age <75 years            II      10JAN2012  29MAY2012          141   4.7   29MAY2012          141   4.7  

                                                                                                                        

18281  female  Age <75 years            II      21OCT2011  12NOV2013          754  25.1   12NOV2013          754  25.1  

                                                                                                                        

18337  female  Age <75 years             I      18JAN2012  28NOV2013          681  22.7   28NOV2013          681  22.7  

                                                                                                                        

18761  male    Age <75 years            II      17FEB2012  10JUN2013          480  16.0   11JUN2013          481  16.0  

                                                                                                                        

20161  female  Age <75 years            II      30MAY2012  30JUN2014          762  25.4   30JUN2014          762  25.4  

                                                                                                                        

20505  male    Age <75 years            IV      10JAN2012  05DEC2012   PD     331  11.0   26FEB2013          414  13.8  

                                                                                                                        

20630  male    Age <75 years             I      01FEB2012  02MAY2012           92   3.1   24OCT2013          632  21.1  

                                                                                                                        

21439  female  Age <75 years            IV      11JUL2011  11JUL2011            1   0.0   19APR2012          284   9.5  

                                                                                                                        

21573  male    Age 75 years or more     IV      07FEB2012  07MAY2013   PD     456  15.2   21JUN2013  Death   501  16.7  

                                                                                                                        

22222  female  Age <75 years            II      30NOV2011  28SEP2012          304  10.1   28SEP2012          304  10.1  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                    Progression-free Survival and Overall Survival 
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——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      Initial     Start    — Progression-free Survival —  ————— Overall Survival —————— 

   PT  Sex     Age Category          Ann Arbor    Date       Date     Event  Days Months    Date     Event  Days Months 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

23220  male    Age <75 years            IV      17FEB2012  25NOV2013   PD     648  21.6   29NOV2013          652  21.7  

                                                                                                                        

23457  female  Age <75 years            II      15NOV2011  19AUG2013          644  21.5   19AUG2013          644  21.5  

                                                                                                                        

23801  male    Age 75 years or more     II      27FEB2012  08OCT2012          225   7.5   08OCT2012          225   7.5  

                                                                                                                        

23921  female  Age <75 years            II      10NOV2011  30OCT2012          356  11.9   30OCT2012          356  11.9  
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  768  1 Leichter gastrointestinaler  GASTROINTESTINAL                      02NOV2010\   NO  -\ nicht              7  4 

         Infekt                       INFECTION\                            25NOV2010        beurteilbar                

                                      GASTROINTESTINAL                                                                  

                                      INFECTION\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 1872  1 sporadisch auftretende       PAIN IN LUMBAR SPINE\                 26MAY2011\   NO  -\                       4 

         Schmerzen im LWS-Bereich     SPINAL PAIN\                          07JUL2011        Tumor-Grunde               

                                      MUSCULOSKELETAL AND                                    rkrankung                  

                                      CONNECTIVE TISSUE                                                                 

                                      DISORDERS                                                                         

                                                                                                                        

 2973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    04JUL2011\ 04JUL2011\  YES  Not          Grad 1      4 

                                      BLOOD AND LYMPHATIC                   04JUL2011        Applicable\                

                                      SYSTEM DISORDERS                                       MabThera©                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               07MAR2011\   NO  -\           Grad 1      1 

                                      BLOOD AND LYMPHATIC                   07MAR2011        Tumor-Grunde               

                                      SYSTEM DISORDERS                                       rkrankung                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17MAR2011\   NO  -\ MabThera© Grad 1      1 

                                      BLOOD AND LYMPHATIC                   17MAR2011                                   

                                      SYSTEM DISORDERS                                                                  

       4 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               05SEP2011\   NO  -\ MabThera© Grad 1      4 

                                      BLOOD AND LYMPHATIC                   05SEP2011                                   

                                      SYSTEM DISORDERS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2973  5 Späte Neutropenie            LATE ONSET NEUTROPENIA\               07MAR2011\   NO  -\ MabThera© Grad 1      1 

                                      NEUTROPENIA\ BLOOD AND                07MAR2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 Übelkeit                     NAUSEA\ NAUSEA\                       09MAY2011\   NO  -\ sonstige  Grad 2      3 

                                      GASTROINTESTINAL                      04JUL2011        Tumorbehandl               

                                      DISORDERS                                              ung                        

       7 GOT INCREASED                GOT INCREASED\ ASPARTATE   05SEP2011\ 05SEP2011\   NO  Not                      4 

                                      AMINOTRANSFERASE                      05SEP2011        Applicable\                

                                      INCREASED\ INVESTIGATIONS                              nicht                      

                                                                                             beurteilbar                

       8 LDH INCREASED                LDH INCREASED\ BLOOD       05SEP2011\ 05SEP2011\   NO  Not                      4 

                                      LACTATE DEHYDROGENASE                 05SEP2011        Applicable\                

                                      INCREASED\ INVESTIGATIONS                              nicht                      

                                                                                             beurteilbar                

       9 LDH Erhöhung                 LDH INCREASED\ BLOOD                  09JAN2012\   NO  -\ unbekannt             6 

                                      LACTATE DEHYDROGENASE                 09JAN2012                                   

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 2979  1 Anämie Grad 1                ANAEMIA\ ANAEMIA\ BLOOD               23MAR2011\   NO  -\ MabThera© Grad 1      3 

                                      AND LYMPHATIC SYSTEM                  24MAR2011                                   

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2979  2 LDH-Anstieg                  LDH INCREASED\ BLOOD                  22FEB2012\   NO  -\ unbekannt             9 

                                      LACTATE DEHYDROGENASE                 23FEB2012                                   

                                      INCREASED\ INVESTIGATIONS                                                         

       3 extremes Schwitzen -         MENOPAUSE PREMATURE\                  06DEC2011\   NO  -\ unbekannt             8 

         Vorzeitige Menopause         PREMATURE MENOPAUSE\                  06DEC2011                                   

                                      REPRODUCTIVE SYSTEM AND                                                           

                                      BREAST DISORDERS                                                                  

       4 extremes Schwitzen -         EXCESS SWEATING\                      06DEC2011\   NO  -\ unbekannt             8 

         Vorzeitige Menopause         HYPERHIDROSIS\ SKIN AND               06DEC2011                                   

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

 2981  1 Alk.Phosphatase erhöht Grad  ALKALINE PHOSPHATASE                  27JUL2011\   NO  -\ unbekannt Grad 1  63  4 

         1                            INCREASED\ BLOOD                      27JUL2011                                   

                                      ALKALINE PHOSPHATASE                                                              

                                      INCREASED\ INVESTIGATIONS                                                         

       2 Alk.Phosphatase erhöht Grad  ALKALINE PHOSPHATASE                  23NOV2011\   NO  -\ unbekannt Grad 1      6 

         1                            INCREASED\ BLOOD                      23NOV2011                                   

                                      ALKALINE PHOSPHATASE                                                              

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 54 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3013  1 Gelegentlich Schmerzen       ABDOMINAL PAIN LOWER\                 10MAR2012\   NO  -\ unbekannt Grad 1      8 

         Abdomen (Unterbauch) Grad    ABDOMINAL PAIN LOWER\                 23APR2012                                   

         I,  sowie Fieber 37-38 °C (  GASTROINTESTINAL                                                                  

         nur am Wochenende)           DISORDERS                                                                         

       2 Müdigkeit Grad 1             TIREDNESS\ FATIGUE\                   04OCT2011\   NO  -\ MabThera© Grad 1      6 

                                      GENERAL DISORDERS AND                 06DEC2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 erhöhtes GGT Grad II(135     GPT INCREASED\ ALANINE                20MAR2012\   NO  -\ nicht     Grad 1  56  8 

         U/l) erhöhtes GPT Grad I (   AMINOTRANSFERASE                      18JUN2012        beurteilbar                

         59 U/l)                      INCREASED\ INVESTIGATIONS                                                         

       4 erhöhtes GGT Grad II(135     GGT INCREASED\                        20MAR2012\   NO  -\ nicht     Grad 2  56  8 

         U/l) erhöhtes GPT Grad I (   GAMMA-GLUTAMYLTRANSFERASE             18JUN2012        beurteilbar                

         59 U/l)                      INCREASED\ INVESTIGATIONS                                                         

       5 Nachtschweiß                 NIGHT SWEAT\ NIGHT                    20MAR2012\   NO  -\ unbekannt         58  9 

                                      SWEATS\ SKIN AND                      15MAY2012                                   

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

 3258  1 ALAT-Erhöhung Gr. I          ALT INCREASED\ ALANINE                12OCT2011\   NO  -\ unbekannt Grad 1      7 

                                      AMINOTRANSFERASE                      13OCT2011                                   

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 55 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3447  1 Diarrhoe\ Bei dem Pat.       ULCERATIVE COLITIS\                   -\           NO  -\ nicht     Grad 2      5 

         wurde eine ulceröse Kolitis  COLITIS ULCERATIVE\                   11JUL2011        beurteilbar                

         diagnostiziert, ein          GASTROINTESTINAL                                                                  

         möglicher Zusammenhang mit   DISORDERS                                                                         

         Rituximab kann nicht                                                                                           

         bestätigt, aber auch nicht                                                                                     

         ausgeschlossen werden. Die                                                                                     

         Therapie wurde beendet.                                                                                        

       2 Diarrhoe\ Bei dem Pat.       DIARRHOEA\ DIARRHOEA\                 -\           NO  -\ nicht     Grad 2      5 

         wurde eine ulceröse Kolitis  GASTROINTESTINAL                      11JUL2011        beurteilbar                

         diagnostiziert, ein          DISORDERS                                                                         

         möglicher Zusammenhang mit                                                                                     

         Rituximab kann nicht                                                                                           

         bestätigt, aber auch nicht                                                                                     

         ausgeschlossen werden. Die                                                                                     

         Therapie wurde beendet.                                                                                        

                                                                                                                        

 3668  1 COLLAGENOUS COLITIS\ Dauer   COLITIS COLLAGENOUS\       15MAR2012\ 15MAR2012\  YES  Not                  14  6 

         und Verlauf der Kolitis      COLITIS MICROSCOPIC\                  26APR2012        Reported\                  

         kann noch nicht beurteilt    GASTROINTESTINAL                                       nicht                      

         werden                       DISORDERS                                              beurteilbar                

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 56 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3668  2 FEVER                        FEVER\ PYREXIA\ GENERAL    26APR2012\ 26APR2012\   NO  Not          Grad 1   2  7 

                                      DISORDERS AND                         27APR2012        Reported\                  

                                      ADMINISTRATION SITE                                    MabThera©                  

                                      CONDITIONS                                                                        

       3 BACTERIAL INFECTION\         BACTERIAL INFECTION\       16DEC2012\ 16DEC2012\  YES  Related\     Grad 3  85  8 

         vorbestehend: Asthma         BACTERIAL INFECTION\                  15JAN2013        unbekannt                  

         bronchiale und               INFECTIONS AND                                                                    

         Antikörpermangelsyndrom      INFESTATIONS                                                                      

         stationärer Aufenthalt bei                                                                                     

         Pneumonie vom 09.01.2013 -                                                                                     

         15.01.2013                                                                                                     

       4 HERPES ZOSTER INFECTION      HERPES ZOSTER\ HERPES      06AUG2012\ 06AUG2012\   NO  Not          Grad 2      7 

                                      ZOSTER\ INFECTIONS AND                16AUG2012        Reported\                  

                                      INFESTATIONS                                           unbekannt                  

       5 INCREASED TRANSAMINASES      TRANSAMINASES INCREASED\  -\                       NO  Not                        

                                      TRANSAMINASES INCREASED\                               Reported\ -                

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 3765  1 LDH INCREASE                 LDH INCREASED\ BLOOD       24NOV2011\ 24NOV2011\  YES  Not                      5 

                                      LACTATE DEHYDROGENASE                 24NOV2011        Reported\                  

                                      INCREASED\ INVESTIGATIONS                              Tumor-Grunde               

                                                                                             rkrankung                  

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 57 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3794  1 INCREASED LDH                LDH INCREASED\ BLOOD       17AUG2011\ 17AUG2011\   NO  Not          Grad 1      4 

                                      LACTATE DEHYDROGENASE                 17AUG2011        Reported\                  

                                      INCREASED\ INVESTIGATIONS                              unbekannt                  

                                                                                                                        

 3856  1 erhöhte B2 mikroglobuline    BETA 2 MICROGLOBULIN                  14JUN2011\   NO  -\                  120  3 

                                      INCREASED\ BETA 2                     14JUN2011        Tumor-Grunde               

                                      MICROGLOBULIN INCREASED\                               rkrankung                  

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 3927  1 STABLE DISEASE (CANCER)      CANCER\ NEOPLASM          -\                       NO  Not                        

                                      MALIGNANT\ NEOPLASMS                                   Reported\ -                

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 3983  1 Diarrhoe\ Angabe von Tagen   DIARRHOEA\ DIARRHOEA\                 17AUG2011\   NO  -\ nicht     Grad 1      4 

         nicht möglich da Patient     GASTROINTESTINAL                      18AUG2011        beurteilbar                

         nicht das Datum angeben      DISORDERS                                                                         

         konnte.                                                                                                        

       2 Fatigue\ AE ist ongoing      FATIGUE\ FATIGUE\                     04FEB2011\   NO  -\ MabThera©             1 

                                      GENERAL DISORDERS AND                 04APR2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 58 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3983  3 Schmerzen\ Patient konnte    PAIN\ PAIN\ GENERAL                   11OCT2011\   NO  -\ nicht     Grad 2      5 

         keine Angaben machen wann    DISORDERS AND                         17OCT2011        beurteilbar                

         Grippe Symptome beendet      ADMINISTRATION SITE                                                               

         waren                        CONDITIONS                                                                        

       4 Nächtliches Schwitzen        NIGHT SWEAT\ NIGHT                    13FEB2012\   NO  -\ nicht                 7 

                                      SWEATS\ SKIN AND                      13FEB2014        beurteilbar                

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

 3991  1 Obstipation                  OBSTIPATION\                          24FEB2011\   NO  -\ nicht     Grad 2   4  1 

                                      CONSTIPATION\                         20APR2011        beurteilbar                

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       2 Obstipation                  OBSTIPATION\                          21JUN2011\   NO  -\ nicht     Grad 2   2  3 

                                      CONSTIPATION\                         18JUL2011        beurteilbar                

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       3 Nachts Schmerzen li.         SHOULDER PAIN\                        24FEB2011\   NO  -\ nicht                 1 

         Schlüsselbein\ Patient kann  MUSCULOSKELETAL PAIN\                 20APR2011        beurteilbar                

         kein Enddatum angeben        MUSCULOSKELETAL AND                                                               

                                      CONNECTIVE TISSUE                                                                 

                                      DISORDERS                                                                         

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 59 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4069  1 GENERAL PHYSICAL HEALTH      GENERAL PHYSICAL HEALTH   -\                      YES  Not                        

         DETERIORATION                DETERIORATION\ GENERAL                                 Reported\ -                

                                      PHYSICAL HEALTH                                                                   

                                      DETERIORATION\ GENERAL                                                            

                                      DISORDERS AND                                                                     

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 4095  1 PROSTATE CARCINOMA           PROSTATE CARCINOMA\        28JUN2011\             YES  Not                        

                                      PROSTATE CANCER\                                       Reported\ -                

                                      NEOPLASMS BENIGN,                                                                 

                                      MALIGNANT AND                                                                     

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 4292  1 DYSPNOEA\ CT Lunge           DYSPNOEA\ DYSPNOEA\        01MAR2012\ 01MAR2012\  YES  Not          Grad 1  45  8 

         veranlasst                   RESPIRATORY, THORACIC                 12APR2012        Reported\                  

                                      AND MEDIASTINAL DISORDERS                              unbekannt                  

                                                                                                                        

 4336  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               16SEP2011\   NO  -\ MabThera© Grad 1      3 

                                      BLOOD AND LYMPHATIC                   16SEP2011                                   

                                      SYSTEM DISORDERS                                                                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 60 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4336  2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               16SEP2011\   NO  -\ nicht     Grad 2      3 

                                      BLOOD AND LYMPHATIC                   11NOV2011        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               16SEP2011\   NO  -\ nicht     Grad 1      3 

                                      BLOOD AND LYMPHATIC                   13JAN2012        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

       4 Diarrhoe\ Diarhrroe durch    DIARRHOEA\ DIARRHOEA\                 -\           NO  -\ unbekannt Grad 1      1 

         Campylobacter-Infektion      GASTROINTESTINAL                      28APR2011                                   

                                      DISORDERS                                                                         

       5 COATED TONGUE                COATED TONGUE\ TONGUE     -\          -\          YES  Not                      2 

                                      COATED\ GASTROINTESTINAL              22JUL2011        Applicable\                

                                      DISORDERS                                              unbekannt                  

       6 Schmerzen\ Gliederschmerzen  PAIN\ PAIN\ GENERAL                   -\           NO  -\ unbekannt Grad 1      7 

                                      DISORDERS AND                         11MAY2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       7 Schmerzen\ Gliederschmerzen  PAIN\ PAIN\ GENERAL                   13JAN2012\   NO  -\ unbekannt Grad 1      3 

                                      DISORDERS AND                         06JUL2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       8 Bakterielle Infektion\       BACTERIAL INFECTION\                  12MAY2011\   NO  -\ unbekannt Grad 2      1 

         Eitrige Konjunktivitis nach  BACTERIAL INFECTION\                  13MAY2011                                   

         Hallenbadbesuch, behandelt   INFECTIONS AND                                                                    

         mit Refobacin-Augensalbe     INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 61 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4336  9 FUNGAL INFECTION             FUNGAL INFECTION\ FUNGAL  -\          -\          YES  Not          Grad 2      2 

                                      INFECTION\ INFECTIONS                 22JUL2011        Applicable\                

                                      AND INFESTATIONS                                       unbekannt                  

      10 Erhöhte CRP, LDH,AP          ALKALINE PHOSPHATASE                  16MAR2012\   NO  -\ unbekannt             6 

                                      INCREASED\ BLOOD                      16MAR2012                                   

                                      ALKALINE PHOSPHATASE                                                              

                                      INCREASED\ INVESTIGATIONS                                                         

      11 Erhöhte CRP, LDH,AP          LDH INCREASED\ BLOOD                  16MAR2012\   NO  -\ unbekannt             6 

                                      LACTATE DEHYDROGENASE                 16MAR2012                                   

                                      INCREASED\ INVESTIGATIONS                                                         

      12 leicht erhöhte LDH           LDH INCREASED\ BLOOD                  16MAR2012\   NO  -\ unbekannt            10 

                                      LACTATE DEHYDROGENASE                 23NOV2012                                   

                                      INCREASED\ INVESTIGATIONS                                                         

      13 Erhöhte CRP, LDH,AP          CRP INCREASED\                        16MAR2012\   NO  -\ unbekannt             6 

                                      C-REACTIVE PROTEIN                    16MAR2012                                   

                                      INCREASED\ INVESTIGATIONS                                                         

      14 Gelegentlich                 BONE PAIN\ BONE PAIN\                 -\           NO  -\ nicht                 3 

         Knochenschmerzen             MUSCULOSKELETAL AND                   16SEP2011        beurteilbar                

                                      CONNECTIVE TISSUE                                                                 

                                      DISORDERS                                                                         

      15 Husten\ Besserung nach       COUGH\ COUGH\                         -\           NO  -\ unbekannt Grad 2      6 

         Einnahme von Cefpodoxim 200  RESPIRATORY, THORACIC                 16MAR2012                                   

         1-0-1 und Capval             AND MEDIASTINAL DISORDERS                                                         

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 62 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4336 16 Hautläsionen mit Hof\        SKIN LESION\ SKIN                     13JAN2012\   NO  -\ nicht                 5 

         Beschwerden werden           LESION\ SKIN AND                      13JAN2012        beurteilbar                

         hautärztlich abgeklärt       SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

      17 Portexplantation wegen       VENOUS THROMBOSIS\                    01DEC2011\   NO  -\ nicht                11 

         Portvenenthrombosierung      VENOUS THROMBOSIS\                    18JAN2013        beurteilbar                

                                      VASCULAR DISORDERS                                                                

                                                                                                                        

 4427  1 BACTERIAL INFECTION          BACTERIAL INFECTION\      -\          01AUG2011\   NO  Not          Grad 2   9  3 

                                      BACTERIAL INFECTION\                  11AUG2011        Reported\                  

                                      INFECTIONS AND                                         unbekannt                  

                                      INFESTATIONS                                                                      

       2 Schuppenflechte Kopfhaut     PSORIASIS OF SCALP\                   05DEC2011\   NO  -\ unbekannt Grad 1 366  5 

                                      PSORIASIS\ SKIN AND                   12DEC2011                                   

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

       3 SYSTEMIC SKIN DISEASES (UNK  SKIN DISORDER\ SKIN       -\          15AUG2011\   NO  Not          Grad 2  14  4 

         DIAGNOSIS)\ Schuppenflechte  DISORDER\ SKIN AND                    12OCT2011        Reported\                  

         Kopfhaut                     SUBCUTANEOUS TISSUE                                    nicht                      

                                      DISORDERS                                              beurteilbar                

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 63 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4530  1 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      15JUN2011                    Related\ -                 

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 4637  1 BILATERAL PNEUMONIA          BILATERAL PNEUMONIA\       20JAN2012\ 20JAN2012\  YES  Related\             50  5 

                                      PNEUMONIA\ INFECTIONS                 07FEB2012        MabThera©                  

                                      AND INFESTATIONS                                                                  

       2 B LYMPHOCYTE DEFICIENCY(UNK  B-LYMPHOCYTE COUNT        -\                      YES  Not                        

         DIAGNOSIS)                   DECREASED\ B-LYMPHOCYTE                                Reported\ -                

                                      COUNT DECREASED\                                                                  

                                      INVESTIGATIONS                                                                    

       3 LDH Erhöhung                 LDH INCREASED\ BLOOD                  03APR2012\   NO  -\ nicht            126  6 

                                      LACTATE DEHYDROGENASE                 03APR2012        beurteilbar                

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 64 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4747  1 BRONCHIAL CARCINOMA NSCLC    BRONCHIAL CARCINOMA\       01FEB2012\ 01FEB2012\  YES  Not                      6 

                                      BRONCHIAL CARCINOMA\                  01FEB2012        Reported\                  

                                      NEOPLASMS BENIGN,                                      nicht                      

                                      MALIGNANT AND                                          beurteilbar                

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 4805  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  20OCT2012                    Related\ -                 

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

                                                                                                                        

 4860  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17JAN2012\   NO  -\ MabThera© Grad 1  56  6 

                                      BLOOD AND LYMPHATIC                   17JAN2012                                   

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               10APR2012\   NO  -\ MabThera© Grad 1  98  7 

                                      BLOOD AND LYMPHATIC                   10APR2012                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17JUL2012\   NO  -\ MabThera© Grad 2      8 

                                      BLOOD AND LYMPHATIC                   17JUL2012                                   

                                      SYSTEM DISORDERS                                                                  

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 65 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4860  4 Späte Neutropenie            LATE ONSET NEUTROPENIA\               17JAN2012\   NO  -\ MabThera© Grad 1  56  6 

                                      NEUTROPENIA\ BLOOD AND                17JAN2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       5 Akute Neutropenie            NEUTROPENIA\                          10APR2012\   NO  -\ MabThera© Grad 2  98  7 

                                      NEUTROPENIA\ BLOOD AND                10APR2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 Akute Neutropenie            NEUTROPENIA\                          17JUL2012\   NO  -\ MabThera© Grad 1      8 

                                      NEUTROPENIA\ BLOOD AND                17JUL2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       7 Bakterielle Infektion        BACTERIAL INFECTION\                  13MAR2012\   NO  -\ unbekannt Grad 2  56  7 

                                      BACTERIAL INFECTION\                  13MAR2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       8 Bakterielle Infektion        BACTERIAL INFECTION\                  16JUN2012\   NO  -\ MabThera© Grad 2  14  8 

                                      BACTERIAL INFECTION\                  17JUL2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       9 Bakterielle Infektion        BACTERIAL INFECTION\                  16OCT2012\   NO  -\ MabThera© Grad 2  28 10 

                                      BACTERIAL INFECTION\                  13NOV2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 04.sas, executed on 01JUN2015 at 10:34                                                 Page  15 of 114



Page 66 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4860 10 Bakterielle Infektion        BACTERIAL INFECTION\                  10APR2012\   NO  -\ MabThera© Grad 2  98  7 

                                      BACTERIAL INFECTION\                  10APR2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      11 Bakterielle Infektion        BACTERIAL INFECTION\                  17JUL2012\   NO  -\ MabThera© Grad 2      8 

                                      BACTERIAL INFECTION\                  17JUL2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 4991  1 CHOLECYSTOLITHIASIS\         CHOLECYSTOLITHIASIS\       06JAN2012\ 06JAN2012\  YES  Not                   3  5 

         Cholezystolithiasis war      CHOLELITHIASIS\                       24FEB2012        Reported\                  

         vorbestehend                 HEPATOBILIARY DISORDERS                                unbekannt                  

       2 Transaminasenerhöhung        TRANSAMINASES INCREASED\              25MAY2012\   NO  -\ unbekannt Grad 1  82  6 

                                      TRANSAMINASES INCREASED\              25MAY2012                                   

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 5317  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               08JUN2011\   NO  -\ nicht     Grad 1  61  1 

                                      BLOOD AND LYMPHATIC                   08JUN2011        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

       2 Defäktion                    DIARRHOEA\ DIARRHOEA\                 -\           NO  -\ unbekannt             2 

                                      GASTROINTESTINAL                      25AUG2011                                   

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 67 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5317  3 leichte Blutbeimenung im     BLOOD IN STOOL\                       25AUG2011\   NO  -\ nicht                 2 

         Stuhl                        HAEMATOCHEZIA\                        25AUG2011        beurteilbar                

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       4 Fatigue                      FATIGUE\ FATIGUE\                     06JAN2012\   NO  -\ nicht                 5 

                                      GENERAL DISORDERS AND                 22MAR2012        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       5 Schmerzen                    PAIN\ PAIN\ GENERAL                   -\           NO  -\ unbekannt Grad 1      2 

                                      DISORDERS AND                         25AUG2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       6 GOT erhöht Grad 1            GOT INCREASED\ ASPARTATE              25AUG2011\   NO  -\ nicht     Grad 1      2 

                                      AMINOTRANSFERASE                      25AUG2011        beurteilbar                

                                      INCREASED\ INVESTIGATIONS                                                         

       7 LDH Erhöhung Grad 1          LDH INCREASED\ BLOOD                  25AUG2011\   NO  -\ unbekannt Grad 1  63  2 

                                      LACTATE DEHYDROGENASE                 25AUG2011                                   

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 5381  1 STEATOSIS HEPATIS            STEATOSIS HEPATIC\        -\                      YES  Not                        

                                      HEPATIC STEATOSIS\                                     Reported\ -                

                                      HEPATOBILIARY DISORDERS                                                           

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 68 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5381  2 DRUG INDUCED LIVER DAMAGE    LIVER DAMAGE\ LIVER        19JUN2012\             YES  Not                        

                                      INJURY\ HEPATOBILIARY                                  Reported\ -                

                                      DISORDERS                                                                         

       3 INCREASED GPT                GPT INCREASED\ ALANINE     07SEP2011\             YES  Not                        

                                      AMINOTRANSFERASE                                       Reported\ -                

                                      INCREASED\ INVESTIGATIONS                                                         

       4 INCREASED GOT                GOT INCREASED\ ASPARTATE   07SEP2011\ 07SEP2011\  YES  Not                 270  5 

                                      AMINOTRANSFERASE                      25JUL2012        Reported\                  

                                      INCREASED\ INVESTIGATIONS                              unbekannt                  

                                                                                                                        

 5524  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               23JUN2011\   NO  -\ MabThera© Grad 3      2 

                                      BLOOD AND LYMPHATIC                   23JUN2011                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 5913  1 GASTROINTESTINAL BLEEDING    GASTROINTESTINAL          -\                      YES  Not                        

                                      BLEEDING\                 16JUL2011                    Reported\ -                

                                      GASTROINTESTINAL                                                                  

                                      HAEMORRHAGE\                                                                      

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       2 COMPRESSION OF COMMON        BILE DUCT STENOSIS\ BILE              01JUN2011\  YES  Not                      1 

         HEPATIC DUCT                 DUCT STENOSIS\            01JUN2011\  29JUN2011        Reported\                  

                                      HEPATOBILIARY DISORDERS   16JUL2011                    Tumor-Grunde               

                                                                                             rkrankung                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 69 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5913  3 RELAPSE OF LYMPHOMA          LYMPHOMA\ LYMPHOMA\                   01JUN2011\  YES  Not                      1 

                                      NEOPLASMS BENIGN,         01JUN2011\  29JUN2011        Reported\                  

                                      MALIGNANT AND             16JUL2011                    Tumor-Grunde               

                                      UNSPECIFIED (INCL CYSTS                                rkrankung                  

                                      AND POLYPS)                                                                       

       4 LYMPHOMA OF HEPATIC PORTAL   HEPATIC LYMPHOMA\                                 YES  Not                        

                                      LYMPHOMA\ NEOPLASMS       01JUN2011\                   Reported\ -                

                                      BENIGN, MALIGNANT AND     16JUL2011                                               

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       5 HEMORRHAGIC SHOCK            HEMORRHAGIC SHOCK\ SHOCK  -\                      YES  Not                        

                                      HAEMORRHAGIC\ VASCULAR    16JUL2011                    Reported\ -                

                                      DISORDERS                                                                         

                                                                                                                        

 5933  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17MAY2011\   NO  -\ MabThera© Grad 3   2  2 

                                      BLOOD AND LYMPHATIC                   17MAY2011                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 6041  1 Oberbauchbeschwerden         UPPER ABDOMINAL                       19APR2012\   NO  -\                    1  6 

                                      DISCOMFORT\ ABDOMINAL                 20APR2012        Tumor-Grunde               

                                      DISCOMFORT\                                            rkrankung                  

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 70 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6041  2 Sodbrennen                   HEARTBURN\ DYSPEPSIA\                 26APR2012\   NO  -\                    1  6 

                                      GASTROINTESTINAL                      27APR2012        Tumor-Grunde               

                                      DISORDERS                                              rkrankung                  

       3 Übelkeit                     NAUSEA\ NAUSEA\                       26APR2012\   NO  -\           Grad 2   1  6 

                                      GASTROINTESTINAL                      27APR2012        Tumor-Grunde               

                                      DISORDERS                                              rkrankung                  

       4 Brennen der                  BURNING ORAL SENSATION\               16AUG2011\   NO  -\ unbekannt             2 

         Mundschleimhaut,             ORAL DISCOMFORT\                      16AUG2011                                   

         Mundschleimhaut gerötet      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       5 Brennen der                  ORAL MUCOSA REDNESS\                  16AUG2011\   NO  -\ unbekannt             2 

         Mundschleimhaut,             ORAL MUCOSAL ERYTHEMA\                16AUG2011                                   

         Mundschleimhaut gerötet      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       6 Erbrechen                    VOMITING\ VOMITING\                   19APR2012\   NO  -\           Grad 3   1  6 

                                      GASTROINTESTINAL                      20APR2012        Tumor-Grunde               

                                      DISORDERS                                              rkrankung                  

       7 Erbrechen                    VOMITING\ VOMITING\                   26APR2012\   NO  -\           Grad 2   1  6 

                                      GASTROINTESTINAL                      27APR2012        Tumor-Grunde               

                                      DISORDERS                                              rkrankung                  

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 71 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6075  1 HEART RHYTHM DISORDER        CARDIAC ARRHYTHMIA\        10APR2012\ 10APR2012\  YES  Not                      5 

                                      ARRHYTHMIA\ CARDIAC                   10APR2012        Related\                   

                                      DISORDERS                                              nicht                      

                                                                                             beurteilbar                

       2 AV BLOCK                     AV BLOCK\                  10APR2012\ 10APR2012\  YES  Not                      5 

                                      ATRIOVENTRICULAR BLOCK\               10APR2012        Related\                   

                                      CARDIAC DISORDERS                                      nicht                      

                                                                                             beurteilbar                

       3 Schmerzen                    PAIN\ PAIN\ GENERAL                   24OCT2011\   NO  -\ nicht     Grad 1  28  2 

                                      DISORDERS AND                         24OCT2011        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Schwindel                    LIGHT HEADEDNESS\                     24OCT2011\   NO  -\ nicht             28  2 

                                      DIZZINESS\ NERVOUS                    24OCT2011        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 6119  1 UNKNOWN CAUSE OF DEATH       UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  01AUG2012                    Reported\ -                

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

       2 LYMPHOCYTIC ALVEOLITIS       LYMPHOCYTIC ALVEOLITIS\               19APR2012\  YES  Related\             60  6 

                                      ALVEOLITIS\ RESPIRATORY,  19APR2012\  08MAY2012        MabThera©                  

                                      THORACIC AND MEDIASTINAL  01AUG2012                                               

                                      DISORDERS                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 72 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6119  3 DYSPONEA                     DYSPNOEA\ DYSPNOEA\                   19APR2012\  YES  Related\             60  6 

                                      RESPIRATORY, THORACIC     19APR2012\  08MAY2012        MabThera©                  

                                      AND MEDIASTINAL DISORDERS 01AUG2012                                               

       4 SUBPLEURAL FIBROSIS          PLEURAL FIBROSIS\                     19APR2012\  YES  Related\             60  6 

                                      PLEURAL FIBROSIS\         19APR2012\  08MAY2012        MabThera©                  

                                      RESPIRATORY, THORACIC     01AUG2012                                               

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 6159  1 SHINGLES                     SHINGLES\ HERPES ZOSTER\  -\          -\           NO  Not          Grad 2      5 

                                      INFECTIONS AND                        11APR2012        Reported\                  

                                      INFESTATIONS                                           unbekannt                  

                                                                                                                        

 6372  1 Magenschmerzen\ Bei einer    STOMACH PAIN\ ABDOMINAL               28AUG2012\   NO  -\ unbekannt            10 

         am 31.08.2012                PAIN UPPER\                           28AUG2012                                   

         durchgeführten Gastroskopie  GASTROINTESTINAL                                                                  

         fand sich ein Ulcus          DISORDERS                                                                         

         ventrikuli.                                                                                                    

       2 Hämorrhoiden                 HAEMORRHOIDS\                         24JAN2011\   NO  -\ unbekannt          2  1 

                                      HAEMORRHOIDS\                         24JAN2011                                   

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       3 Follikulitis                 FOLLICULITIS\                         11JUL2011\   NO  -\ unbekannt          1  3 

                                      FOLLICULITIS\ INFECTIONS              11JUL2011                                   

                                      AND INFESTATIONS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6372  4 Follikulitis                 FOLLICULITIS\                         08MAY2012\   NO  -\ unbekannt          1  9 

                                      FOLLICULITIS\ INFECTIONS              08MAY2012                                   

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 6561  1 Kopfschmerzen                HEADACHE\ HEADACHE\                   05JUL2012\   NO  -\ unbekannt         14  8 

                                      NERVOUS SYSTEM DISORDERS              19OCT2012                                   

                                                                                                                        

 6815  1 HODGKIN DISEASE              HODGKIN'S DISEASE\        -\                      YES  Not                        

                                      HODGKIN'S DISEASE\                                     Reported\ -                

                                      NEOPLASMS BENIGN,                                                                 

                                      MALIGNANT AND                                                                     

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 7581  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               10APR2012\   NO  -\ MabThera© Grad 2      6 

                                      BLOOD AND LYMPHATIC                   10APR2012                                   

                                      SYSTEM DISORDERS                                                                  

       2 FEVER                        FEVER\ PYREXIA\ GENERAL    13FEB2012\ 13FEB2012\  YES  Not          Grad 1   7  6 

                                      DISORDERS AND                         13FEB2012        Reported\                  

                                      ADMINISTRATION SITE                                    nicht                      

                                      CONDITIONS                                             beurteilbar                

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 74 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 7581  3 BACTERIAL INFECTION          BACTERIAL INFECTION\       13FEB2012\ 13FEB2012\  YES  Not          Grad 2   7  6 

                                      BACTERIAL INFECTION\                  13FEB2012        Reported\                  

                                      INFECTIONS AND                                         nicht                      

                                      INFESTATIONS                                           beurteilbar                

       4 SCALY EFFLORESCENCE ON THE   RASH SCALY\ EXFOLIATIVE    01AUG2011\ 01AUG2011\   NO  Not                  71  2 

         LEFT FOREARM                 RASH\ SKIN AND                        01AUG2011        Reported\                  

                                      SUBCUTANEOUS TISSUE                                    nicht                      

                                      DISORDERS                                              beurteilbar                

                                                                                                                        

 7884  1 PULMONARY DISCOMFORT (UNK    CHEST DISCOMFORT\ CHEST    02FEB2012\ 02FEB2012\  YES  Related\              3  4 

         DIAGNOSIS)                   DISCOMFORT\ GENERAL                   02FEB2012        nicht                      

                                      DISORDERS AND                                          beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 PULMONARY INFECTION          LUNG INFECTION\ LUNG      -\          08JUL2011\  YES  Not                   2  1 

                                      INFECTION\ INFECTIONS                 11JUL2011        Reported\                  

                                      AND INFESTATIONS                                       nicht                      

                                                                                             beurteilbar                

                                                                                                                        

 8781  1 INCISIONAL HERNIA            INCISIONAL HERNIA\        -\                      YES  Not                        

                                      INCISIONAL HERNIA\                                     Reported\ -                

                                      INJURY, POISONING AND                                                             

                                      PROCEDURAL COMPLICATIONS                                                          

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 75 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8861  1 LEUKOPENIA\ Patient hätte    LEUKOPENIA\ LEUKOPENIA\    24OCT2011\ 24OCT2011\  YES  Not          Grad 3      5 

         am 24.10.2011 den 6.Zyklus   BLOOD AND LYMPHATIC                   24OCT2011        Related\                   

         erhalten sollen. Dieses      SYSTEM DISORDERS                                       Tumor-Grunde               

         wurde aufgrund der                                                                  rkrankung                  

         Leukopenie und                                                                                                 

         Granulozytopenie auf den                                                                                       

         07.11.2011 verschoben.                                                                                         

         Leukozyten 1.5 10^3/ul                                                                                         

         Neutrophile 1.1 10^3/ul                                                                                        

       2 Leukopenie\ Die Leukopenie   LEUKOPENIA\ LEUKOPENIA\               09JAN2012\   NO  -\ nicht     Grad 2      6 

         fing am 09.01.2012 an. Am    BLOOD AND LYMPHATIC                   15MAR2012        beurteilbar                

         12.03.2012 waren die         SYSTEM DISORDERS                                                                  

         Leukozyten weiterhin bei                                                                                       

         2.13 10^3/ul                                                                                                   

       3 Leukopenie\ Grad 3 der       LEUKOPENIA\ LEUKOPENIA\               12APR2012\   NO  -\ nicht     Grad 3      6 

         Leukopenie trat am           BLOOD AND LYMPHATIC                   30JUL2012        beurteilbar                

         12.04.2012 auf. Bis heute    SYSTEM DISORDERS                                                                  

         10.07.12 ist die Leukopenie                                                                                    

         anhaltend                                                                                                      

       4 Akute Neutropenie            NEUTROPENIA\                          03SEP2012\   NO  -\ nicht     Grad 2     11 

                                      NEUTROPENIA\ BLOOD AND                03SEP2012        beurteilbar                

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 76 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8861  5 FEVER                        FEVER\ PYREXIA\ GENERAL    02DEC2012\ 02DEC2012\  YES  Related\     Grad 2  13 11 

                                      DISORDERS AND                         10DEC2012        Tumor-Grunde               

                                      ADMINISTRATION SITE                                    rkrankung                  

                                      CONDITIONS                                                                        

       6 SEPSIS WITH HAEMOPHILUS      HAEMOPHILUS SEPSIS\        02DEC2012\ 02DEC2012\  YES  Not          Grad 3  13 11 

         INFLUENZAE                   HAEMOPHILUS SEPSIS\                   10DEC2012        Related\                   

                                      INFECTIONS AND                                         unbekannt                  

                                      INFESTATIONS                                                                      

       7 PNEUMONIA BOTH SIDES         BILATERAL PNEUMONIA\       02DEC2012\             YES  Related\ -                 

                                      PNEUMONIA\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 8871  1 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 23AUG2012\   NO  -\ nicht     Grad 1      2 

                                      GASTROINTESTINAL                      23AUG2012        beurteilbar                

                                      DISORDERS                                                                         

       2 Müdigkeit                    TIREDNESS\ FATIGUE\                   02JUL2011\   NO  -\ MabThera©             1 

                                      GENERAL DISORDERS AND                 16AUG2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 Schlafstörungen              DISORDER SLEEP\ SLEEP                 25JUN2011\   NO  -\ MabThera©             1 

                                      DISORDER\ PSYCHIATRIC                 16AUG2011                                   

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 77 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8871  4 Hautausschlag                SKIN RASH\ RASH\ SKIN                 27NOV2012\   NO  -\ nicht                10 

                                      AND SUBCUTANEOUS TISSUE               27NOV2012        beurteilbar                

                                      DISORDERS                                                                         

                                                                                                                        

 8881  1 Leukopenie\ Neutropenie und  LEUKOPENIA\ LEUKOPENIA\               13SEP2011\   NO  -\ MabThera© Grad 3      1 

         Leukopenie wurden bereits    BLOOD AND LYMPHATIC                   13SEP2011                                   

         in der Induktionstherapie    SYSTEM DISORDERS                                                                  

         beobachtet. Dauer kann                                                                                         

         nicht angegeben werden.                                                                                        

         Status: andauernd (kann                                                                                        

         nicht eingegeben werden)                                                                                       

       2 Akute Neutropenie\           NEUTROPENIA\                          13SEP2011\   NO  -\ MabThera© Grad 3      1 

         Neutropenie und Leukopenie   NEUTROPENIA\ BLOOD AND                13SEP2011                                   

         wurden bereits in der        LYMPHATIC SYSTEM                                                                  

         Induktionstherapie           DISORDERS                                                                         

         beobachtet. Dauer kann                                                                                         

         nicht angegeben werden.                                                                                        

         Status: andauernd (kann                                                                                        

         nicht eingegeben werden)                                                                                       

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 78 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9240  1 RELAPSE OF FOLLICULAR        B-CELL LYMPHOMA                                   YES  Not                        

         LYMPHOMA                     RECURRENT\ B-CELL         01DEC2011\                   Related\ -                 

                                      LYMPHOMA RECURRENT\       01MAR2012                                               

                                      NEOPLASMS BENIGN,                                                                 

                                      MALIGNANT AND                                                                     

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       2 DISEASE PROGRESSION OF       PROGRESSION OF                                    YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      01FEB2012\                   Related\ -                 

                                      MALIGNANT NEOPLASM        01MAR2012                                               

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       3 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   23DEC2011\   NO  -\           Grad 2   1  1 

                                      RESPIRATORY, THORACIC                 23DEC2011        Tumor-Grunde               

                                      AND MEDIASTINAL DISORDERS                              rkrankung                  

                                                                                                                        

 9263  1 Fatigue                      FATIGUE\ FATIGUE\                     -\           NO  -\                       1 

                                      GENERAL DISORDERS AND                 23AUG2011        Tumor-Grunde               

                                      ADMINISTRATION SITE                                    rkrankung                  

                                      CONDITIONS                                                                        

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 79 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9322  1 Zahnfleischschwellung        GINGIVAL SWELLING\                    08AUG2012\   NO  -\ nicht                 1 

                                      GINGIVAL SWELLING\                    22AUG2011        beurteilbar                

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       2 grippaler Infekt             FLU LIKE SYMPTOMS\                    -\           NO  -\ nicht                 3 

                                      INFLUENZA LIKE ILLNESS\               22FEB2012        beurteilbar                

                                      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 Während der letzten Wochen   NOSE BLEED\ EPISTAXIS\                -\           NO  -\ nicht                 4 

         gelegentlich morgendliches   RESPIRATORY, THORACIC                 22FEB2012        beurteilbar                

         Nasenbluten                  AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 9521  1 DISEASE PROGRESSION OF PRE   PROGRESSION OF                                    YES  Not                        

         EXISTING CANCER              PRE-EXISTING CANCER\      10JAN2012\                   Reported\ -                

                                      MALIGNANT NEOPLASM        19JAN2012                                               

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 80 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9903  1 BACTERIAL INFECTION          BACTERIAL INFECTION\       11JUN2012\ 11JUN2012\   NO  Not          Grad 2   7  6 

                                      BACTERIAL INFECTION\                  11JUN2012        Reported\                  

                                      INFECTIONS AND                                         nicht                      

                                      INFESTATIONS                                           beurteilbar                

       2 INCREASED LDH                LDH INCREASED\ BLOOD       27JAN2012\ 27JAN2012\  YES  Not                   0  4 

                                      LACTATE DEHYDROGENASE                 27JAN2012        Reported\                  

                                      INCREASED\ INVESTIGATIONS                              unbekannt                  

       3 SEVERE DEPRESSION            DEPRESSION\ DEPRESSION\    04SEP2012\ 04SEP2012\  YES  Related\              0  6 

                                      PSYCHIATRIC DISORDERS                 04SEP2012        unbekannt                  

       4 PULMONARY INFILTRATES        PULMONARY INFILTRATION\    06DEC2011\ 06DEC2011\  YES  Not                  10  4 

                                      LUNG INFILTRATION\                    06DEC2011        Related\                   

                                      RESPIRATORY, THORACIC                                  nicht                      

                                      AND MEDIASTINAL DISORDERS                              beurteilbar                

                                                                                                                        

 9932  1 Obstipation                  OBSTIPATION\                          -\           NO  -\ unbekannt Grad 1      1 

                                      CONSTIPATION\                         07SEP2011                                   

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       2 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 -\           NO  -\ unbekannt Grad 1      1 

                                      GASTROINTESTINAL                      07SEP2011                                   

                                      DISORDERS                                                                         

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 81 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465  1 Allgemeine Schwäche und      WEAKNESS\ ASTHENIA\                   15DEC2011\   NO  -\ MabThera©         25  2 

         Fatigue.\ Infekt der oberen  GENERAL DISORDERS AND                 09JAN2012                                   

         Luftwege und allgemeiner     ADMINISTRATION SITE                                                               

         Konditionsmangel mit         CONDITIONS                                                                        

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

       2 Allgemeine Schwäche und      FATIGUE\ FATIGUE\                     15DEC2011\   NO  -\ MabThera©         25  2 

         Fatigue.\ Infekt der oberen  GENERAL DISORDERS AND                 09JAN2012                                   

         Luftwege und allgemeiner     ADMINISTRATION SITE                                                               

         Konditionsmangel mit         CONDITIONS                                                                        

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

       3 Fieber                       FEVER\ PYREXIA\ GENERAL               07NOV2011\   NO  -\ MabThera© Grad 2   7  1 

                                      DISORDERS AND                         07NOV2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465  4 Fieber\ Infekt der oberen    FEVER\ PYREXIA\ GENERAL               15DEC2011\   NO  -\ MabThera© Grad 1  25  2 

         Luftwege und allgemeiner     DISORDERS AND                         09JAN2012                                   

         Konditionsmangel mit         ADMINISTRATION SITE                                                               

         Dyspnoe und Fatigue bei      CONDITIONS                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

       5 Fieber\ Fieberhafter Infekt  FEVER\ PYREXIA\ GENERAL               15AUG2012\   NO  -\ unbekannt         14  5 

         der oberen Luftwege          DISORDERS AND                         22OCT2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       6 Bakterielle Infektion        BACTERIAL INFECTION\                  15DEC2012\   NO  -\ MabThera©         21  6 

                                      BACTERIAL INFECTION\                  28MAR2013                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       7 Bakterielle Infektion\       BACTERIAL INFECTION\                  05JUN2013\   NO  -\ nicht            100  8 

         polypös-hyperplastische      BACTERIAL INFECTION\                  23SEP2013        beurteilbar                

         Sinusitis maxillaris bds.    INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       8 Bakterielle Infektion        BACTERIAL INFECTION\                  07NOV2011\   NO  -\ MabThera©          7  1 

                                      BACTERIAL INFECTION\                  07NOV2011                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465  9 Bakterielle Infektion\       BACTERIAL INFECTION\                  15DEC2011\   NO  -\ MabThera©         25  2 

         Infekt der oberen Luftwege   BACTERIAL INFECTION\                  09JAN2012                                   

         und allgemeiner              INFECTIONS AND                                                                    

         Konditionsmangel mit         INFESTATIONS                                                                      

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

      10 Bakterielle Infektion\       BACTERIAL INFECTION\                  15AUG2012\   NO  -\ unbekannt Grad 2  14  5 

         Fieberhafter Infekt der      BACTERIAL INFECTION\                  22OCT2012                                   

         oberen Luftwege              INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      11 Infekt der oberen Luftwege   UPPER RESPIRATORY TRACT               03MAR2014\   NO  -\ MabThera© Grad 1   7 10 

                                      INFECTION\ UPPER                      26MAY2014                                   

                                      RESPIRATORY TRACT                                                                 

                                      INFECTION\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

      12 Virusinfektion               VIRAL INFECTION\ VIRAL                15MAY2013\   NO  -\ MabThera©         14  7 

                                      INFECTION\ INFECTIONS                 03JUN2013                                   

                                      AND INFESTATIONS                                                                  

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465 13 Dyspnoe\ Infekt der oberen   DYSPNOEA\ DYSPNOEA\                   15DEC2011\   NO  -\ MabThera© Grad 1  25  2 

         Luftwege und allgemeiner     RESPIRATORY, THORACIC                 09JAN2012                                   

         Konditionsmangel mit         AND MEDIASTINAL DISORDERS                                                         

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

                                                                                                                        

10717  1 Anämie Grad 1                ANAEMIA\ ANAEMIA\ BLOOD               21NOV2011\   NO  -\ nicht     Grad 1      3 

                                      AND LYMPHATIC SYSTEM                  21NOV2011        beurteilbar                

                                      DISORDERS                                                                         

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               07MAY2012\   NO  -\ nicht     Grad 2      3 

                                      BLOOD AND LYMPHATIC                   07MAY2012        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie\ Weiter           LEUKOPENIA\ LEUKOPENIA\               27AUG2012\   NO  -\ nicht     Grad 2      8 

         bestehend am 15.4.2013       BLOOD AND LYMPHATIC                   27AUG2012        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

10741  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               08FEB2012\   NO  -\ unbekannt Grad 1      4 

                                      BLOOD AND LYMPHATIC                   08FEB2012                                   

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               01AUG2012\   NO  -\ nicht     Grad 1      7 

                                      BLOOD AND LYMPHATIC                   01AUG2012        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

11163  1 offene, nässende Stellen am  WOUND OOZING\ WOUND                   -\           NO  -\ nicht                 3 

         Spann Füße bds.              SECRETION\ INJURY,                    04NOV2011        beurteilbar                

                                      POISONING AND PROCEDURAL                                                          

                                      COMPLICATIONS                                                                     

                                                                                                                        

11269  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22NOV2011\   NO  -\ sonstige  Grad 2      3 

                                      BLOOD AND LYMPHATIC                   09FEB2012        Tumorbehandl               

                                      SYSTEM DISORDERS                                       ung                        

       2 Prostatacarcinom, ED         PROSTATE CARCINOMA\                   13SEP2011\   NO  -\ unbekannt             2 

         09/2011, Stadium cT2-3,      PROSTATE CANCER\                      07FEB2012                                   

         cN0, cM0, iPSA 7,79ng/ml,    NEOPLASMS BENIGN,                                                                 

         Gleason score 7 (3+4)        MALIGNANT AND                                                                     

         Therapie: hochkonformale     UNSPECIFIED (INCL CYSTS                                                           

         bildgeführte definitive      AND POLYPS)                                                                       

         Strahlentherapie                                                                                               

         (IMRT/IGRT) der Prostata                                                                                       

         mit 73,8 Gy Beha                                                                                               

                                                                                                                        

11341  1 Polyneuropathie der Beine    POLYNEUROPATHY\                       03DEC2012\   NO  -\ unbekannt             5 

                                      POLYNEUROPATHY\ NERVOUS               03DEC2012                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

12933  1 Schmerzen                    PAIN\ PAIN\ GENERAL                   24MAY2012\   NO  -\ nicht     Grad 2  14  5 

                                      DISORDERS AND                         18JUL2012        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 in Verbindung mit ständigen  IRRITANT COUGH\ COUGH\                15MAY2012\   NO  -\ nicht             60  5 

         Reizhusten                   RESPIRATORY, THORACIC                 18JUL2012        beurteilbar                

                                      AND MEDIASTINAL DISORDERS                                                         

       3 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   15MAY2012\   NO  -\ nicht     Grad 3  60  5 

                                      RESPIRATORY, THORACIC                 18JUL2012        beurteilbar                

                                      AND MEDIASTINAL DISORDERS                                                         

       4 Nachtschweiß                 NIGHT SWEAT\ NIGHT                    15MAY2012\   NO  -\ nicht             14  5 

                                      SWEATS\ SKIN AND                      18JUL2012        beurteilbar                

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

13004  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               06DEC2011\   NO  -\ MabThera© Grad 2  21  2 

                                      BLOOD AND LYMPHATIC                   06DEC2011                                   

                                      SYSTEM DISORDERS                                                                  

       2 gehäufte Infekte             INFECTION\ INFECTION\                 06DEC2011\   NO  -\ MabThera©         21  2 

                                      INFECTIONS AND                        06DEC2011                                   

                                      INFESTATIONS                                                                      

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 04.sas, executed on 01JUN2015 at 10:34                                                 Page  36 of 114



Page 87 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13046  1 AGRANULOCYTOSIS              AGRANULOCYTOSIS\          -\                      YES  Not                        

                                      AGRANULOCYTOSIS\ BLOOD                                 Reported\ -                

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       2 LEUKOPENIA\ rezidivierende   LEUKOPENIA\ LEUKOPENIA\    02NOV2011\ 16NOV2011\  YES  Not          Grad 3      1 

         Leukopenie mit               BLOOD AND LYMPHATIC                   31AUG2012        Reported\                  

         Agranulozytose und auch      SYSTEM DISORDERS                                       Tumor-Grunde               

         infektionen Komplikationen                                                          rkrankung                  

       3 THROMBOPENIA\                THROMBOPENIA\              16NOV2011\ 16NOV2011\  YES  Not          Grad 1      1 

         rezidivierende Leukopenie    THROMBOCYTOPENIA\ BLOOD               31AUG2012        Reported\                  

         mit Agranulozytose und auch  AND LYMPHATIC SYSTEM                                   Tumor-Grunde               

         infektionen Komplikationen   DISORDERS                                              rkrankung                  

       4 HERPES ZOSTER\               HERPES ZOSTER\ HERPES      16NOV2011\ 16NOV2011\  YES  Not          Grad 2      1 

         rezidivierende Leukopenie    ZOSTER\ INFECTIONS AND                31AUG2012        Reported\                  

         mit Agranulozytose und auch  INFESTATIONS                                           Tumor-Grunde               

         infektionen Komplikationen                                                          rkrankung                  

       5 VIRAL INFECTION\             VIRAL INFECTION\ VIRAL     16NOV2011\ 16NOV2011\  YES  Not          Grad 2      1 

         rezidivierende Leukopenie    INFECTION\ INFECTIONS                 31AUG2012        Reported\                  

         mit Agranulozytose und auch  AND INFESTATIONS                                       Tumor-Grunde               

         infektionen Komplikationen                                                          rkrankung                  

       6 B-CELL DEPLETION             B-LYMPHOCYTE COUNT        -\                      YES  Not                        

                                      DECREASED\ B-LYMPHOCYTE                                Reported\ -                

                                      COUNT DECREASED\                                                                  

                                      INVESTIGATIONS                                                                    

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13178  1 Fatigue Grad 1\ Fatigue nur  FATIGUE\ FATIGUE\                     05SEP2011\   NO  -\ sonstige  Grad 1   1  1 

         am Infusions-Tag 1, sehr     GENERAL DISORDERS AND                 07NOV2011        Tumorbehandl               

         wahrscheinlich Prämed. NW /  ADMINISTRATION SITE                                    ung                        

         Fenistil !                   CONDITIONS                                                                        

       2 Alopezie Grad 1\ weiterhin   ALOPECIA\ ALOPECIA\ SKIN              09JUL2012\   NO  -\ MabThera© Grad 1      5 

         Alopezie Grad 1, keine       AND SUBCUTANEOUS TISSUE               10SEP2012                                   

         B-Symptomatik; ECOG 1,       DISORDERS                                                                         

         Kausalzusammenhang Mabthera                                                                                    

         möglich                                                                                                        

                                                                                                                        

13235  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    22MAY2012\ 22MAY2012\  YES  Not          Grad 3  90  1 

                                      BLOOD AND LYMPHATIC                   22MAY2012        Reported\                  

                                      SYSTEM DISORDERS                                       MabThera©                  

       2 CIRCULATORY DISORDER         DISORDER CIRCULATORY       22MAY2012\ 22MAY2012\  YES  Not                  90  1 

                                      SYSTEM\ CARDIOVASCULAR                22MAY2012        Reported\                  

                                      DISORDER\ CARDIAC                                      nicht                      

                                      DISORDERS                                              beurteilbar                

       3 CHILLS                       CHILLS\ CHILLS\ GENERAL    22MAY2012\ 22MAY2012\  YES  Not          Grad 1  90  1 

                                      DISORDERS AND                         22MAY2012        Reported\                  

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13235  4 PAIN                         PAIN\ PAIN\ GENERAL        22MAY2012\ 22MAY2012\  YES  Not          Grad 2  90  1 

                                      DISORDERS AND                         22MAY2012        Reported\                  

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

       5 FEVER                        FEVER\ PYREXIA\ GENERAL    22MAY2012\ 22MAY2012\  YES  Not          Grad 1  90  1 

                                      DISORDERS AND                         22MAY2012        Reported\                  

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

       6 VIRAL INFECTION              VIRAL INFECTION\ VIRAL     22MAY2012\ 22MAY2012\  YES  Not          Grad 2  90  1 

                                      INFECTION\ INFECTIONS                 22MAY2012        Reported\                  

                                      AND INFESTATIONS                                       unbekannt                  

       7 DRUG EXPOSURE DURING         DRUG EXPOSURE DURING      -\                       NO  Not                        

         PREGNANCY                    PREGNANCY\ EXPOSURE                                    Applicable\                

                                      DURING PREGNANCY\                                      -                          

                                      INJURY, POISONING AND                                                             

                                      PROCEDURAL COMPLICATIONS                                                          

       8 SPONTANEOUS ABORTION         SPONTANEOUS ABORTION\     -\                      YES  Not                        

                                      ABORTION SPONTANEOUS\                                  Reported\ -                

                                      PREGNANCY, PUERPERIUM                                                             

                                      AND PERINATAL CONDITIONS                                                          

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  1 Fieber\ systemische          FEVER\ PYREXIA\ GENERAL               21MAR2012\   NO  -\ MabThera© Grad 1 130  2 

         Antibiotika-Therapie         DISORDERS AND                         23MAR2012                                   

         erfolgt, aber nicht i.v.,    ADMINISTRATION SITE                                                               

         nur oral. Rituximab          CONDITIONS                                                                        

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

       2 über Monate anhaltende       BRONCHITIS\ BRONCHITIS\               21MAR2012\   NO  -\ MabThera©        130  2 

         chronische                   INFECTIONS AND                        23MAR2012                                   

         Sinusitis/Bronchitis mit     INFESTATIONS                                                                      

         Husten MRSA-Infektion                                                                                          

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  3 über Monate anhaltende       CHRONIC SINUSITIS\                    21MAR2012\   NO  -\ MabThera©        130  2 

         chronische                   CHRONIC SINUSITIS\                    23MAR2012                                   

         Sinusitis/Bronchitis mit     INFECTIONS AND                                                                    

         Husten MRSA-Infektion        INFESTATIONS                                                                      

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  4 über Monate anhaltende       INFECTION MRSA\                       21MAR2012\   NO  -\ MabThera© Grad 2 130  2 

         chronische                   STAPHYLOCOCCAL                        23MAR2012                                   

         Sinusitis/Bronchitis mit     INFECTION\ INFECTIONS                                                             

         Husten MRSA-Infektion        AND INFESTATIONS                                                                  

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  5 über Monate anhaltende       COUGH\ COUGH\                         21MAR2012\   NO  -\ MabThera©        130  2 

         chronische                   RESPIRATORY, THORACIC                 23MAR2012                                   

         Sinusitis/Bronchitis mit     AND MEDIASTINAL DISORDERS                                                         

         Husten MRSA-Infektion                                                                                          

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

       6 Dyspnoe\ systemische         DYSPNOEA\ DYSPNOEA\                   21MAR2012\   NO  -\ MabThera© Grad 1 130  2 

         Antibiotika-Therapie         RESPIRATORY, THORACIC                 23MAR2012                                   

         erfolgt, aber nicht i.v.,    AND MEDIASTINAL DISORDERS                                                         

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14569  1 NAUSEA                       NAUSEA\ NAUSEA\            04APR2013\ 04APR2013\   NO  Not          Grad 2  21  9 

                                      GASTROINTESTINAL                      25APR2013        Reported\                  

                                      DISORDERS                                              nicht                      

                                                                                             beurteilbar                

       2 INFECTION NOS                INFECTION NOS\             04APR2013\             YES  Not                        

                                      INFECTION\ INFECTIONS                                  Reported\ -                

                                      AND INFESTATIONS                                                                  

       3 Erkältung                    COLD\ NASOPHARYNGITIS\                04APR2013\   NO  -\ MabThera© Grad 1  21  9 

                                      INFECTIONS AND                        25APR2013                                   

                                      INFESTATIONS                                                                      

                                                                                                                        

14587  1 Bakterielle Infektion\       BACTERIAL INFECTION\                  17DEC2011\   NO  -\ MabThera© Grad 2  37  1 

         Bronchitis;                  BACTERIAL INFECTION\                  17JAN2012                                   

         Kausalzusammenhang mit       INFECTIONS AND                                                                    

         Mabthera: möglich            INFESTATIONS                                                                      

                                                                                                                        

14682  1 DISEASE PROGRESSION OF       PROGRESSION OF                        12DEC2011\  YES  Not                      3 

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      12DEC2011\  12DEC2011        Related\                   

                                      MALIGNANT NEOPLASM        10APR2012                    Tumor-Grunde               

                                      PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

16642  1 Moderates nächtliches        NIGHT SWEAT\ NIGHT                    15DEC2012\   NO  -\ nicht             21  9 

         Schwitzen ohne weitere       SWEATS\ SKIN AND                      09JAN2013        beurteilbar                

         körperliche Symptome.        SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

16661  1 Pilzinfektion                FUNGAL INFECTION\ FUNGAL              26MAR2012\   NO  -\ unbekannt Grad 2      2 

                                      INFECTION\ INFECTIONS                 26MAR2012                                   

                                      AND INFESTATIONS                                                                  

       2 Sonstige Infektion           INFECTION\ INFECTION\                 17DEC2012\   NO  -\ unbekannt Grad 1  57  7 

                                      INFECTIONS AND                        17DEC2012                                   

                                      INFESTATIONS                                                                      

       3 Rötung Hände                 REDNESS\ ERYTHEMA\ SKIN               17DEC2012\   NO  -\ unbekannt         57  7 

                                      AND SUBCUTANEOUS TISSUE               17DEC2012                                   

                                      DISORDERS                                                                         

                                                                                                                        

17224  1 Schwindel zeitweise          LIGHT HEADEDNESS\                     13DEC2012\   NO  -\ unbekannt         70  4 

         auftrentend                  DIZZINESS\ NERVOUS                    21FEB2013                                   

                                      SYSTEM DISORDERS                                                                  

       2 Schwindel                    LIGHT HEADEDNESS\                     19APR2013\   NO  -\ unbekannt         73  7 

                                      DIZZINESS\ NERVOUS                    19JUN2013                                   

                                      SYSTEM DISORDERS                                                                  

       3 Sensibilitätsstörung Finger  SENSORY DISTURBANCE\                  19APR2013\   NO  -\ MabThera©             7 

                                      SENSORY DISTURBANCE\                  19JUN2013                                   

                                      NERVOUS SYSTEM DISORDERS                                                          

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

17224  4 Nagelveränderungen           NAIL CHANGES\ NAIL                    19APR2013\   NO  -\ MabThera©             7 

                                      DISORDER\ SKIN AND                    19JUN2013                                   

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

17284  1 PAIN IN THE RIGHT UPPER      RIGHT UPPER QUADRANT       16JUL2012\ 16JUL2012\  YES  Related\              4  6 

         ABDOMEN                      PAIN\ ABDOMINAL PAIN                  30AUG2012        nicht                      

                                      UPPER\ GASTROINTESTINAL                                beurteilbar                

                                      DISORDERS                                                                         

       2 BRONCHIOLITICS LUNG CHANGES  BRONCHIOLITIS\             15OCT2012\ 15OCT2012\  YES  Not                  17  8 

         (BRONCHIOLITIS)              BRONCHIOLITIS\                        08MAY2013        Related\                   

                                      INFECTIONS AND                                         nicht                      

                                      INFESTATIONS                                           beurteilbar                

       3 INCREASED LIVER ENZYME       RAISED LIVER ENZYMES\      16JUL2012\ 16JUL2012\  YES  Related\              4  6 

         VALUES                       HEPATIC ENZYME                        30AUG2012        nicht                      

                                      INCREASED\ INVESTIGATIONS                              beurteilbar                

       4 INFILTRATIVE LUNG CHANGES    LUNG INFILTRATION\ LUNG    15OCT2012\ 15OCT2012\  YES  Not                  17  8 

                                      INFILTRATION\                         08MAY2013        Related\                   

                                      RESPIRATORY, THORACIC                                  nicht                      

                                      AND MEDIASTINAL DISORDERS                              beurteilbar                

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

17732  1 Fieber                       FEVER\ PYREXIA\ GENERAL               08DEC2012\   NO  -\ MabThera© Grad 2      4 

                                      DISORDERS AND                         10DEC2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 Fieber\ Protrahierter        FEVER\ PYREXIA\ GENERAL               -\           NO  -\ MabThera© Grad 2   7  5 

         pulmonaler Infekt.           DISORDERS AND                         02APR2013                                   

         Bronchitische Veränderungen  ADMINISTRATION SITE                                                               

         über beiden Lungen,          CONDITIONS                                                                        

         Nachweis von Infiltraten.                                                                                      

         Spastik, Husten mit so gut                                                                                     

         wie keinem Auswurf.                                                                                            

         Bildgebend kein                                                                                                

         ausreichender Befund für                                                                                       

         eine Pneumocystis                                                                                              

         carinii-Infektion, jedoch                                                                                      

         rasche Besserun                                                                                                

       3 Bakterielle Infektion        BACTERIAL INFECTION\                  08DEC2012\   NO  -\ MabThera© Grad 3      4 

                                      BACTERIAL INFECTION\                  10DEC2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       4 PULMONARY INFECTION          LUNG INFECTION\ LUNG      -\                      YES  Not                        

                                      INFECTION\ INFECTIONS                                  Reported\ -                

                                      AND INFESTATIONS                                                                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

17732  5 Husten, pulmonal basal       BREATH SOUNDS ABNORMAL\               08DEC2012\   NO  -\ MabThera©             4 

         Knarren und Brummen          BREATH SOUNDS ABNORMAL\               10DEC2012                                   

                                      INVESTIGATIONS                                                                    

       6 Husten, pulmonal basal       COUGH\ COUGH\                         08DEC2012\   NO  -\ MabThera©             4 

         Knarren und Brummen          RESPIRATORY, THORACIC                 10DEC2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

       7 BRONCHITIC MODIFICATION OF   LUNG DISORDER\ LUNG       -\                      YES  Not                        

         BOTH LUNGS (LUNG DISORDER)   DISORDER\ RESPIRATORY,                                 Reported\ -                

                                      THORACIC AND MEDIASTINAL                                                          

                                      DISORDERS                                                                         

       8 PULMONARY INFILTRATES        PULMONARY INFILTRATION\   -\                      YES  Not                        

                                      LUNG INFILTRATION\                                     Reported\ -                

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

17761  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\               30JUL2012\  YES  Related\                 4 

                                      DEATH\ GENERAL DISORDERS  30JUL2012\  14NOV2012        nicht                      

                                      AND ADMINISTRATION SITE   30JUL2012                    beurteilbar                

                                      CONDITIONS                                                                        

                                                                                                                        

18361  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               19APR2013\   NO  -\ MabThera© Grad 3   6  6 

                                      BLOOD AND LYMPHATIC                   19APR2013                                   

                                      SYSTEM DISORDERS                                                                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18361  2 Akute Neutropenie            NEUTROPENIA\                          19APR2013\   NO  -\ MabThera© Grad 4   6  6 

                                      NEUTROPENIA\ BLOOD AND                19APR2013                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       3 Schwindel, Schwächegefühl,   DEBILITY\ ASTHENIA\                   19APR2013\   NO  -\ MabThera©          6  6 

         Gewichtsverlust              GENERAL DISORDERS AND                 19APR2013                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Fieber                       FEVER\ PYREXIA\ GENERAL               19APR2013\   NO  -\ MabThera© Grad 1   6  6 

                                      DISORDERS AND                         19APR2013                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       5 Schwindel, Schwächegefühl,   LOSS OF WEIGHT\ WEIGHT                19APR2013\   NO  -\ MabThera©          6  6 

         Gewichtsverlust              DECREASED\ INVESTIGATIONS             19APR2013                                   

       6 Schwindel, Schwächegefühl,   LIGHT HEADEDNESS\                     19APR2013\   NO  -\ MabThera©          6  6 

         Gewichtsverlust              DIZZINESS\ NERVOUS                    19APR2013                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

18981  1 HEART INSUFFICIENCY          HEART INSUFFICIENCY\      -\                      YES  Not                        

                                      CARDIAC FAILURE\ CARDIAC                               Reported\ -                

                                      DISORDERS                                                                         

       2 CORONARY HEART DISEASE       CORONARY HEART DISEASE\    30APR2012\             YES  Not                        

                                      CORONARY ARTERY DISEASE\                               Related\ -                 

                                      CARDIAC DISORDERS                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 04.sas, executed on 01JUN2015 at 10:34                                                 Page  49 of 114



Page 100 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18981  3 -\ 4-monatige Pause          MUCOSITIS\ MUCOSAL                    24MAY2012\   NO  -\           Grad 2 120  1 

         zwischen dem 1. und 2.       INFLAMMATION\ GENERAL                 24MAY2012                                   

         Zyklus, da Anlage einer      DISORDERS AND                                                                     

         Stentanlage bei KHK,         ADMINISTRATION SITE                                                               

         Herzinsuffizienz Mukositis   CONDITIONS                                                                        

         Grad I-II                                                                                                      

       4 DYSPNOEA\ Dysnoe aufgrund    DYSPNOEA\ DYSPNOEA\        30APR2012\ 30APR2012\  YES  Related\     Grad 3  12  1 

         einer KHK, KH-Aufnahme,      RESPIRATORY, THORACIC                 10MAY2012        unbekannt                  

         stationär Stentanlage        AND MEDIASTINAL DISORDERS                                                         

         am24.5.12, danach deutliche                                                                                    

         Besserung                                                                                                      

                                                                                                                        

19096  1 NIGHT SWEAT INCREASED        NIGHT SWEAT\ NIGHT         12JUN2012\ 12JUN2012\   NO  Related\             64  2 

                                      SWEATS\ SKIN AND                      19JUN2012        nicht                      

                                      SUBCUTANEOUS TISSUE                                    beurteilbar                

                                      DISORDERS                                                                         

                                                                                                                        

19303  1 LUNG METASTASES              LUNG METASTASES\           20AUG2012\ 20AUG2012\  YES  Not                   1  4 

                                      METASTASES TO LUNG\                   20AUG2012        Related\                   

                                      NEOPLASMS BENIGN,                                      Tumor-Grunde               

                                      MALIGNANT AND                                          rkrankung                  

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

20566  1 Zoster                       HERPES ZOSTER\ HERPES                 06MAR2012\   NO  -\ nicht     Grad 2  14  1 

                                      ZOSTER\ INFECTIONS AND                08MAR2012        beurteilbar                

                                      INFESTATIONS                                                                      

       2 Thrombose der V. sublavia    SUBCLAVIAN VEIN                       13FEB2013\   NO  -\ nicht             30  7 

         rechts und v. basilica       THROMBOSIS\ SUBCLAVIAN                19FEB2013        beurteilbar                

         rechts nach                  VEIN THROMBOSIS\                                                                  

         PORT-Implantation am         VASCULAR DISORDERS                                                                

         05.02.2013                                                                                                     

       3 Thrombose der V. sublavia    THROMBOSIS VENOUS ARM\                13FEB2013\   NO  -\ nicht             30  7 

         rechts und v. basilica       VENOUS THROMBOSIS LIMB\               19FEB2013        beurteilbar                

         rechts nach                  VASCULAR DISORDERS                                                                

         PORT-Implantation am                                                                                           

         05.02.2013                                                                                                     

                                                                                                                        

21521  1 Allergische Reaktion\        ALLERGIC REACTION\                    15DEC2012\   NO  -\ nicht     Grad 1  56  8 

         Kontaktallergie an den       HYPERSENSITIVITY\ IMMUNE              03JAN2013        beurteilbar                

         Unterarmen                   SYSTEM DISORDERS                                                                  

       2 Hämoglobin decreased         HAEMOGLOBIN DECREASED\                08DEC2012\   NO  -\ unbekannt         56  1 

                                      HAEMOGLOBIN DECREASED\                08DEC2011                                   

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

22622  1 Späte Neutropenie            LATE ONSET NEUTROPENIA\               25FEB2013\   NO  -\ MabThera© Grad 2      6 

                                      NEUTROPENIA\ BLOOD AND                25FEB2013                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       2 Fatigue                      FATIGUE\ FATIGUE\                     19JUN2012\   NO  -\                       2 

                                      GENERAL DISORDERS AND                 21JUN2012        Tumor-Grunde               

                                      ADMINISTRATION SITE                                    rkrankung                  

                                      CONDITIONS                                                                        

       3 Infektion oberer Luftwege    UPPER RESPIRATORY TRACT               29OCT2012\   NO  -\ unbekannt Grad 1      5 

                                      INFECTION\ UPPER                      07FEB2013                                   

                                      RESPIRATORY TRACT                                                                 

                                      INFECTION\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

       4 Nachtschweiß                 NIGHT SWEAT\ NIGHT                    03SEP2012\   NO  -\                         

                                      SWEATS\ SKIN AND                                                                  

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

22718  1 Vertigo                      VERTIGO\ VERTIGO\ EAR                 01OCT2013\   NO  -\ unbekannt            12 

                                      AND LABYRINTH DISORDERS               11OCT2013                                   

       2 Tremor Arme                  TREMOR\ TREMOR\ NERVOUS               14AUG2013\   NO  -\ unbekannt            12 

                                      SYSTEM DISORDERS                      01AUG2013                                   

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

22881  1 Virusinfektion               VIRAL INFECTION\ VIRAL                05JUN2012\   NO  -\ MabThera© Grad 2  54  7 

                                      INFECTION\ INFECTIONS                 27JUL2012                                   

                                      AND INFESTATIONS                                                                  

                                                                                                                        

23133  1 Diarrhoe\ Nach initial 12kg  DIARRHOEA\ DIARRHOEA\                 08MAR2012\   NO  -\ unbekannt Grad 1      1 

         Gewichtsverlust jetzt        GASTROINTESTINAL                      09MAY2012                                   

         wieder Zunahme               DISORDERS                                                                         

       2 Übelkeit\ Nach initial 12kg  NAUSEA\ NAUSEA\                       08MAR2012\   NO  -\ unbekannt Grad 1      1 

         Gewichtsverlust jetzt        GASTROINTESTINAL                      09MAY2012                                   

         wieder Zunahme               DISORDERS                                                                         

       3 Sturz mit Comotio            COMMOTIO CEREBRI\                     24JAN2013\   NO  -\                         

                                      CONCUSSION\ INJURY,                                                               

                                      POISONING AND PROCEDURAL                                                          

                                      COMPLICATIONS                                                                     

       4 Sturz mit Comotio            FALL\ FALL\ INJURY,                   24JAN2013\   NO  -\                         

                                      POISONING AND PROCEDURAL                                                          

                                      COMPLICATIONS                                                                     

       5 Gewichtsverlust von 12 kg\   LOSS OF WEIGHT\ WEIGHT                08MAR2012\   NO  -\ unbekannt             1 

         Nach initial 12kg            DECREASED\ INVESTIGATIONS             09MAY2012                                   

         Gewichtsverlust jetzt                                                                                          

         wieder Zunahme                                                                                                 

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

23973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    22JAN2013\ 22JAN2013\  YES  Related\     Grad 2      9 

                                      BLOOD AND LYMPHATIC                   25JAN2013        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 BILATERAL PNEUMONIA          BILATERAL PNEUMONIA\       22JAN2013\ 22JAN2013\  YES  Related\                 9 

                                      PNEUMONIA\ INFECTIONS                 25JAN2013        MabThera©                  

                                      AND INFESTATIONS                                                                  

                                                                                                                        

24049  1 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 01MAY2013\   NO  -\           Grad 1 251  6 

                                      GASTROINTESTINAL                      06MAY2013        Tumor-Grunde               

                                      DISORDERS                                              rkrankung                  

       2 Infekt                       INFECTION\ INFECTION\                 22OCT2012\   NO  -\ unbekannt Grad 1  21  3 

                                      INFECTIONS AND                        29OCT2012                                   

                                      INFESTATIONS                                                                      

                                                                                                                        

24064  1 HIGH MALIGNANT NHL           NON-HODGKIN'S LYMPHOMA\    09NOV2012\ 09NOV2012\   NO  Not                      5 

                                      NON-HODGKIN'S LYMPHOMA\               22JAN2013        Reported\                  

                                      NEOPLASMS BENIGN,                                      Tumor-Grunde               

                                      MALIGNANT AND                                          rkrankung                  

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

24064  2 Neuerkrankung: Nierentumor   KIDNEY CANCER\ RENAL                  09NOV2012\   NO  -\ unbekannt             5 

         zum Psoas links              CANCER\ NEOPLASMS                     07JAN2013                                   

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       3 HEMATOMA NEAR PSOAS MUSCLE   HEMATOMA\ HAEMATOMA\       09NOV2012\             YES  Not                        

                                      VASCULAR DISORDERS                                     Reported\ -                
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Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  1 NEUTROPENIC FEVER\ Bei der   NEUTROPENIC FEVER\         07JUN2010\ 07JUN2010\  YES  Not          Grad 4  15  2 

         Patient liegt ein            FEBRILE NEUTROPENIA\                  16NOV2011        Reported\                  

         kombinierter Immundefekt     BLOOD AND LYMPHATIC                                    nicht                      

         bei Z.n. Chemotherapie,      SYSTEM DISORDERS                                       beurteilbar                

         Therapie mit Rituximab und                                                                                     

         im Rahmen der                                                                                                  

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       2 LEUKOPENIA\ Bei der Patient  LEUKOPENIA\ LEUKOPENIA\    07JUN2010\ 07JUN2010\  YES  Related\     Grad 4  15  2 

         liegt ein kombinierter       BLOOD AND LYMPHATIC                   16NOV2011        nicht                      

         Immundefekt bei Z.n.         SYSTEM DISORDERS                                       beurteilbar                

         Chemotherapie, Therapie mit                                                                                    

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  3 Leukopenie\ Es bestand der   LEUKOPENIA\ LEUKOPENIA\               14MAY2010\   NO  -\ nicht     Grad 2   4  2 

         V.a. eine abgelaufene        BLOOD AND LYMPHATIC                   16NOV2011        beurteilbar                

         Pneumonie, aus diesem        SYSTEM DISORDERS                                                                  

         Grunde erfolgte zur                                                                                            

         Abklärung eine stationäre                                                                                      

         Aufnahme. Hier erfolgte                                                                                        

         eine CT des Thorax und eine                                                                                    

         Bronchoskopie.                                                                                                 

       4 DIARRHOEA\ Bei der Patient   DIARRHOEA\ DIARRHOEA\      07JUN2010\ 07JUN2010\  YES  Related\     Grad 3  15  2 

         liegt ein kombinierter       GASTROINTESTINAL                      16NOV2011        nicht                      

         Immundefekt bei Z.n.         DISORDERS                                              beurteilbar                

         Chemotherapie, Therapie mit                                                                                    

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  5 FEVER\ Bei der Patient       FEVER\ PYREXIA\ GENERAL    07JUN2010\ 07JUN2010\  YES  Not          Grad 1  15  2 

         liegt ein kombinierter       DISORDERS AND                         16NOV2011        Reported\                  

         Immundefekt bei Z.n.         ADMINISTRATION SITE                                    nicht                      

         Chemotherapie, Therapie mit  CONDITIONS                                             beurteilbar                

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       6 ATYPICAL PNEUMONIA           ATYPICAL PNEUMONIA\        01MAY2010\             YES  Not                        

                                      ATYPICAL PNEUMONIA\                                    Reported\ -                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       7 Bakterielle Infektion\ Es    BACTERIAL INFECTION\                  14MAY2010\   NO  -\ nicht     Grad 2   4  2 

         bestand der V.a. eine        BACTERIAL INFECTION\                  16NOV2011        beurteilbar                

         abgelaufene Pneumonie, aus   INFECTIONS AND                                                                    

         diesem Grunde erfolgte zur   INFESTATIONS                                                                      

         Abklärung eine stationäre                                                                                      

         Aufnahme. Hier erfolgte                                                                                        

         eine CT des Thorax und eine                                                                                    

         Bronchoskopie.                                                                                                 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 04.sas, executed on 01JUN2015 at 10:34                                                 Page  58 of 114



Page 109 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  8 Bakterielle Infektion\ Bei   BACTERIAL INFECTION\                  07JUN2010\   NO  -\ nicht     Grad 4  15  2 

         der Patient liegt ein        BACTERIAL INFECTION\                  16NOV2011        beurteilbar                

         kombinierter Immundefekt     INFECTIONS AND                                                                    

         bei Z.n. Chemotherapie,      INFESTATIONS                                                                      

         Therapie mit Rituximab und                                                                                     

         im Rahmen der                                                                                                  

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       9 GASTROENTERITIS              GASTROENTERITIS\          -\                      YES  Related\ -                 

                                      GASTROENTERITIS\                                                                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      10 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      07JUN2010\             YES  Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      11 SEPSIS                       SEPSIS\ SEPSIS\            08JUN2010\             YES  Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637 12 URINARY TRACT INFECTION      URINARY TRACT INFECTION\   01MAY2010\ 17MAY2010\  YES  Not          Grad 1      2 

                                      URINARY TRACT INFECTION\              15NOV2011        Reported\                  

                                      INFECTIONS AND                                         nicht                      

                                      INFESTATIONS                                           beurteilbar                

      13 Husten                       COUGH\ COUGH\                         17DEC2010\   NO  -\ unbekannt             1 

                                      RESPIRATORY, THORACIC                 15NOV2011                                   

                                      AND MEDIASTINAL DISORDERS                                                         

      14 Teilweise produktiver        PRODUCTIVE COUGH\                     14MAY2010\   NO  -\ nicht              4  2 

         Husten\ Es bestand der V.a.  PRODUCTIVE COUGH\                     16NOV2011        beurteilbar                

         eine abgelaufene Pneumonie,  RESPIRATORY, THORACIC                                                             

         aus diesem Grunde erfolgte   AND MEDIASTINAL DISORDERS                                                         

         zur Abklärung eine                                                                                             

         stationäre Aufnahme. Hier                                                                                      

         erfolgte eine CT des Thorax                                                                                    

         und eine Bronchoskopie.                                                                                        
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637 15 Husten, Auswurf\ Bei der     PRODUCTIVE COUGH\                     07JUN2010\   NO  -\ nicht             15  2 

         Patient liegt ein            PRODUCTIVE COUGH\                     16NOV2011        beurteilbar                

         kombinierter Immundefekt     RESPIRATORY, THORACIC                                                             

         bei Z.n. Chemotherapie,      AND MEDIASTINAL DISORDERS                                                         

         Therapie mit Rituximab und                                                                                     

         im Rahmen der                                                                                                  

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

      16 HYPOTENSION\ Bei der         HYPOTENSION\               07JUN2010\ 07JUN2010\  YES  Not          Grad 4  15  2 

         Patient liegt ein            HYPOTENSION\ VASCULAR                 16NOV2011        Reported\                  

         kombinierter Immundefekt     DISORDERS                                              nicht                      

         bei Z.n. Chemotherapie,                                                             beurteilbar                

         Therapie mit Rituximab und                                                                                     

         im Rahmen der                                                                                                  

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  752  1 PREGNANCY                    PREGNANCY\ PREGNANCY\     -\                       NO  Not                        

                                      PREGNANCY, PUERPERIUM                                  Applicable\                

                                      AND PERINATAL CONDITIONS                               -                          

                                                                                                                        

  829  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22OCT2010\   NO  -\ unbekannt Grad 2   4  4 

                                      BLOOD AND LYMPHATIC                   22OCT2010                                   

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               18OCT2011\   NO  -\ sonstige  Grad 2   1  7 

                                      BLOOD AND LYMPHATIC                   06MAR2012        Tumorbehandl               

                                      SYSTEM DISORDERS                                       ung                        

                                                                                                                        

  973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    01SEP2011\ 01SEP2011\  YES  Related\     Grad 2      5 

                                      BLOOD AND LYMPHATIC                   01SEP2011        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               15JUL2010\   NO  -\ unbekannt Grad 2   7  1 

                                      BLOOD AND LYMPHATIC                   15JUL2010                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               21OCT2010\   NO  -\ unbekannt Grad 2   1  3 

                                      BLOOD AND LYMPHATIC                   21OCT2010                                   

                                      SYSTEM DISORDERS                                                                  

       4 LATE NEUTROPENIA             NEUTROPENIA\               01SEP2011\ 01SEP2011\  YES  Related\     Grad 2      5 

                                      NEUTROPENIA\ BLOOD AND                01SEP2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  973  5 Akute Neutropenie            NEUTROPENIA\                          29DEC2011\   NO  -\ MabThera© Grad 4   6  6 

                                      NEUTROPENIA\ BLOOD AND                29DEC2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 Akute Neutropenie            NEUTROPENIA\                          04JAN2012\   NO  -\ MabThera© Grad 3      6 

                                      NEUTROPENIA\ BLOOD AND                04JAN2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       7 Späte Neutropenie            LATE ONSET NEUTROPENIA\               15JUL2010\   NO  -\ unbekannt Grad 3   7  1 

                                      NEUTROPENIA\ BLOOD AND                15JUL2010                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       8 Späte Neutropenie            LATE ONSET NEUTROPENIA\               21OCT2010\   NO  -\ unbekannt Grad 3   1  3 

                                      NEUTROPENIA\ BLOOD AND                21OCT2010                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       9 GASTRITIS                    GASTRITIS\ GASTRITIS\      16AUG2011\ 16AUG2011\  YES  Related\              4  5 

                                      GASTROINTESTINAL                      06SEP2011        unbekannt                  

                                      DISORDERS                                                                         

      10 PAIN                         PAIN\ PAIN\ GENERAL        22SEP2011\ 22SEP2011\  YES  Not          Grad 3   8  7 

                                      DISORDERS AND                         07DEC2011        Related\                   

                                      ADMINISTRATION SITE                                    nicht                      

                                      CONDITIONS                                             beurteilbar                

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  973 11 Hepatose,                    DRUG-INDUCED                          22SEP2011\   NO  -\ sonstige           8  7 

         medikamentöser-toxischer     HEPATOTOXICITY\                       07DEC2011        Tumorbehandl               

         Leberschaden bei             DRUG-INDUCED LIVER                                     ung                        

         Transfusion von EK´s im      INJURY\ HEPATOBILIARY                                                             

         Rahmen der Chemotherapie     DISORDERS                                                                         

         vor 4 Jahren                                                                                                   

      12 HEPATOSIS                    HEPATOSIS\ LIVER           22SEP2011\ 22SEP2011\  YES  Not                   8  7 

                                      DISORDER\ HEPATOBILIARY               07DEC2011        Related\                   

                                      DISORDERS                                              sonstige                   

                                                                                             Tumorbehandl               

                                                                                             ung                        

      13 LIVER VALUES ELEVATED(LIVER  RAISED LIVER FUNCTION      19MAY2011\ 19MAY2011\  YES  Related\     Grad 2      5 

         FUNCTION TEST ABNORMAL)      TESTS\ LIVER FUNCTION                 19MAY2011        unbekannt                  

                                      TEST ABNORMAL\                                                                    

                                      INVESTIGATIONS                                                                    

      14 Systemische Hauterkrankungen SKIN DISORDER\ SKIN                   22JUL2010\   NO  -\ unbekannt Grad 2      1 

                                      DISORDER\ SKIN AND                    22JUL2010                                   

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1001  1 Schüttelfrost\               CHILLS\ CHILLS\ GENERAL               25FEB2010\   NO  -\ MabThera© Grad 1   1  1 

         Schütttelfrost und           DISORDERS AND                         25MAY2010                                   

         Schmerzen traten nach        ADMINISTRATION SITE                                                               

         halber Gabe der              CONDITIONS                                                                        

         Chemotherapie mit MabThera                                                                                     

         auf.                                                                                                           

       2 UNKNOWN CAUSE OF DEATH       UNKNOWN CAUSE OF DEATH\                           YES  Unknown\ -                 

                                      DEATH\ GENERAL DISORDERS  03MAY2010\                                              

                                      AND ADMINISTRATION SITE   03MAY2010                                               

                                      CONDITIONS                                                                        

       3 Schmerzen\ Schütttelfrost    PAIN\ PAIN\ GENERAL                   25FEB2010\   NO  -\ MabThera© Grad 2   1  1 

         und Schmerzen traten nach    DISORDERS AND                         25MAY2010                                   

         halber Gabe der              ADMINISTRATION SITE                                                               

         Chemotherapie mit MabThera   CONDITIONS                                                                        

         auf.                                                                                                           

                                                                                                                        

 1009  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      1 

                                      BLOOD AND LYMPHATIC                   22FEB2010                                   

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      3 

                                      BLOOD AND LYMPHATIC                   09NOV2010                                   

                                      SYSTEM DISORDERS                                                                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1009  3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      2 

                                      BLOOD AND LYMPHATIC                   15JUN2010                                   

                                      SYSTEM DISORDERS                                                                  

       4 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      4 

                                      BLOOD AND LYMPHATIC                   16NOV2010                                   

                                      SYSTEM DISORDERS                                                                  

       5 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      5 

                                      BLOOD AND LYMPHATIC                   30MAR2011                                   

                                      SYSTEM DISORDERS                                                                  

       6 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      6 

                                      BLOOD AND LYMPHATIC                   03JUN2011                                   

                                      SYSTEM DISORDERS                                                                  

       7 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               29NOV2010\   NO  -\ MabThera© Grad 3      6 

                                      BLOOD AND LYMPHATIC                   18AUG2011                                   

                                      SYSTEM DISORDERS                                                                  

       8 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      7 

                                      BLOOD AND LYMPHATIC                   17NOV2011                                   

                                      SYSTEM DISORDERS                                                                  

       9 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      8 

                                      BLOOD AND LYMPHATIC                   14FEB2012                                   

                                      SYSTEM DISORDERS                                                                  

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1009 10 Akute Neutropenie            NEUTROPENIA\                          09NOV2010\   NO  -\ MabThera© Grad 3      3 

                                      NEUTROPENIA\ BLOOD AND                09NOV2010                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

      11 Akute Neutropenie            NEUTROPENIA\                          09NOV2010\   NO  -\ MabThera© Grad 3      4 

                                      NEUTROPENIA\ BLOOD AND                16NOV2010                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

      12 Akute Neutropenie            NEUTROPENIA\                          29NOV2010\   NO  -\ MabThera© Grad 4      6 

                                      NEUTROPENIA\ BLOOD AND                18AUG2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

      13 Akute Neutropenie            NEUTROPENIA\                          09NOV2010\   NO  -\ MabThera© Grad 4      7 

                                      NEUTROPENIA\ BLOOD AND                17NOV2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

                                                                                                                        

 1028  1 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 25MAY2010\   NO  -\ MabThera© Grad 1   3  1 

                                      GASTROINTESTINAL                      25MAY2010                                   

                                      DISORDERS                                                                         

       2 Schwindel und Müdigkeit für  TIREDNESS\ FATIGUE\                   25MAY2010\   NO  -\ nicht              3  1 

         3 Tage.                      GENERAL DISORDERS AND                 25MAY2010        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1028  3 Schwindel und Müdigkeit für  LIGHT HEADEDNESS\                     25MAY2010\   NO  -\ nicht              3  1 

         3 Tage.                      DIZZINESS\ NERVOUS                    25MAY2010        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 1038  1 INCREASED CANCER ANTIGEN     CANCER ANTIGEN 15-3       -\                      YES  Not                        

         15-3                         INCREASED\ CARBOHYDRATE                                Related\ -                 

                                      ANTIGEN 15-3 INCREASED\                                                           

                                      INVESTIGATIONS                                                                    

       2 PLEURAL EFFUSION             PLEURAL EFFUSION\          14SEP2011\ 14SEP2011\  YES  Not                   8  6 

                                      PLEURAL EFFUSION\                     07DEC2011        Reported\                  

                                      RESPIRATORY, THORACIC                                  Tumor-Grunde               

                                      AND MEDIASTINAL DISORDERS                              rkrankung                  

       3 Pleuraerguss                 PLEURAL EFFUSION\                     23JUN2011\   NO  -\                   49  5 

                                      PLEURAL EFFUSION\                     23JUN2011        Tumor-Grunde               

                                      RESPIRATORY, THORACIC                                  rkrankung                  

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 1069  1 ANAL ABSCESS                 ANAL ABSCESS\ ANAL         01JUN2010\ 01JUN2010\  YES  Related\                 1 

                                      ABSCESS\ INFECTIONS AND               01JUL2010        unbekannt                  

                                      INFESTATIONS                                                                      

       2 deutliche verschlchterung    PSORIASIS\ PSORIASIS\                 01MAY2010\   NO  -\ MabThera© Grad 3      1 

         der Psoriasis                SKIN AND SUBCUTANEOUS                 01MAY2010                                   

                                      TISSUE DISORDERS                                                                  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1095  1 METASTATIC BREAST CANCER     METASTATIC BREAST         -\                      YES  Not                        

                                      CANCER\ BREAST CANCER                                  Reported\ -                

                                      METASTATIC\ NEOPLASMS                                                             

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 1097  1 SECONDARY AML (UNK           ILL-DEFINED DISORDER\     -\                      YES  Not                        

         DIAGNOSIS)                   ILL-DEFINED DISORDER\                                  Related\ -                 

                                      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 1100  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               02DEC2009\   NO  -\ MabThera© Grad 2  28  3 

                                      BLOOD AND LYMPHATIC                   14DEC2011                                   

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               28APR2010\   NO  -\ MabThera© Grad 1 177  6 

                                      BLOOD AND LYMPHATIC                   28APR2010                                   

                                      SYSTEM DISORDERS                                                                  

       3 Thrombopenie                 THROMBOPENIA\                         09MAR2012\   NO  -\ MabThera© Grad 1     14 

                                      THROMBOCYTOPENIA\ BLOOD               12MAR2012                                   

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 04.sas, executed on 01JUN2015 at 10:34                                                 Page  69 of 114



Page 120 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1100  4 Bakterielle Infektion        BACTERIAL INFECTION\                  16DEC2011\   NO  -\ MabThera© Grad 2     13 

                                      BACTERIAL INFECTION\                  16DEC2011                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       5 Gewichtsabnahme              LOSS OF WEIGHT\ WEIGHT                27JAN2010\   NO  -\ nicht     Grad 1      5 

                                      DECREASED\ INVESTIGATIONS             27JAN2010        beurteilbar                

                                                                                                                        

 1148  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               05MAY2010\   NO  -\ nicht     Grad 1  57  1 

                                      BLOOD AND LYMPHATIC                   05MAY2010        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

       2 Schwellung im Beriech des    ABDOMINAL DISTENSION\                 30JUN2010\   NO  -\ unbekannt             2 

         Bauches nach dem Essen\      ABDOMINAL DISTENSION\                 30JUN2010                                   

         Behandlung mit einem         GASTROINTESTINAL                                                                  

         Diurektikum alle 3 Tage,     DISORDERS                                                                         

         dann besser                                                                                                    

                                                                                                                        

 1168  1 IMMUNODEFICIENCY             IMMUNODEFICIENCY\         -\                      YES  Not                        

                                      IMMUNODEFICIENCY\ IMMUNE                               Reported\ -                

                                      SYSTEM DISORDERS                                                                  

       2 DECREASED B LYMPHOCYTES      B-LYMPHOCYTE COUNT        -\                      YES  Not                        

                                      DECREASED\ B-LYMPHOCYTE                                Reported\ -                

                                      COUNT DECREASED\                                                                  

                                      INVESTIGATIONS                                                                    

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1204  1 DIARRHOEA                    DIARRHOEA\ DIARRHOEA\      02NOV2011\ 02NOV2011\  YES  Not          Grad 1      6 

                                      GASTROINTESTINAL                      08NOV2011        Related\                   

                                      DISORDERS                                              nicht                      

                                                                                             beurteilbar                

       2 SEPSIS                       SEPSIS\ SEPSIS\           -\                      YES  Not                        

                                      INFECTIONS AND                                         Reported\ -                

                                      INFESTATIONS                                                                      

                                                                                                                        

 1351  1 Schwäche, Appetitlosigkeit,  WEAKNESS\ ASTHENIA\                   01FEB2012\   NO  -\ MabThera©         21  8 

         starker Juckreiz gesamter    GENERAL DISORDERS AND                 13MAR2012                                   

         Körper                       ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 Schwäche, Appetitlosigkeit,  APPETITE ABSENT\                      01FEB2012\   NO  -\ MabThera©         21  8 

         starker Juckreiz gesamter    DECREASED APPETITE\                   13MAR2012                                   

         Körper                       METABOLISM AND NUTRITION                                                          

                                      DISORDERS                                                                         

       3 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   01FEB2012\   NO  -\ MabThera© Grad 2  21  8 

                                      RESPIRATORY, THORACIC                 13MAR2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

       4 Schwäche, Appetitlosigkeit,  PRURITUS GENERALISED\                 01FEB2012\   NO  -\ MabThera©         21  8 

         starker Juckreiz gesamter    PRURITUS GENERALISED\                 13MAR2012                                   

         Körper                       SKIN AND SUBCUTANEOUS                                                             

                                      TISSUE DISORDERS                                                                  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1500  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               25OCT2010\   NO  -\ nicht     Grad 2      5 

                                      BLOOD AND LYMPHATIC                   25OCT2010        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 1528  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    26JUL2010\ 26JUL2010\  YES  Related\     Grad 3  20  1 

                                      BLOOD AND LYMPHATIC                   03NOV2010        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 LATE NEUTROPENIA             NEUTROPENIA\               17JUL2010\ 17JUL2010\  YES  Related\     Grad 3  32  1 

                                      NEUTROPENIA\ BLOOD AND                03NOV2010        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       3 THROMBOPENIA                 THROMBOPENIA\              17JUL2010\ 17JUL2010\   NO  Related\     Grad 1  32  1 

                                      THROMBOCYTOPENIA\ BLOOD               03NOV2010        MabThera©                  

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       4 PAIN                         PAIN\ PAIN\ GENERAL        17JUL2010\ 17JUL2010\  YES  Related\     Grad 2  32  1 

                                      DISORDERS AND                         03NOV2010        nicht                      

                                      ADMINISTRATION SITE                                    beurteilbar                

                                      CONDITIONS                                                                        

       5 BACTERIAL INFECTION          BACTERIAL INFECTION\       17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      BACTERIAL INFECTION\                  03NOV2010        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1528  6 VIRAL INFECTION              VIRAL INFECTION\ VIRAL     17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      INFECTION\ INFECTIONS                 03NOV2010        MabThera©                  

                                      AND INFESTATIONS                                                                  

       7 HYPOKALAEMIA                 HYPOKALAEMIA\              17JUL2010\             YES  Related\ -                 

                                      HYPOKALAEMIA\ METABOLISM                                                          

                                      AND NUTRITION DISORDERS                                                           

       8 DYSPNOEA                     DYSPNOEA\ DYSPNOEA\        17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      RESPIRATORY, THORACIC                 03NOV2010        MabThera©                  

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 1554  1 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Related\ -                 

                                      INFECTIONS AND            10JUL2010                                               

                                      INFESTATIONS                                                                      

       2 SEPSIS\ Pat. ist in KH       SEPSIS\ SEPSIS\                       29MAY2010\  YES  Not                  30  1 

         verstorben, nach             INFECTIONS AND            29MAY2010\  13JUL2010        Related\                   

         telephonische Auskunft an    INFESTATIONS              10JUL2010                    nicht                      

         einer Sepsis. Detailierte                                                           beurteilbar                

         Info liegt nicht vor.                                                                                          

                                                                                                                        

 1698  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               03JAN2011\   NO  -\ MabThera© Grad 1   7  2 

                                      BLOOD AND LYMPHATIC                   10JAN2011                                   

                                      SYSTEM DISORDERS                                                                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1698  2 CHILLS                       CHILLS\ CHILLS\ GENERAL    29MAR2011\ 29MAR2011\   NO  Not          Grad 1   9  3 

                                      DISORDERS AND                         11APR2011        Applicable\                

                                      ADMINISTRATION SITE                                    MabThera©                  

                                      CONDITIONS                                                                        

       3 FEVER                        FEVER\ PYREXIA\ GENERAL    29MAR2011\ 29MAR2011\   NO  Not          Grad 2   9  3 

                                      DISORDERS AND                         11APR2011        Applicable\                

                                      ADMINISTRATION SITE                                    MabThera©                  

                                      CONDITIONS                                                                        

       4 SUSPECTED PURULENT           PURULENT BRONCHITIS\       07APR2011\ 07APR2011\  YES  Related\     Grad 3      3 

         BRONCHITIS                   BRONCHITIS BACTERIAL\                 11APR2011        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       5 bronchopulmonaler Infekt     BRONCHOPULMONARY                      03JAN2011\   NO  -\ MabThera© Grad 2   7  2 

                                      INFECTION\                            10JAN2011                                   

                                      BRONCHOPNEUMONIA\                                                                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       6 PURULENT CONJUNCTIVITIS      PURULENT CONJUNCTIVITIS\   25MAY2012\ 25MAY2012\   NO  Related\                 7 

                                      CONJUNCTIVITIS\                       25MAY2012        unbekannt                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       7 RECURRENT INFECTION          RECURRENT INFECTION\       10FEB2012\ 10FEB2012\  YES  Related\     Grad 1      6 

         COMPLICATION (UNK DIAGNOSIS) INFECTION\ INFECTIONS                 30MAR2012        MabThera©                  

                                      AND INFESTATIONS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1698  8 rezidivierende Erkältungen   COLD\ NASOPHARYNGITIS\                15NOV2010\   NO  -\ MabThera© Grad 1      2 

                                      INFECTIONS AND                        10JAN2011                                   

                                      INFESTATIONS                                                                      

       9 Eitriger Husten              SPUTUM PURULENT\ SPUTUM               10FEB2012\   NO  -\ unbekannt             6 

                                      PURULENT\ INFECTIONS AND              10FEB2012                                   

                                      INFESTATIONS                                                                      

      10 Infektion obere Luftwege     UPPER RESPIRATORY TRACT               29MAR2011\   NO  -\ MabThera© Grad 3   9  3 

                                      INFECTION\ UPPER                      11APR2011                                   

                                      RESPIRATORY TRACT                                                                 

                                      INFECTION\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

      11 COUGH                        COUGH\ COUGH\              07APR2011\ 07APR2011\   NO  Related\                 3 

                                      RESPIRATORY, THORACIC                 11APR2011        unbekannt                  

                                      AND MEDIASTINAL DISORDERS                                                         

      12 Eitriger Husten              COUGH\ COUGH\                         10FEB2012\   NO  -\ unbekannt             6 

                                      RESPIRATORY, THORACIC                 10FEB2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

      13 Eitrige Konjunktivitis       PRODUCTIVE COUGH\                     25MAY2012\   NO  -\ unbekannt             7 

         rechts, weiterhin etwas      PRODUCTIVE COUGH\                     25MAY2012                                   

         Husten mit Auswurf           RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1721  1 LYMPH NODE DISORDER          LYMPH NODE DISORDER\       28MAR2011\ 28MAR2011\  YES  Related\              4  3 

                                      LYMPHADENOPATHY\ BLOOD                12JUL2011        Tumor-Grunde               

                                      AND LYMPHATIC SYSTEM                                   rkrankung                  

                                      DISORDERS                                                                         

       2 UPPER ABDOMINAL PAIN         UPPER ABDOMINAL PAIN\      28MAR2011\ 28MAR2011\  YES  Related\              4  3 

                                      ABDOMINAL PAIN UPPER\                 12JUL2011        Tumor-Grunde               

                                      GASTROINTESTINAL                                       rkrankung                  

                                      DISORDERS                                                                         

                                                                                                                        

 1751  1 ROTAVIRUS INFECTION          ROTAVIRUS INFECTION\       16MAY2012\             YES  Not                        

                                      ROTAVIRUS INFECTION\                                   Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 1917  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               05AUG2010\   NO  -\ nicht     Grad 2 150  5 

                                      BLOOD AND LYMPHATIC                   05AUG2010        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 1921  1 Thrombopenie                 THROMBOPENIA\                         26AUG2010\   NO  -\           Grad 2      1 

                                      THROMBOCYTOPENIA\ BLOOD               26AUG2010        Tumor-Grunde               

                                      AND LYMPHATIC SYSTEM                                   rkrankung                  

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1921  2 erhöhte Kreatininwerte Grad  CREATININE INCREASED\                 26AUG2010\   NO  -\           Grad 1      1 

         1                            BLOOD CREATININE                      26AUG2010        Tumor-Grunde               

                                      INCREASED\ INVESTIGATIONS                              rkrankung                  

                                                                                                                        

 1991  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22JUN2011\   NO  -\ unbekannt Grad 2 176  2 

                                      BLOOD AND LYMPHATIC                   22JUN2011                                   

                                      SYSTEM DISORDERS                                                                  

       2 Bakterielle Infektion        BACTERIAL INFECTION\                  28MAR2011\   NO  -\ nicht     Grad 2  21  2 

                                      BACTERIAL INFECTION\                  30MAY2011        beurteilbar                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       3 Bakterielle Infektion\       BACTERIAL INFECTION\                  01APR2011\   NO  -\ unbekannt Grad 3      2 

         bilaterale Pneumonie         BACTERIAL INFECTION\                  22JUN2011                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       4 GOT Erhöhung Grad 1          GOT INCREASED\ ASPARTATE              22JUN2011\   NO  -\ unbekannt Grad 1      2 

                                      AMINOTRANSFERASE                      22JUN2011                                   

                                      INCREASED\ INVESTIGATIONS                                                         

       5 Schwindel                    LIGHT HEADEDNESS\                     16DEC2011\   NO  -\ nicht                 5 

                                      DIZZINESS\ NERVOUS                    22MAR2012        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

       6 Bewusstsein (Somnolenz)      SOMNOLENCE\ SOMNOLENCE\               22MAR2011\   NO  -\ MabThera© Grad 2   3  2 

                                      NERVOUS SYSTEM DISORDERS              30MAY2011                                   

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1991  7 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   28MAR2011\   NO  -\ nicht     Grad 2  21  2 

                                      RESPIRATORY, THORACIC                 30MAY2011        beurteilbar                

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 1995  1 REDUCED PHYSICAL CAPACITY    PERFORMANCE STATUS         08DEC2011\ 08DEC2011\  YES  Related\              7  5 

         (PERFORMANCE STATUS          DECREASED\ PERFORMANCE                16JAN2012        sonstige                   

         DECREASED)\ Patient war      STATUS DECREASED\                                      Tumorbehandl               

         stationär                    GENERAL DISORDERS AND                                  ung                        

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      14DEC2010\ 14DEC2010\  YES  Related\     Grad 3   8  2 

                                      INFECTIONS AND                        15DEC2010        MabThera©                  

                                      INFESTATIONS                                                                      

       3 Hämoglobin erniedrigt (Grad  HAEMOGLOBIN DECREASED\                12MAY2011\   NO  -\ MabThera© Grad 1      3 

         1)                           HAEMOGLOBIN DECREASED\                12MAY2011                                   

                                      INVESTIGATIONS                                                                    

       4 INCREASING DYSPNOEA\         DYSPNOEA EXACERBATED\      08DEC2011\ 08DEC2011\  YES  Related\     Grad 3   7  5 

         Patient war stationär        DYSPNOEA\ RESPIRATORY,                16JAN2012        sonstige                   

                                      THORACIC AND MEDIASTINAL                               Tumorbehandl               

                                      DISORDERS                                              ung                        

       5 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   01JUL2011\   NO  -\ sonstige  Grad 3      4 

                                      RESPIRATORY, THORACIC                 22NOV2011        Tumorbehandl               

                                      AND MEDIASTINAL DISORDERS                              ung                        

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2106  1 Anämie Gr. 2\ am 14.02.2012  ANAEMIA\ ANAEMIA\ BLOOD               26JAN2012\   NO  -\ unbekannt Grad 2  19  9 

         gebessert auf Gr. I (= 7,0   AND LYMPHATIC SYSTEM                  27JAN2012                                   

         mmol/L)                      DISORDERS                                                                         

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               26JAN2012\   NO  -\ unbekannt Grad 2   5  9 

                                      BLOOD AND LYMPHATIC                   27JAN2012                                   

                                      SYSTEM DISORDERS                                                                  

       3 Akute Neutropenie            NEUTROPENIA\                          26JAN2012\   NO  -\ unbekannt Grad 3   5  9 

                                      NEUTROPENIA\ BLOOD AND                27JAN2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       4 HERPES ZOSTER                HERPES ZOSTER\ HERPES      26JUL2012\ 26JUL2012\  YES  Related\     Grad 3  23 13 

                                      ZOSTER\ INFECTIONS AND                03SEP2012        MabThera©                  

                                      INFESTATIONS                                                                      

                                                                                                                        

 2143  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    08DEC2010\ 08DEC2010\  YES  Related\     Grad 3   7  2 

                                      BLOOD AND LYMPHATIC                   13DEC2010        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               28DEC2010\   NO  -\ MabThera© Grad 1   8  2 

                                      BLOOD AND LYMPHATIC                   28DEC2010                                   

                                      SYSTEM DISORDERS                                                                  

       3 BACTERIAL INFECTION NOS      BACTERIAL INFECTION NOS\   08DEC2010\ 08DEC2010\  YES  Related\     Grad 3   7  2 

                                      BACTERIAL INFECTION\                  13DEC2010        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2143  4 sensorische Neuropathie      SENSORY NEUROPATHY\                   07SEP2010\   NO  -\ MabThera©             1 

         (Füße)                       PERIPHERAL SENSORY                    05OCT2010                                   

                                      NEUROPATHY\ NERVOUS                                                               

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 2203  1 DISEASE PROGRESSION OF       PROGRESSION OF                        28OCT2010\  YES  Not                   0  2 

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      28JAN2011\  03JAN2011        Related\                   

                                      MALIGNANT NEOPLASM        28JAN2011                    Tumor-Grunde               

                                      PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 2345  1 MACULO-PAPULAR EXANTHEMA     MACULO-PAPULAR             12MAY2010\             YES  Not                        

                                      EXANTHEMA\ RASH                                        Related\ -                 

                                      MACULO-PAPULAR\ SKIN AND                                                          

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

 2576  1 Anämie                       ANAEMIA\ ANAEMIA\ BLOOD               -\           NO  -\                       1 

                                      AND LYMPHATIC SYSTEM                  08NOV2010        Tumor-Grunde               

                                      DISORDERS                                              rkrankung                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2576  2 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 -\           NO  -\ unbekannt         30 10 

                                      GASTROINTESTINAL                      27JUN2012                                   

                                      DISORDERS                                                                         

       3 Fieber                       FEVER\ PYREXIA\ GENERAL               -\           NO  -\ nicht     Grad 1  10  3 

                                      DISORDERS AND                         14MAR2011        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Bakterielle Infektion        BACTERIAL INFECTION\                  -\           NO  -\ unbekannt Grad 2   7  4 

                                      BACTERIAL INFECTION\                  06JUN2011                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       5 Bakterielle Infektion        BACTERIAL INFECTION\                  -\           NO  -\ nicht     Grad 2  10  3 

                                      BACTERIAL INFECTION\                  14MAR2011        beurteilbar                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       6 erhöhte ALAT-Werte Grad 1    ALT INCREASED\ ALANINE                -\           NO  -\ unbekannt             4 

                                      AMINOTRANSFERASE                      14JUN2011                                   

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 2706  1 BACTERIAL INFECTION          BACTERIAL INFECTION\       25MAY2011\ 25MAY2011\   NO  Not          Grad 2   4  3 

                                      BACTERIAL INFECTION\                  01JUN2011        Reported\                  

                                      INFECTIONS AND                                         Tumor-Grunde               

                                      INFESTATIONS                                           rkrankung                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2706  2 Bakterielle Infektion        BACTERIAL INFECTION\                  -\           NO  -\ unbekannt Grad 2  14  1 

                                      BACTERIAL INFECTION\                  02FEB2011                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       3 Bakterielle Infektion        BACTERIAL INFECTION\                  -\           NO  -\ MabThera© Grad 2   3 10 

                                      BACTERIAL INFECTION\                  09MAR2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       4 Blaseninfektion, Behandlung  BLADDER INFECTION\                    -\           NO  -\ MabThera©          3 10 

         mit Cotrim                   CYSTITIS\ INFECTIONS AND              09MAR2012                                   

                                      INFESTATIONS                                                                      

       5 RECURENT URINARY TRACT       RECURRENT URINARY TRACT    25MAY2011\ 25MAY2011\   NO  Not                   4  3 

         INFECTION                    INFECTION\ URINARY TRACT              01JUN2011        Reported\                  

                                      INFECTION\ INFECTIONS                                  Tumor-Grunde               

                                      AND INFESTATIONS                                       rkrankung                  

       6 cerebrale Fehlleitungen,     COGNITIVE DETERIORATION\              21MAY2012\   NO  -\ MabThera©            11 

         kognitive                    COGNITIVE DISORDER\                   02JUL2012                                   

         Leistungsverschlechterung\   NERVOUS SYSTEM DISORDERS                                                          

         wir wollenim CCT eine PML                                                                                      

         als Differentialdiagnose                                                                                       

         ausschliessen, noch kein                                                                                       

         Befund                                                                                                         

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2730  1 Thrombopenie                 THROMBOPENIA\                         02SEP2010\   NO  -\ MabThera© Grad 1  74  1 

                                      THROMBOCYTOPENIA\ BLOOD               02SEP2010                                   

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       2 Übelkeit                     NAUSEA\ NAUSEA\                       27AUG2010\   NO  -\ MabThera© Grad 1      1 

                                      GASTROINTESTINAL                      25NOV2010                                   

                                      DISORDERS                                                                         

                                                                                                                        

 2814  1 Bakterielle Infektion        BACTERIAL INFECTION\                  15NOV2011\   NO  -\ nicht     Grad 2  14  5 

                                      BACTERIAL INFECTION\                  07FEB2012        beurteilbar                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       2 Bakterielle Infektion        BACTERIAL INFECTION\                  15MAY2012\   NO  -\ nicht     Grad 2   1  7 

                                      BACTERIAL INFECTION\                  24JUL2012        beurteilbar                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 2861  1 Bakterielle Infektion\       BACTERIAL INFECTION\                  26OCT2011\   NO  -\ MabThera© Grad 2  50  4 

         Korrigierte UAW: UAW trat    BACTERIAL INFECTION\                  12JUL2012                                   

         im 4. Zyklus auf, nicht im   INFECTIONS AND                                                                    

         5.                           INFESTATIONS                                                                      

       2 Pilzinfektion\ Korrigierte   FUNGAL INFECTION\ FUNGAL              26OCT2011\   NO  -\ MabThera© Grad 2  50  4 

         UAW: UAW trat im 4. Zyklus   INFECTION\ INFECTIONS                 12JUL2012                                   

         auf, nicht im 5.             AND INFESTATIONS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3027  1 BACTERIAL INFECTION          BACTERIAL INFECTION\       21FEB2011\ 21FEB2011\  YES  Not          Grad 3      1 

                                      BACTERIAL INFECTION\                  21FEB2011        Related\                   

                                      INFECTIONS AND                                         unbekannt                  

                                      INFESTATIONS                                                                      

                                                                                                                        

 3216  1 HEARTBURN                    HEARTBURN\ DYSPEPSIA\      24JUN2011\ 24JUN2011\  YES  Not                      2 

                                      GASTROINTESTINAL                      25JUN2011        Applicable\                

                                      DISORDERS                                              unbekannt                  

       2 TARRY STOOL                  TARRY STOOLS\ MELAENA\     24JUN2011\ 24JUN2011\  YES  Not                      2 

                                      GASTROINTESTINAL                      25JUN2011        Applicable\                

                                      DISORDERS                                              unbekannt                  

       3 FATIGUE                      FATIGUE\ FATIGUE\          24JUN2011\ 24JUN2011\  YES  Not                  14  4 

                                      GENERAL DISORDERS AND                 26JUN2011        Related\                   

                                      ADMINISTRATION SITE                                    Tumor-Grunde               

                                      CONDITIONS                                             rkrankung                  

       4 PAIN                         PAIN\ PAIN\ GENERAL        24JUN2011\ 24JUN2011\  YES  Not          Grad 1  14  4 

                                      DISORDERS AND                         26JUN2011        Related\                   

                                      ADMINISTRATION SITE                                    Tumor-Grunde               

                                      CONDITIONS                                             rkrankung                  

       5 HEPATIC INFLAMMATION         HEPATITIS\ HEPATITIS\      24JUN2011\ 24JUN2011\  YES  Not                  14  4 

                                      HEPATOBILIARY DISORDERS               26JUN2011        Related\                   

                                                                                             Tumor-Grunde               

                                                                                             rkrankung                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3216  6 ALANINE AMINOTRANSFERASE     ALANINE AMINOTRANSFERASE   24JUN2011\ 24JUN2011\  YES  Not                      2 

         INCREASED                    INCREASED\ ALANINE                    25JUN2011        Applicable\                

                                      AMINOTRANSFERASE                                       unbekannt                  

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 3421  1 Leukopenie\ Rezidivierende   LEUKOPENIA\ LEUKOPENIA\               23MAY2011\   NO  -\ MabThera© Grad 2   7  2 

         Infekte obere Luftwege o.    BLOOD AND LYMPHATIC                   14JUL2011                                   

         nähere Angabe der Dauer      SYSTEM DISORDERS                                                                  

       2 Leukopenie\                  LEUKOPENIA\ LEUKOPENIA\               14OCT2011\   NO  -\ MabThera© Grad 2  20  3 

         Immunglobulingabe i.v. wg.   BLOOD AND LYMPHATIC                   19DEC2011                                   

         anhaltender Immunsupression  SYSTEM DISORDERS                                                                  

         unter Mabthera.                                                                                                

       3 Erbrechen                    VOMITING\ VOMITING\                   15JAN2012\   NO  -\ unbekannt Grad 2   7  5 

                                      GASTROINTESTINAL                      26APR2012                                   

                                      DISORDERS                                                                         

       4 Erbrechen                    VOMITING\ VOMITING\                   29APR2012\   NO  -\ unbekannt Grad 2   7  6 

                                      GASTROINTESTINAL                      26JUL2012                                   

                                      DISORDERS                                                                         

       5 Erbrechen                    VOMITING\ VOMITING\                   15AUG2012\   NO  -\ unbekannt Grad 1   2  7 

                                      GASTROINTESTINAL                      25OCT2012                                   

                                      DISORDERS                                                                         

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3421  6 Leistungsminderung,          EXERCISE TOLERANCE                    23MAY2011\   NO  -\ MabThera©          7  2 

         Fatigue\ Rezidivierende      DECREASED\ EXERCISE                   14JUL2011                                   

         Infekte obere Luftwege o.    TOLERANCE DECREASED\                                                              

         nähere Angabe der Dauer      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       7 Leistungsminderung,          EXERCISE TOLERANCE                    27JUL2012\   NO  -\ MabThera©         30  7 

         Fatiguesymptomatik           DECREASED\ EXERCISE                   25OCT2012                                   

                                      TOLERANCE DECREASED\                                                              

                                      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       8 Leistungsminderung,          FATIGUE\ FATIGUE\                     23MAY2011\   NO  -\ MabThera©          7  2 

         Fatigue\ Rezidivierende      GENERAL DISORDERS AND                 14JUL2011                                   

         Infekte obere Luftwege o.    ADMINISTRATION SITE                                                               

         nähere Angabe der Dauer      CONDITIONS                                                                        

       9 Leistungsminderung,          FATIGUE\ FATIGUE\                     27JUL2012\   NO  -\ MabThera©         30  7 

         Fatiguesymptomatik           GENERAL DISORDERS AND                 25OCT2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

      10 Fatigue                      FATIGUE\ FATIGUE\                     26OCT2012\   NO  -\ MabThera©         28  8 

                                      GENERAL DISORDERS AND                 13DEC2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3421 11 Schmerzen                    PAIN\ PAIN\ GENERAL                   29APR2012\   NO  -\ MabThera© Grad 2  30  6 

                                      DISORDERS AND                         26JUL2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

      12 Schmerzen\ Schmerzen mit     PAIN\ PAIN\ GENERAL                   27JUL2012\   NO  -\ nicht     Grad 2  30  7 

         Parästhesien in beiden       DISORDERS AND                         25OCT2012        beurteilbar                

         Beinen nach Therapie ca. 1   ADMINISTRATION SITE                                                               

         Monat anhaltend              CONDITIONS                                                                        

      13 Bakterielle Infektion\       BACTERIAL INFECTION\                  23MAY2011\   NO  -\ MabThera© Grad 2   7  2 

         Rezidivierende Infekte       BACTERIAL INFECTION\                  14JUL2011                                   

         obere Luftwege o. nähere     INFECTIONS AND                                                                    

         Angabe der Dauer             INFESTATIONS                                                                      

      14 Virusinfektion               VIRAL INFECTION\ VIRAL                26OCT2012\   NO  -\ MabThera© Grad 2  28  8 

                                      INFECTION\ INFECTIONS                 13DEC2012                                   

                                      AND INFESTATIONS                                                                  

      15 Parästhesien Hände und       PARAESTHESIA\                         29APR2012\   NO  -\ MabThera© Grad 2  30  6 

         Füße, Grad 2                 PARAESTHESIA\ NERVOUS                 26JUL2012                                   

                                      SYSTEM DISORDERS                                                                  

      16 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   27JUL2012\   NO  -\ MabThera© Grad 1  30  7 

                                      RESPIRATORY, THORACIC                 25OCT2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

      17 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   26OCT2012\   NO  -\ MabThera© Grad 1  28  8 

                                      RESPIRATORY, THORACIC                 13DEC2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4363  1 Leukopenie\ anhaltend bis    LEUKOPENIA\ LEUKOPENIA\               25NOV2011\   NO  -\ MabThera© Grad 1      4 

         04.03.2013                   BLOOD AND LYMPHATIC                   29MAY2013                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 4643  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    09MAY2011\ 09MAY2011\  YES  Related\     Grad 1      1 

                                      BLOOD AND LYMPHATIC                   09MAY2011        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               04JUL2011\   NO  -\ MabThera© Grad 1      2 

                                      BLOOD AND LYMPHATIC                   04JUL2011                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               29AUG2011\   NO  -\ MabThera© Grad 1      3 

                                      BLOOD AND LYMPHATIC                   29AUG2011                                   

                                      SYSTEM DISORDERS                                                                  

       4 LATE NEUTROPENIA             NEUTROPENIA\               04JUL2011\ 04JUL2011\  YES  Related\     Grad 1      2 

                                      NEUTROPENIA\ BLOOD AND                04JUL2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       5 Späte Neutropenie            LATE ONSET NEUTROPENIA\               29AUG2011\   NO  -\ MabThera© Grad 1      3 

                                      NEUTROPENIA\ BLOOD AND                29AUG2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 DIARRHOEA                    DIARRHOEA\ DIARRHOEA\      13MAR2011\ 13MAR2011\  YES  Related\     Grad 3   5  1 

                                      GASTROINTESTINAL                      06MAY2011        unbekannt                  

                                      DISORDERS                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4643  7 HAEMATOCHEZIA                HAEMATOCHEZIA\             13MAR2011\             YES  Related\ -                 

                                      HAEMATOCHEZIA\                                                                    

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       8 INFECTIVE COLITIS            INFECTIOUS COLITIS\        13MAR2011\             YES  Related\ -                 

                                      INFECTIOUS COLITIS\                                                               

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       9 LDH INCREASE                 LDH INCREASED\ BLOOD       29AUG2011\ 29AUG2011\   NO  Related\                 3 

                                      LACTATE DEHYDROGENASE                 29AUG2011        unbekannt                  

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 5104  1 Fatigue                      FATIGUE\ FATIGUE\                     03MAY2011\   NO  -\ nicht                 1 

                                      GENERAL DISORDERS AND                 03MAY2011        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 Schlapp und kaputt           FATIGUE\ FATIGUE\                     13JUN2012\   NO  -\ nicht             10  3 

                                      GENERAL DISORDERS AND                 20JUN2012        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 Bakterielle Infektion        BACTERIAL INFECTION\                  13JUN2012\   NO  -\ nicht     Grad 3  10  3 

                                      BACTERIAL INFECTION\                  20JUN2012        beurteilbar                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5104  4 DEPRESSIVE DISORDER          DEPRESSIVE DISORDER\       22JUL2011\ 22JUL2011\  YES  Not                      1 

                                      DEPRESSION\ PSYCHIATRIC               22JUL2011        Related\                   

                                      DISORDERS                                              nicht                      

                                                                                             beurteilbar                

                                                                                                                        

 5133  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               04APR2011\   NO  -\           Grad 1 195  1 

                                      BLOOD AND LYMPHATIC                   07JUL2011        Tumor-Grunde               

                                      SYSTEM DISORDERS                                       rkrankung                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               14NOV2011\   NO  -\           Grad 1  55  3 

                                      BLOOD AND LYMPHATIC                   14NOV2011        Tumor-Grunde               

                                      SYSTEM DISORDERS                                       rkrankung                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               06FEB2012\   NO  -\           Grad 1 143  4 

                                      BLOOD AND LYMPHATIC                   06FEB2012        Tumor-Grunde               

                                      SYSTEM DISORDERS                                       rkrankung                  

       4 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               23AUG2012\   NO  -\ MabThera© Grad 1  27  6 

                                      BLOOD AND LYMPHATIC                   23AUG2012                                   

                                      SYSTEM DISORDERS                                                                  

       5 Bakterielle Infektion        BACTERIAL INFECTION\                  23AUG2012\   NO  -\ MabThera© Grad 2  27  6 

                                      BACTERIAL INFECTION\                  23AUG2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       6 Sonstige Infektion           INFECTION\ INFECTION\                 07JUL2011\   NO  -\                         

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5422  1 PROGRESSION OF PRE-EXISTING  NODULAR (FOLLICULAR)                              YES  Not                        

         FOLLICULAR LYMPHOMA          LYMPHOMA\ B-CELL          29JUN2011\                   Related\ -                 

                                      LYMPHOMA\ NEOPLASMS       11OCT2012                                               

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 6268  1 ABDOMINAL PAIN               ABDOMINAL PAIN\            26OCT2011\ 27OCT2011\  YES  Not          Grad 3   7  4 

                                      ABDOMINAL PAIN\                       27OCT2011        Related\                   

                                      GASTROINTESTINAL                                       unbekannt                  

                                      DISORDERS                                                                         

       2 OBSTIPATION                  OBSTIPATION\               26OCT2011\ 27OCT2011\  YES  Not          Grad 1   7  4 

                                      CONSTIPATION\                         27OCT2011        Related\                   

                                      GASTROINTESTINAL                                       nicht                      

                                      DISORDERS                                              beurteilbar                

                                                                                                                        

 6378  1 Bakterielle Infektion\       BACTERIAL INFECTION\                  01JUN2012\   NO  -\ nicht     Grad 2  14  5 

         Infekt der oberen Luftwege,  BACTERIAL INFECTION\                  30AUG2012        beurteilbar                

         orale Antibiotikabehandlung  INFECTIONS AND                                                                    

         erfolgte. Komplett           INFESTATIONS                                                                      

         ausgeheilt.                                                                                                    

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6581  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    04AUG2011\ 04AUG2011\   NO  Not          Grad 3  12  1 

                                      BLOOD AND LYMPHATIC                   04AUG2011        Reported\                  

                                      SYSTEM DISORDERS                                       MabThera©                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               04JAN2012\   NO  -\ MabThera© Grad 2      3 

                                      BLOOD AND LYMPHATIC                   17JAN2012                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22AUG2011\   NO  -\ MabThera© Grad 3      2 

                                      BLOOD AND LYMPHATIC                   22AUG2011                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 6670  1 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 01DEC2012\   NO  -\ MabThera© Grad 2  10  4 

                                      GASTROINTESTINAL                      13JAN2012                                   

                                      DISORDERS                                                                         

                                                                                                                        

 7899  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    20JUL2011\ 20JUL2011\  YES  Not          Grad 1   1  1 

                                      BLOOD AND LYMPHATIC                   20JUL2011        Applicable\                

                                      SYSTEM DISORDERS                                       MabThera©                  

       2 ACUTE NEUTROPENIA            NEUTROPENIA\               20JUL2011\ 20JUL2011\  YES  Unknown\     Grad 2   1  1 

                                      NEUTROPENIA\ BLOOD AND                20JUL2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 7899  3 THROMBOPENIA                 THROMBOPENIA\              20JUL2011\ 20JUL2011\  YES  Unknown\     Grad 1 360  1 

                                      THROMBOCYTOPENIA\ BLOOD               25JUL2012        MabThera©                  

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       4 Bakterielle Infektion\       BACTERIAL INFECTION\                  15NOV2011\   NO  -\ nicht     Grad 2   5  2 

         Blasenentzündung             BACTERIAL INFECTION\                  25JUL2012        beurteilbar                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       5 Bakterielle Infektion\       BACTERIAL INFECTION\                  28JAN2013\   NO  -\ nicht     Grad 2  20  6 

         rezidivierende               BACTERIAL INFECTION\                  29MAY2013        beurteilbar                

         Atemwegsinfektionen bei      INFECTIONS AND                                                                    

         diagnostiziertem IgG         INFESTATIONS                                                                      

         Mangel, Einleitung von                                                                                         

         Ig-Gabe 2-wöchentlich                                                                                          

       6 SOMNOLENCE                   SOMNOLENCE\ SOMNOLENCE\    20JUL2011\ 20JUL2011\  YES  Unknown\     Grad 2   1  1 

                                      NERVOUS SYSTEM DISORDERS              20JUL2011        MabThera©                  

                                                                                                                        

 8012  1 PANCYTOPENIA                 PANCYTOPENIA\             -\                      YES  Not                        

                                      PANCYTOPENIA\ BLOOD AND                                Reported\ -                

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8012  2 DISEASE PROGRESSION          DISEASE PROGRESSION\      -\                       NO  Not                        

                                      DISEASE PROGRESSION\                                   Reported\ -                

                                      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 8041  1 Schüttelfrost\ Der Zyklus 4  CHILLS\ CHILLS\ GENERAL               09AUG2012\   NO  -\ unbekannt Grad 1      3 

         hat sich nach hinten         DISORDERS AND                         26MAR2013                                   

         verschoben, da nach Zyklus   ADMINISTRATION SITE                                                               

         3 ein Erysipel aufgetreten   CONDITIONS                                                                        

         ist. Der 5. Zyklus fand                                                                                        

         zwar exakt 3 Monate nach                                                                                       

         Zyklus 4 statt, allerdings                                                                                     

         hatte sich dieser ja                                                                                           

         verschoben, wobei es zu                                                                                        

         einem ständigen                                                                                                

         Zyklusverzug kommt.                                                                                            

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8041  2 Schmerzen\ Pat. hat nach     PAIN\ PAIN\ GENERAL                   09AUG2012\   NO  -\ nicht     Grad 2      3 

         dem entfernen eines          DISORDERS AND                         22NOV2012        beurteilbar                

         unklaren Hautbefundes am     ADMINISTRATION SITE                                                               

         re. Unterschenkel ein        CONDITIONS                                                                        

         Erysipel mit Fieber und                                                                                        

         Schmerzen enwickelt. Er                                                                                        

         wurde mit Anitbiotika                                                                                          

         (einmalig ambulant i.v. in                                                                                     

         Klinik) und im Anschluss                                                                                       

         oral Antibiotisch                                                                                              

         behandelt. Aus diesem Grund                                                                                    

         wurde                                                                                                          

       3 Fieber\ Pat. hat nach dem    FEVER\ PYREXIA\ GENERAL               09AUG2012\   NO  -\ nicht     Grad 1      3 

         entfernen eines unklaren     DISORDERS AND                         22NOV2012        beurteilbar                

         Hautbefundes am re.          ADMINISTRATION SITE                                                               

         Unterschenkel ein Erysipel   CONDITIONS                                                                        

         mit Fieber und Schmerzen                                                                                       

         enwickelt. Er wurde mit                                                                                        

         Anitbiotika (einmalig                                                                                          

         ambulant i.v. in Klinik)                                                                                       

         und im Anschluss oral                                                                                          

         Antibiotisch behandelt. Aus                                                                                    

         diesem Grund wurde                                                                                             

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8041  4 Bakterielle Infektion\ Der   BACTERIAL INFECTION\                  09AUG2012\   NO  -\ unbekannt Grad 3      3 

         Zyklus 4 hat sich nach       BACTERIAL INFECTION\                  26MAR2013                                   

         hinten verschoben, da nach   INFECTIONS AND                                                                    

         Zyklus 3 ein Erysipel        INFESTATIONS                                                                      

         aufgetreten ist. Der 5.                                                                                        

         Zyklus fand zwar exakt 3                                                                                       

         Monate nach Zyklus 4 statt,                                                                                    

         allerdings hatte sich                                                                                          

         dieser ja verschoben, wobei                                                                                    

         es zu einem ständigen                                                                                          

         Zyklusverzug kommt.                                                                                            

       5 Fieber\ Pat. hat nach dem    ERYSIPELAS\ ERYSIPELAS\               09AUG2012\   NO  -\ nicht     Grad 1      3 

         entfernen eines unklaren     INFECTIONS AND                        22NOV2012        beurteilbar                

         Hautbefundes am re.          INFESTATIONS                                                                      

         Unterschenkel ein Erysipel                                                                                     

         mit Fieber und Schmerzen                                                                                       

         enwickelt. Er wurde mit                                                                                        

         Anitbiotika (einmalig                                                                                          

         ambulant i.v. in Klinik)                                                                                       

         und im Anschluss oral                                                                                          

         Antibiotisch behandelt. Aus                                                                                    

         diesem Grund wurde                                                                                             

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 147 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9018  1 Sonstige Infektion           INFECTION\ INFECTION\                 13JUN2012\   NO  -\ nicht     Grad 2      4 

                                      INFECTIONS AND                        06MAR2012        beurteilbar                

                                      INFESTATIONS                                                                      

                                                                                                                        

 9061  1 Fatigue                      FATIGUE\ FATIGUE\                     -\           NO  -\ MabThera©             1 

                                      GENERAL DISORDERS AND                 15AUG2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 Schmerzen                    PAIN\ PAIN\ GENERAL                   12OCT2011\   NO  -\           Grad 2      2 

                                      DISORDERS AND                         14OCT2011        Tumor-Grunde               

                                      ADMINISTRATION SITE                                    rkrankung                  

                                      CONDITIONS                                                                        

       3 Starker Juckreiz am Rumpf    PRURITUS\ PRURITUS\ SKIN              20OCT2011\   NO  -\ nicht                 3 

                                      AND SUBCUTANEOUS TISSUE               21OCT2011        beurteilbar                

                                      DISORDERS                                                                         

                                                                                                                        

 9602  1 Übelkeit                     NAUSEA\ NAUSEA\                       15MAR2012\   NO  -\ MabThera© Grad 2   2  4 

                                      GASTROINTESTINAL                      15MAR2012                                   

                                      DISORDERS                                                                         

       2 Erbrechen                    VOMITING\ VOMITING\                   15MAR2012\   NO  -\ MabThera© Grad 1   2  4 

                                      GASTROINTESTINAL                      15MAR2012                                   

                                      DISORDERS                                                                         

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10744  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               10OCT2011\   NO  -\ nicht     Grad 1      1 

                                      BLOOD AND LYMPHATIC                   10OCT2011        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

       2 Thrombopenie                 THROMBOPENIA\                         11SEP2012\   NO  -\ nicht     Grad 1      4 

                                      THROMBOCYTOPENIA\ BLOOD               11SEP2012        beurteilbar                

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       3 Thrombopenie                 THROMBOPENIA\                         10OCT2011\   NO  -\ nicht     Grad 1      1 

                                      THROMBOCYTOPENIA\ BLOOD               10OCT2011        beurteilbar                

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       4 Nach Tod des Ehemanns:       ANOMIA\ APHASIA\ NERVOUS              16FEB2012\   NO  -\ nicht     Grad 1  33  1 

         Wortfindungsstörungen und    SYSTEM DISORDERS                      16FEB2012        beurteilbar                

         Fallneigung rechts. Beide                                                                                      

         Grad 1. Zusammenhang mit                                                                                       

         Mabthera nicht beurteilbar.                                                                                    

       5 Nach Tod des Ehemanns:       BALANCE DIFFICULTY\                   16FEB2012\   NO  -\ nicht     Grad 1  33  1 

         Wortfindungsstörungen und    BALANCE DISORDER\                     16FEB2012        beurteilbar                

         Fallneigung rechts. Beide    NERVOUS SYSTEM DISORDERS                                                          

         Grad 1. Zusammenhang mit                                                                                       

         Mabthera nicht beurteilbar.                                                                                    

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10759  1 CMV INFECTION\ CMV           CMV INFECTION\            -\          -\          YES  Not          Grad 3      1 

         Pneumonie bei pos. HIV AK    CYTOMEGALOVIRUS                       01DEC2011        Related\                   

         Nachweis                     INFECTION\ INFECTIONS                                  unbekannt                  

                                      AND INFESTATIONS                                                                  

       2 DYSPNOEA                     DYSPNOEA\ DYSPNOEA\        29SEP2011\ 29SEP2011\  YES  Not          Grad 2      1 

                                      RESPIRATORY, THORACIC                 13OCT2011        Related\                   

                                      AND MEDIASTINAL DISORDERS                              unbekannt                  

                                                                                                                        

11622  1 PAIN                         PAIN\ PAIN\ GENERAL                   31OCT2011\   NO  Related\     Grad 2   8  1 

                                      DISORDERS AND             31OCT2011\  31OCT2011        unbekannt                  

                                      ADMINISTRATION SITE       01MAR2012                                               

                                      CONDITIONS                                                                        

       2 PAIN                         PAIN\ PAIN\ GENERAL                   -\          YES  Related\     Grad 3      1 

                                      DISORDERS AND             02JAN2012\  02APR2012        Tumor-Grunde               

                                      ADMINISTRATION SITE       01MAR2012                    rkrankung                  

                                      CONDITIONS                                                                        

       3 HERPES ZOSTER                HERPES ZOSTER\ HERPES                 31OCT2011\   NO  Related\     Grad 3   8  1 

                                      ZOSTER\ INFECTIONS AND    31OCT2011\  31OCT2011        Tumor-Grunde               

                                      INFESTATIONS              01MAR2012                    rkrankung                  

                                                                                                                        

11844  1 PAIN                         PAIN\ PAIN\ GENERAL        03APR2012\ 03APR2012\  YES  Not          Grad 3      4 

                                      DISORDERS AND                         30APR2012        Related\                   

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14322  1 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               16NOV2011\   NO  -\ sonstige  Grad 2   5  1 

         related to mabthera but      BLOOD AND LYMPHATIC                   16NOV2011        Tumorbehandl               

         most probably caused by      SYSTEM DISORDERS                                       ung                        

         prior chemo therapy.                                                                                           

       2 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               18JAN2012\   NO  -\ sonstige  Grad 3      2 

         related to mabthera but      BLOOD AND LYMPHATIC                   18JAN2012        Tumorbehandl               

         most probably caused by      SYSTEM DISORDERS                                       ung                        

         chemo therapy. Leukopenia                                                                                      

         is still ongoing.                                                                                              

       3 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               14SEP2011\   NO  -\ sonstige  Grad 3  61  1 

         related to mabthera but      BLOOD AND LYMPHATIC                   14SEP2011        Tumorbehandl               

         most probably caused by the  SYSTEM DISORDERS                                       ung                        

         chemo therapy                                                                                                  

       4 Leukopenie\ possible         LEUKOPENIA\ LEUKOPENIA\               15MAR2012\   NO  -\ sonstige  Grad 3 126  4 

         related to mabthera but      BLOOD AND LYMPHATIC                   15MAR2012        Tumorbehandl               

         most probably caused by the  SYSTEM DISORDERS                                       ung                        

         chemotherapy                                                                                                   

       5 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               11JUL2012\   NO  -\ sonstige  Grad 2  63  5 

         related to mabthera but      BLOOD AND LYMPHATIC                   11JUL2012        Tumorbehandl               

         most probably caused by the  SYSTEM DISORDERS                                       ung                        

         chemotherapy                                                                                                   

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14322  6 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               12SEP2012\   NO  -\ sonstige  Grad 2  56  7 

         related to mabthera but      BLOOD AND LYMPHATIC                   12SEP2012        Tumorbehandl               

         most probably caused by the  SYSTEM DISORDERS                                       ung                        

         chemotherapy                                                                                                   

       7 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               07NOV2012\   NO  -\ sonstige  Grad 3      8 

         related to mabthera but      BLOOD AND LYMPHATIC                   07NOV2012        Tumorbehandl               

         most probably caused by the  SYSTEM DISORDERS                                       ung                        

         chemotherapy                                                                                                   

       8 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               09JAN2013\   NO  -\ sonstige  Grad 2  56  9 

         related to mabthera but      BLOOD AND LYMPHATIC                   09JAN2013        Tumorbehandl               

         most probably caused by the  SYSTEM DISORDERS                                       ung                        

         chemotherapy                                                                                                   

       9 Leukopenie\ Possible         LEUKOPENIA\ LEUKOPENIA\               06MAR2013\   NO  -\ sonstige  Grad 3 212 10 

         related to mabthera but      BLOOD AND LYMPHATIC                   06MAR2013        Tumorbehandl               

         most probably caused by the  SYSTEM DISORDERS                                       ung                        

         chemotherapy                                                                                                   

      10 STROKE                       STROKE\ CEREBROVASCULAR    26MAR2012\ 26MAR2012\  YES  Not                   8  4 

                                      ACCIDENT\ NERVOUS SYSTEM              15MAY2012        Related\                   

                                      DISORDERS                                              unbekannt                  

                                                                                                                        

15110  1 PNP                          POLYNEUROPATHY\                       06MAR2012\   NO  -\ nicht                 2 

                                      POLYNEUROPATHY\ NERVOUS               23MAY2012        beurteilbar                

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

15361  1 BONE MARROW DEPRESSION       BONE MARROW DEPRESSION\   -\                      YES  Not                        

                                      BONE MARROW FAILURE\      31MAR2013                    Reported\ -                

                                      BLOOD AND LYMPHATIC                                                               

                                      SYSTEM DISORDERS                                                                  

       2 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\               14MAY2012\   NO  Not          Grad 2 149  1 

                                      BLOOD AND LYMPHATIC       14MAY2012\  14MAY2012        Related\                   

                                      SYSTEM DISORDERS          31MAR2013                    sonstige                   

                                                                                             Tumorbehandl               

                                                                                             ung                        

       3 NEUTROPENIA                  NEUTROPENIA\                          14MAY2012\   NO  Not          Grad 3 149  1 

                                      NEUTROPENIA\ BLOOD AND    14MAY2012\  14MAY2012        Related\                   

                                      LYMPHATIC SYSTEM          31MAR2013                    sonstige                   

                                      DISORDERS                                              Tumorbehandl               

                                                                                             ung                        

       4 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Not                        

                                      INFECTIONS AND            31MAR2013                    Related\ -                 

                                      INFESTATIONS                                                                      

       5 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      31MAR2013                    Related\ -                 

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

15361  6 ACUTE RESPIRATORY            ACUTE RESPIRATORY         -\                      YES  Not                        

         INSUFFICIENCY                INSUFFICIENCY\ ACUTE      31MAR2013                    Related\ -                 

                                      RESPIRATORY FAILURE\                                                              

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

       7 LUNG HEMORRHAGE              LUNG HEMORRHAGE\          -\                      YES  Not                        

                                      PULMONARY HAEMORRHAGE\    31MAR2013                    Reported\ -                

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

       8 AORTIC ANEURISM              AORTIC ANEURYSM\ AORTIC   -\                      YES  Not                        

                                      ANEURYSM\ VASCULAR        31MAR2013                    Related\ -                 

                                      DISORDERS                                                                         

       9 SHOCK                        SHOCK\ SHOCK\ VASCULAR    -\                      YES  Not                        

                                      DISORDERS                 31MAR2013                    Related\ -                 

                                                                                                                        

16284  1 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\          -\          YES  Related\                10 

                                      INFECTIONS AND                        27MAY2013        Tumor-Grunde               

                                      INFESTATIONS                                           rkrankung                  

       2 FIBROSIS IN ISOLATED         PULMONARY FIBROSIS\        27MAY2012\             YES  Related\ -                 

         PULMONARY SEGMENT            PULMONARY FIBROSIS\                                                               

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

16801  1 neue Schwellung Lymphknoten  LYMPH NODES ENLARGED\                 29APR2013\   NO  -\                       7 

         kontrollbedürftig            LYMPHADENOPATHY\ BLOOD                29APR2013        Tumor-Grunde               

                                      AND LYMPHATIC SYSTEM                                   rkrankung                  

                                      DISORDERS                                                                         

       2 Schmerzen                    PAIN\ PAIN\ GENERAL                   21MAY2012\   NO  -\ unbekannt Grad 1   4  3 

                                      DISORDERS AND                         24MAY2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 spastische Bronchitis        SPASTIC BRONCHITIS\                   15DEC2012\   NO  -\ nicht     Grad 2  27  6 

                                      BRONCHITIS\ INFECTIONS                15DEC2012        beurteilbar                

                                      AND INFESTATIONS                                                                  

       4 Bronchitis                   BRONCHITIS\ BRONCHITIS\               03JAN2013\   NO  -\ unbekannt         28  6 

                                      INFECTIONS AND                        04MAR2014                                   

                                      INFESTATIONS                                                                      

       5 Sigmadivertikulose           SIGMOID DIVERTICULITIS\               31JAN2013\   NO  -\ nicht             11  6 

                                      DIVERTICULITIS\                       04MAR2014        beurteilbar                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       6 Krämpfe in den Beinen\ nach  CRAMPS LEGS\ MUSCLE                   11OCT2012\   NO  -\ sonstige              4 

         Intratect                    SPASMS\ MUSCULOSKELETAL               11OCT2012        Tumorbehandl               

                                      AND CONNECTIVE TISSUE                                  ung                        

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

16801  7 Muskelkrämpfe 1 Stunde nach  MUSCLE CRAMPS\ MUSCLE                 01NOV2012\   NO  -\ nicht              1  6 

         Infusionsbeginn              SPASMS\ MUSCULOSKELETAL               04MAR2014        beurteilbar                

                                      AND CONNECTIVE TISSUE                                                             

                                      DISORDERS                                                                         

       8 Husten                       COUGH\ COUGH\                         16FEB2012\   NO  -\ unbekannt         36  1 

                                      RESPIRATORY, THORACIC                 16FEB2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

17162  1 Hospitalisierung             HOSPITALIZATION NOS\                  12MAR2012\  YES  -\ unbekannt          1  2 

         unbekannter                  HOSPITALISATION\                      29MAY2012                                   

         Dauer/Indikation\ genaue     SURGICAL AND MEDICAL                                                              

         Dauer und Angaben sind       PROCEDURES                                                                        

         nicht bekannt                                                                                                  

                                                                                                                        

18761  1 ANAEMIA\ bei uns aus         ANAEMIA\ ANAEMIA\ BLOOD    19MAY2013\ 19MAY2013\  YES  Related\              2  8 

         organisatorischen Gründen    AND LYMPHATIC SYSTEM                  18MAY2013        sonstige                   

         stationärer Aufenthalt bei   DISORDERS                                              Tumorbehandl               

         Transfusionen                                                                       ung                        

       2 Leukopenie\ Entwicklung      LEUKOPENIA\ LEUKOPENIA\               12MAR2013\   NO  -\ sonstige  Grad 3  90  7 

         einer sekundären MDS         BLOOD AND LYMPHATIC                   12MAR2013        Tumorbehandl               

                                      SYSTEM DISORDERS                                       ung                        

       3 Leukopenie\ Schmerzen in     LEUKOPENIA\ LEUKOPENIA\               10JUN2013\   NO  -\ sonstige  Grad 4   1  9 

         der linken Flanke            BLOOD AND LYMPHATIC                   10JUN2013        Tumorbehandl               

                                      SYSTEM DISORDERS                                       ung                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 156 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18761  4 NEUTROPENIA                  NEUTROPENIA\               10JUN2013\             YES  Related\ -                 

                                      NEUTROPENIA\ BLOOD AND                                                            

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       5 Späte Neutropenie\ im        LATE ONSET NEUTROPENIA\               12MAR2013\   NO  -\ sonstige  Grad 2  90  7 

         Verlauf wurde ein MDS        NEUTROPENIA\ BLOOD AND                12MAR2013        Tumorbehandl               

         diagnostiziert               LYMPHATIC SYSTEM                                       ung                        

                                      DISORDERS                                                                         

       6 THROMBOPENIA\ Schmerzen in   THROMBOPENIA\              10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         der linken Flanke            THROMBOCYTOPENIA\ BLOOD               10JUN2013        sonstige                   

                                      AND LYMPHATIC SYSTEM                                   Tumorbehandl               

                                      DISORDERS                                              ung                        

       7 Thrombopenie\ Entwicklung    THROMBOPENIA\                         12MAR2013\   NO  -\ sonstige  Grad 2  90  7 

         einer sekundären MDS         THROMBOCYTOPENIA\ BLOOD               12MAR2013        Tumorbehandl               

                                      AND LYMPHATIC SYSTEM                                   ung                        

                                      DISORDERS                                                                         

       8 Hyperthyreose\ nach          HYPERTHYROIDISM\                      28JUN2012\   NO  -\ nicht             28  4 

         STaging-CT mit KM-Gabe,      HYPERTHYROIDISM\                      28JUN2012        beurteilbar                

         nach 4 Wochen unter          ENDOCRINE DISORDERS                                                               

         thyreostatischer Therapie                                                                                      

         annähnernd Normalisierung                                                                                      

       9 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Not                        

                                      INFECTIONS AND                                         Reported\ -                

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 157 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18761 10 SEPSIS\ Schmerzen in der     SEPSIS\ SEPSIS\            10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         linken Flanke                INFECTIONS AND                        10JUN2013        sonstige                   

                                      INFESTATIONS                                           Tumorbehandl               

                                                                                             ung                        

      11 BLASTS IN PERIPHERAL BLOOD   BLAST CELLS PRESENT\       10JUN2013\             YES  Related\ -                 

         (UNK DIAGNOSIS)              BLAST CELLS PRESENT\                                                              

                                      INVESTIGATIONS                                                                    

      12 Schmerzen linke Hüfte\ im    PAIN IN HIP\ ARTHRALGIA\              01JUN2012\   NO  -\ unbekannt         12  2 

         CT kein Ahnalt für           MUSCULOSKELETAL AND                   12JUN2012                                   

         Tumorprogress, keine         CONNECTIVE TISSUE                                                                 

         anderes Korrelat.            DISORDERS                                                                         

         Symptomatische Therapie                                                                                        

      13 SUSPECTED ACUTE MYELOID      ACUTE MYELOID LEUKEMIA\    10JUN2013\ 10JUN2013\  YES  Related\              1  9 

         LEUKEMIA\ Schmerzen in der   ACUTE MYELOID LEUKAEMIA\              10JUN2013        sonstige                   

         linken Flanke                NEOPLASMS BENIGN,                                      Tumorbehandl               

                                      MALIGNANT AND                                          ung                        

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 158 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18761 14 MYELODYSPLASTIC SYNDROME     MYELODYSPLASTIC            12MAR2013\ 12MAR2013\  YES  Not                  24  7 

                                      SYNDROME\                             05APR2013        Reported\                  

                                      MYELODYSPLASTIC                                        sonstige                   

                                      SYNDROME\ NEOPLASMS                                    Tumorbehandl               

                                      BENIGN, MALIGNANT AND                                  ung                        

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

      15 DYSPNOEA\ Schmerzen in der   DYSPNOEA\ DYSPNOEA\        10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         linken Flanke                RESPIRATORY, THORACIC                 10JUN2013        sonstige                   

                                      AND MEDIASTINAL DISORDERS                              Tumorbehandl               

                                                                                             ung                        

      16 Dyspnoe\ Entwicklung einer   DYSPNOEA\ DYSPNOEA\                   12MAR2013\   NO  -\ sonstige  Grad 1  90  7 

         sekundären MDS               RESPIRATORY, THORACIC                 12MAR2013        Tumorbehandl               

                                      AND MEDIASTINAL DISORDERS                              ung                        

                                                                                                                        

20505  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\   -\                      YES  Related\ -                 

                                      BLOOD AND LYMPHATIC                                                               

                                      SYSTEM DISORDERS                                                                  

       2 Schmerzen                    PAIN\ PAIN\ GENERAL                   13AUG2012\   NO  -\ MabThera© Grad 2   2  4 

                                      DISORDERS AND                         19OCT2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 159 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

20505  3 FEVER\ Bitte ersetzen Sie    FEVER\ PYREXIA\ GENERAL    24JUN2012\ 24JUN2012\  YES  Related\     Grad 2   8  4 

         das bereits gesendete SAE    DISORDERS AND                         24JUN2012        MabThera©                  

         durch dieses hier.           ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Fieber                       FEVER\ PYREXIA\ GENERAL               13AUG2012\   NO  -\ MabThera© Grad 2   2  4 

                                      DISORDERS AND                         19OCT2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       5 BACTERIAL INFECTION          BACTERIAL INFECTION\       13AUG2012\ 13AUG2012\   NO  Not          Grad 2   2  4 

                                      BACTERIAL INFECTION\                  19OCT2012        Reported\                  

                                      INFECTIONS AND                                         MabThera©                  

                                      INFESTATIONS                                                                      

       6 DISEASE PROGRESSION OF       NODULAR (FOLLICULAR)       21JAN2013\ 21JAN2013\  YES  Not                      6 

         PRE-EXISTING FOLLICULAR      LYMPHOMA\ B-CELL                      26APR2013        Related\                   

         LYMPHOMA\ Tumorprogress      LYMPHOMA\ NEOPLASMS                                    Tumor-Grunde               

         medizinisch bedeutsam im     BENIGN, MALIGNANT AND                                  rkrankung                  

         Rahmen der NIS               UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 04.sas, executed on 01JUN2015 at 10:34                                                 Page 109 of 114
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

20505  7 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\                                   Reported\ -                

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

21573  1 Schmerzen                    PAIN\ PAIN\ GENERAL                   05JUN2013\   NO  -\           Grad 3  16  6 

                                      DISORDERS AND                         11NOV2014        Tumor-Grunde               

                                      ADMINISTRATION SITE                                    rkrankung                  

                                      CONDITIONS                                                                        

       2 DISEASE PROGRESSION OF       PROGRESSION OF                        04JUN2013\  YES  Not                      6 

         PRE-EXISTING CANCER\         PRE-EXISTING CANCER\      04JUN2013\  07JUN2013        Related\                   

         Progression medizinisch      MALIGNANT NEOPLASM        21JUN2013                    Tumor-Grunde               

         bedeutsam im Rahmen der NIS  PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

23220  1 Schüttelfrost                CHILLS\ CHILLS\ GENERAL               01DEC2012\   NO  -\ MabThera© Grad 1   4  4 

                                      DISORDERS AND                         04DEC2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

23220  2 Fatigue                      FATIGUE\ FATIGUE\                     24MAY2013\   NO  -\ unbekannt          4  5 

                                      GENERAL DISORDERS AND                 24MAY2013                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 Fieber                       FEVER\ PYREXIA\ GENERAL               01DEC2012\   NO  -\ nicht     Grad 1   4  4 

                                      DISORDERS AND                         04DEC2012        beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Schwindel                    LIGHT HEADEDNESS\                     14JUN2012\   NO  -\ MabThera©          1  3 

                                      DIZZINESS\ NERVOUS                    20SEP2012                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

23801  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    17MAY2012\ 17MAY2012\  YES  Related\     Grad 3      1 

                                      BLOOD AND LYMPHATIC                   23MAY2012        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 BACTERIAL INFECTION          BACTERIAL INFECTION\       17MAY2012\ 17MAY2012\  YES  Related\     Grad 3      1 

                                      BACTERIAL INFECTION\                  23MAY2012        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       3 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      17MAY2012\ 17MAY2012\  YES  Related\                 1 

                                      INFECTIONS AND                        23MAY2012        MabThera©                  

                                      INFESTATIONS                                                                      

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 162 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

23921  1 SECONDARY CARCINOMA          SECONDARY CARCINOMA\      -\                      YES  Not                        

                                      METASTASIS\ NEOPLASMS                                  Reported\ -                

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 3: Patients in Safety Set Overall, but neither SS I nor SS II                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5581  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  01MAY2011                    Reported\ -                

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 164 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 4 

                                                  All Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 4: Patients not in Safety Set Overall                                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1956  1 RECTAL CARCINOMA             RECTAL CARCINOMA\ RECTAL  -\                      YES  Not                        

                                      CANCER\ NEOPLASMS                                      Reported\ -                

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 04.sas, executed on 01JUN2015 at 10:34                                                 Page 114 of 114 



Page 165 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    04JUL2011\ 04JUL2011\  YES  Not          Grad 1      4 

                                      BLOOD AND LYMPHATIC                   04JUL2011        Applicable\                

                                      SYSTEM DISORDERS                                       MabThera©                  

                                                                                                                        

 3668  1 COLLAGENOUS COLITIS\ Dauer   COLITIS COLLAGENOUS\       15MAR2012\ 15MAR2012\  YES  Not                  14  6 

         und Verlauf der Kolitis      COLITIS MICROSCOPIC\                  26APR2012        Reported\                  

         kann noch nicht beurteilt    GASTROINTESTINAL                                       nicht                      

         werden                       DISORDERS                                              beurteilbar                

       3 BACTERIAL INFECTION\         BACTERIAL INFECTION\       16DEC2012\ 16DEC2012\  YES  Related\     Grad 3  85  8 

         vorbestehend: Asthma         BACTERIAL INFECTION\                  15JAN2013        unbekannt                  

         bronchiale und               INFECTIONS AND                                                                    

         Antikörpermangelsyndrom      INFESTATIONS                                                                      

         stationärer Aufenthalt bei                                                                                     

         Pneumonie vom 09.01.2013 -                                                                                     

         15.01.2013                                                                                                     

                                                                                                                        

 3765  1 LDH INCREASE                 LDH INCREASED\ BLOOD       24NOV2011\ 24NOV2011\  YES  Not                      5 

                                      LACTATE DEHYDROGENASE                 24NOV2011        Reported\                  

                                      INCREASED\ INVESTIGATIONS                              Tumor-Grunde               

                                                                                             rkrankung                  

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 05.sas, executed on 01JUN2015 at 10:34                                                   Page  1 of 40



Page 166 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4069  1 GENERAL PHYSICAL HEALTH      GENERAL PHYSICAL HEALTH   -\                      YES  Not                        

         DETERIORATION                DETERIORATION\ GENERAL                                 Reported\ -                

                                      PHYSICAL HEALTH                                                                   

                                      DETERIORATION\ GENERAL                                                            

                                      DISORDERS AND                                                                     

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 4095  1 PROSTATE CARCINOMA           PROSTATE CARCINOMA\        28JUN2011\             YES  Not                        

                                      PROSTATE CANCER\                                       Reported\ -                

                                      NEOPLASMS BENIGN,                                                                 

                                      MALIGNANT AND                                                                     

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 4292  1 DYSPNOEA\ CT Lunge           DYSPNOEA\ DYSPNOEA\        01MAR2012\ 01MAR2012\  YES  Not          Grad 1  45  8 

         veranlasst                   RESPIRATORY, THORACIC                 12APR2012        Reported\                  

                                      AND MEDIASTINAL DISORDERS                              unbekannt                  

                                                                                                                        

 4336  5 COATED TONGUE                COATED TONGUE\ TONGUE     -\          -\          YES  Not                      2 

                                      COATED\ GASTROINTESTINAL              22JUL2011        Applicable\                

                                      DISORDERS                                              unbekannt                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 05.sas, executed on 01JUN2015 at 10:34                                                   Page  2 of 40



Page 167 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4336  9 FUNGAL INFECTION             FUNGAL INFECTION\ FUNGAL  -\          -\          YES  Not          Grad 2      2 

                                      INFECTION\ INFECTIONS                 22JUL2011        Applicable\                

                                      AND INFESTATIONS                                       unbekannt                  

                                                                                                                        

 4530  1 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      15JUN2011                    Related\ -                 

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 4637  1 BILATERAL PNEUMONIA          BILATERAL PNEUMONIA\       20JAN2012\ 20JAN2012\  YES  Related\             50  5 

                                      PNEUMONIA\ INFECTIONS                 07FEB2012        MabThera©                  

                                      AND INFESTATIONS                                                                  

       2 B LYMPHOCYTE DEFICIENCY(UNK  B-LYMPHOCYTE COUNT        -\                      YES  Not                        

         DIAGNOSIS)                   DECREASED\ B-LYMPHOCYTE                                Reported\ -                

                                      COUNT DECREASED\                                                                  

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 168 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4747  1 BRONCHIAL CARCINOMA NSCLC    BRONCHIAL CARCINOMA\       01FEB2012\ 01FEB2012\  YES  Not                      6 

                                      BRONCHIAL CARCINOMA\                  01FEB2012        Reported\                  

                                      NEOPLASMS BENIGN,                                      nicht                      

                                      MALIGNANT AND                                          beurteilbar                

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 4805  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  20OCT2012                    Related\ -                 

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

                                                                                                                        

 4991  1 CHOLECYSTOLITHIASIS\         CHOLECYSTOLITHIASIS\       06JAN2012\ 06JAN2012\  YES  Not                   3  5 

         Cholezystolithiasis war      CHOLELITHIASIS\                       24FEB2012        Reported\                  

         vorbestehend                 HEPATOBILIARY DISORDERS                                unbekannt                  

                                                                                                                        

 5381  1 STEATOSIS HEPATIS            STEATOSIS HEPATIC\        -\                      YES  Not                        

                                      HEPATIC STEATOSIS\                                     Reported\ -                

                                      HEPATOBILIARY DISORDERS                                                           

       2 DRUG INDUCED LIVER DAMAGE    LIVER DAMAGE\ LIVER        19JUN2012\             YES  Not                        

                                      INJURY\ HEPATOBILIARY                                  Reported\ -                

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 169 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5381  3 INCREASED GPT                GPT INCREASED\ ALANINE     07SEP2011\             YES  Not                        

                                      AMINOTRANSFERASE                                       Reported\ -                

                                      INCREASED\ INVESTIGATIONS                                                         

       4 INCREASED GOT                GOT INCREASED\ ASPARTATE   07SEP2011\ 07SEP2011\  YES  Not                 270  5 

                                      AMINOTRANSFERASE                      25JUL2012        Reported\                  

                                      INCREASED\ INVESTIGATIONS                              unbekannt                  

                                                                                                                        

 5913  1 GASTROINTESTINAL BLEEDING    GASTROINTESTINAL          -\                      YES  Not                        

                                      BLEEDING\                 16JUL2011                    Reported\ -                

                                      GASTROINTESTINAL                                                                  

                                      HAEMORRHAGE\                                                                      

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       2 COMPRESSION OF COMMON        BILE DUCT STENOSIS\ BILE              01JUN2011\  YES  Not                      1 

         HEPATIC DUCT                 DUCT STENOSIS\            01JUN2011\  29JUN2011        Reported\                  

                                      HEPATOBILIARY DISORDERS   16JUL2011                    Tumor-Grunde               

                                                                                             rkrankung                  

       3 RELAPSE OF LYMPHOMA          LYMPHOMA\ LYMPHOMA\                   01JUN2011\  YES  Not                      1 

                                      NEOPLASMS BENIGN,         01JUN2011\  29JUN2011        Reported\                  

                                      MALIGNANT AND             16JUL2011                    Tumor-Grunde               

                                      UNSPECIFIED (INCL CYSTS                                rkrankung                  

                                      AND POLYPS)                                                                       

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 170 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5913  4 LYMPHOMA OF HEPATIC PORTAL   HEPATIC LYMPHOMA\                                 YES  Not                        

                                      LYMPHOMA\ NEOPLASMS       01JUN2011\                   Reported\ -                

                                      BENIGN, MALIGNANT AND     16JUL2011                                               

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       5 HEMORRHAGIC SHOCK            HEMORRHAGIC SHOCK\ SHOCK  -\                      YES  Not                        

                                      HAEMORRHAGIC\ VASCULAR    16JUL2011                    Reported\ -                

                                      DISORDERS                                                                         

                                                                                                                        

 6075  1 HEART RHYTHM DISORDER        CARDIAC ARRHYTHMIA\        10APR2012\ 10APR2012\  YES  Not                      5 

                                      ARRHYTHMIA\ CARDIAC                   10APR2012        Related\                   

                                      DISORDERS                                              nicht                      

                                                                                             beurteilbar                

       2 AV BLOCK                     AV BLOCK\                  10APR2012\ 10APR2012\  YES  Not                      5 

                                      ATRIOVENTRICULAR BLOCK\               10APR2012        Related\                   

                                      CARDIAC DISORDERS                                      nicht                      

                                                                                             beurteilbar                

                                                                                                                        

 6119  1 UNKNOWN CAUSE OF DEATH       UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  01AUG2012                    Reported\ -                

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 171 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6119  2 LYMPHOCYTIC ALVEOLITIS       LYMPHOCYTIC ALVEOLITIS\               19APR2012\  YES  Related\             60  6 

                                      ALVEOLITIS\ RESPIRATORY,  19APR2012\  08MAY2012        MabThera©                  

                                      THORACIC AND MEDIASTINAL  01AUG2012                                               

                                      DISORDERS                                                                         

       3 DYSPONEA                     DYSPNOEA\ DYSPNOEA\                   19APR2012\  YES  Related\             60  6 

                                      RESPIRATORY, THORACIC     19APR2012\  08MAY2012        MabThera©                  

                                      AND MEDIASTINAL DISORDERS 01AUG2012                                               

       4 SUBPLEURAL FIBROSIS          PLEURAL FIBROSIS\                     19APR2012\  YES  Related\             60  6 

                                      PLEURAL FIBROSIS\         19APR2012\  08MAY2012        MabThera©                  

                                      RESPIRATORY, THORACIC     01AUG2012                                               

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 6815  1 HODGKIN DISEASE              HODGKIN'S DISEASE\        -\                      YES  Not                        

                                      HODGKIN'S DISEASE\                                     Reported\ -                

                                      NEOPLASMS BENIGN,                                                                 

                                      MALIGNANT AND                                                                     

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 7581  2 FEVER                        FEVER\ PYREXIA\ GENERAL    13FEB2012\ 13FEB2012\  YES  Not          Grad 1   7  6 

                                      DISORDERS AND                         13FEB2012        Reported\                  

                                      ADMINISTRATION SITE                                    nicht                      

                                      CONDITIONS                                             beurteilbar                

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 05.sas, executed on 01JUN2015 at 10:34                                                   Page  7 of 40



Page 172 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 7581  3 BACTERIAL INFECTION          BACTERIAL INFECTION\       13FEB2012\ 13FEB2012\  YES  Not          Grad 2   7  6 

                                      BACTERIAL INFECTION\                  13FEB2012        Reported\                  

                                      INFECTIONS AND                                         nicht                      

                                      INFESTATIONS                                           beurteilbar                

                                                                                                                        

 7884  1 PULMONARY DISCOMFORT (UNK    CHEST DISCOMFORT\ CHEST    02FEB2012\ 02FEB2012\  YES  Related\              3  4 

         DIAGNOSIS)                   DISCOMFORT\ GENERAL                   02FEB2012        nicht                      

                                      DISORDERS AND                                          beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 PULMONARY INFECTION          LUNG INFECTION\ LUNG      -\          08JUL2011\  YES  Not                   2  1 

                                      INFECTION\ INFECTIONS                 11JUL2011        Reported\                  

                                      AND INFESTATIONS                                       nicht                      

                                                                                             beurteilbar                

                                                                                                                        

 8781  1 INCISIONAL HERNIA            INCISIONAL HERNIA\        -\                      YES  Not                        

                                      INCISIONAL HERNIA\                                     Reported\ -                

                                      INJURY, POISONING AND                                                             

                                      PROCEDURAL COMPLICATIONS                                                          

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 173 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8861  1 LEUKOPENIA\ Patient hätte    LEUKOPENIA\ LEUKOPENIA\    24OCT2011\ 24OCT2011\  YES  Not          Grad 3      5 

         am 24.10.2011 den 6.Zyklus   BLOOD AND LYMPHATIC                   24OCT2011        Related\                   

         erhalten sollen. Dieses      SYSTEM DISORDERS                                       Tumor-Grunde               

         wurde aufgrund der                                                                  rkrankung                  

         Leukopenie und                                                                                                 

         Granulozytopenie auf den                                                                                       

         07.11.2011 verschoben.                                                                                         

         Leukozyten 1.5 10^3/ul                                                                                         

         Neutrophile 1.1 10^3/ul                                                                                        

       5 FEVER                        FEVER\ PYREXIA\ GENERAL    02DEC2012\ 02DEC2012\  YES  Related\     Grad 2  13 11 

                                      DISORDERS AND                         10DEC2012        Tumor-Grunde               

                                      ADMINISTRATION SITE                                    rkrankung                  

                                      CONDITIONS                                                                        

       6 SEPSIS WITH HAEMOPHILUS      HAEMOPHILUS SEPSIS\        02DEC2012\ 02DEC2012\  YES  Not          Grad 3  13 11 

         INFLUENZAE                   HAEMOPHILUS SEPSIS\                   10DEC2012        Related\                   

                                      INFECTIONS AND                                         unbekannt                  

                                      INFESTATIONS                                                                      

       7 PNEUMONIA BOTH SIDES         BILATERAL PNEUMONIA\       02DEC2012\             YES  Related\ -                 

                                      PNEUMONIA\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 174 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9240  1 RELAPSE OF FOLLICULAR        B-CELL LYMPHOMA                                   YES  Not                        

         LYMPHOMA                     RECURRENT\ B-CELL         01DEC2011\                   Related\ -                 

                                      LYMPHOMA RECURRENT\       01MAR2012                                               

                                      NEOPLASMS BENIGN,                                                                 

                                      MALIGNANT AND                                                                     

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       2 DISEASE PROGRESSION OF       PROGRESSION OF                                    YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      01FEB2012\                   Related\ -                 

                                      MALIGNANT NEOPLASM        01MAR2012                                               

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 9521  1 DISEASE PROGRESSION OF PRE   PROGRESSION OF                                    YES  Not                        

         EXISTING CANCER              PRE-EXISTING CANCER\      10JAN2012\                   Reported\ -                

                                      MALIGNANT NEOPLASM        19JAN2012                                               

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 175 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9903  2 INCREASED LDH                LDH INCREASED\ BLOOD       27JAN2012\ 27JAN2012\  YES  Not                   0  4 

                                      LACTATE DEHYDROGENASE                 27JAN2012        Reported\                  

                                      INCREASED\ INVESTIGATIONS                              unbekannt                  

       3 SEVERE DEPRESSION            DEPRESSION\ DEPRESSION\    04SEP2012\ 04SEP2012\  YES  Related\              0  6 

                                      PSYCHIATRIC DISORDERS                 04SEP2012        unbekannt                  

       4 PULMONARY INFILTRATES        PULMONARY INFILTRATION\    06DEC2011\ 06DEC2011\  YES  Not                  10  4 

                                      LUNG INFILTRATION\                    06DEC2011        Related\                   

                                      RESPIRATORY, THORACIC                                  nicht                      

                                      AND MEDIASTINAL DISORDERS                              beurteilbar                

                                                                                                                        

13046  1 AGRANULOCYTOSIS              AGRANULOCYTOSIS\          -\                      YES  Not                        

                                      AGRANULOCYTOSIS\ BLOOD                                 Reported\ -                

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       2 LEUKOPENIA\ rezidivierende   LEUKOPENIA\ LEUKOPENIA\    02NOV2011\ 16NOV2011\  YES  Not          Grad 3      1 

         Leukopenie mit               BLOOD AND LYMPHATIC                   31AUG2012        Reported\                  

         Agranulozytose und auch      SYSTEM DISORDERS                                       Tumor-Grunde               

         infektionen Komplikationen                                                          rkrankung                  

       3 THROMBOPENIA\                THROMBOPENIA\              16NOV2011\ 16NOV2011\  YES  Not          Grad 1      1 

         rezidivierende Leukopenie    THROMBOCYTOPENIA\ BLOOD               31AUG2012        Reported\                  

         mit Agranulozytose und auch  AND LYMPHATIC SYSTEM                                   Tumor-Grunde               

         infektionen Komplikationen   DISORDERS                                              rkrankung                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 05.sas, executed on 01JUN2015 at 10:34                                                   Page 11 of 40



Page 176 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13046  4 HERPES ZOSTER\               HERPES ZOSTER\ HERPES      16NOV2011\ 16NOV2011\  YES  Not          Grad 2      1 

         rezidivierende Leukopenie    ZOSTER\ INFECTIONS AND                31AUG2012        Reported\                  

         mit Agranulozytose und auch  INFESTATIONS                                           Tumor-Grunde               

         infektionen Komplikationen                                                          rkrankung                  

       5 VIRAL INFECTION\             VIRAL INFECTION\ VIRAL     16NOV2011\ 16NOV2011\  YES  Not          Grad 2      1 

         rezidivierende Leukopenie    INFECTION\ INFECTIONS                 31AUG2012        Reported\                  

         mit Agranulozytose und auch  AND INFESTATIONS                                       Tumor-Grunde               

         infektionen Komplikationen                                                          rkrankung                  

       6 B-CELL DEPLETION             B-LYMPHOCYTE COUNT        -\                      YES  Not                        

                                      DECREASED\ B-LYMPHOCYTE                                Reported\ -                

                                      COUNT DECREASED\                                                                  

                                      INVESTIGATIONS                                                                    

                                                                                                                        

13235  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    22MAY2012\ 22MAY2012\  YES  Not          Grad 3  90  1 

                                      BLOOD AND LYMPHATIC                   22MAY2012        Reported\                  

                                      SYSTEM DISORDERS                                       MabThera©                  

       2 CIRCULATORY DISORDER         DISORDER CIRCULATORY       22MAY2012\ 22MAY2012\  YES  Not                  90  1 

                                      SYSTEM\ CARDIOVASCULAR                22MAY2012        Reported\                  

                                      DISORDER\ CARDIAC                                      nicht                      

                                      DISORDERS                                              beurteilbar                

       3 CHILLS                       CHILLS\ CHILLS\ GENERAL    22MAY2012\ 22MAY2012\  YES  Not          Grad 1  90  1 

                                      DISORDERS AND                         22MAY2012        Reported\                  

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 177 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13235  4 PAIN                         PAIN\ PAIN\ GENERAL        22MAY2012\ 22MAY2012\  YES  Not          Grad 2  90  1 

                                      DISORDERS AND                         22MAY2012        Reported\                  

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

       5 FEVER                        FEVER\ PYREXIA\ GENERAL    22MAY2012\ 22MAY2012\  YES  Not          Grad 1  90  1 

                                      DISORDERS AND                         22MAY2012        Reported\                  

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

       6 VIRAL INFECTION              VIRAL INFECTION\ VIRAL     22MAY2012\ 22MAY2012\  YES  Not          Grad 2  90  1 

                                      INFECTION\ INFECTIONS                 22MAY2012        Reported\                  

                                      AND INFESTATIONS                                       unbekannt                  

       8 SPONTANEOUS ABORTION         SPONTANEOUS ABORTION\     -\                      YES  Not                        

                                      ABORTION SPONTANEOUS\                                  Reported\ -                

                                      PREGNANCY, PUERPERIUM                                                             

                                      AND PERINATAL CONDITIONS                                                          

                                                                                                                        

14569  2 INFECTION NOS                INFECTION NOS\             04APR2013\             YES  Not                        

                                      INFECTION\ INFECTIONS                                  Reported\ -                

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 178 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14682  1 DISEASE PROGRESSION OF       PROGRESSION OF                        12DEC2011\  YES  Not                      3 

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      12DEC2011\  12DEC2011        Related\                   

                                      MALIGNANT NEOPLASM        10APR2012                    Tumor-Grunde               

                                      PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

17284  1 PAIN IN THE RIGHT UPPER      RIGHT UPPER QUADRANT       16JUL2012\ 16JUL2012\  YES  Related\              4  6 

         ABDOMEN                      PAIN\ ABDOMINAL PAIN                  30AUG2012        nicht                      

                                      UPPER\ GASTROINTESTINAL                                beurteilbar                

                                      DISORDERS                                                                         

       2 BRONCHIOLITICS LUNG CHANGES  BRONCHIOLITIS\             15OCT2012\ 15OCT2012\  YES  Not                  17  8 

         (BRONCHIOLITIS)              BRONCHIOLITIS\                        08MAY2013        Related\                   

                                      INFECTIONS AND                                         nicht                      

                                      INFESTATIONS                                           beurteilbar                

       3 INCREASED LIVER ENZYME       RAISED LIVER ENZYMES\      16JUL2012\ 16JUL2012\  YES  Related\              4  6 

         VALUES                       HEPATIC ENZYME                        30AUG2012        nicht                      

                                      INCREASED\ INVESTIGATIONS                              beurteilbar                

       4 INFILTRATIVE LUNG CHANGES    LUNG INFILTRATION\ LUNG    15OCT2012\ 15OCT2012\  YES  Not                  17  8 

                                      INFILTRATION\                         08MAY2013        Related\                   

                                      RESPIRATORY, THORACIC                                  nicht                      

                                      AND MEDIASTINAL DISORDERS                              beurteilbar                

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 179 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

17732  4 PULMONARY INFECTION          LUNG INFECTION\ LUNG      -\                      YES  Not                        

                                      INFECTION\ INFECTIONS                                  Reported\ -                

                                      AND INFESTATIONS                                                                  

       7 BRONCHITIC MODIFICATION OF   LUNG DISORDER\ LUNG       -\                      YES  Not                        

         BOTH LUNGS (LUNG DISORDER)   DISORDER\ RESPIRATORY,                                 Reported\ -                

                                      THORACIC AND MEDIASTINAL                                                          

                                      DISORDERS                                                                         

       8 PULMONARY INFILTRATES        PULMONARY INFILTRATION\   -\                      YES  Not                        

                                      LUNG INFILTRATION\                                     Reported\ -                

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

17761  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\               30JUL2012\  YES  Related\                 4 

                                      DEATH\ GENERAL DISORDERS  30JUL2012\  14NOV2012        nicht                      

                                      AND ADMINISTRATION SITE   30JUL2012                    beurteilbar                

                                      CONDITIONS                                                                        

                                                                                                                        

18981  1 HEART INSUFFICIENCY          HEART INSUFFICIENCY\      -\                      YES  Not                        

                                      CARDIAC FAILURE\ CARDIAC                               Reported\ -                

                                      DISORDERS                                                                         

       2 CORONARY HEART DISEASE       CORONARY HEART DISEASE\    30APR2012\             YES  Not                        

                                      CORONARY ARTERY DISEASE\                               Related\ -                 

                                      CARDIAC DISORDERS                                                                 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 180 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18981  4 DYSPNOEA\ Dysnoe aufgrund    DYSPNOEA\ DYSPNOEA\        30APR2012\ 30APR2012\  YES  Related\     Grad 3  12  1 

         einer KHK, KH-Aufnahme,      RESPIRATORY, THORACIC                 10MAY2012        unbekannt                  

         stationär Stentanlage        AND MEDIASTINAL DISORDERS                                                         

         am24.5.12, danach deutliche                                                                                    

         Besserung                                                                                                      

                                                                                                                        

19303  1 LUNG METASTASES              LUNG METASTASES\           20AUG2012\ 20AUG2012\  YES  Not                   1  4 

                                      METASTASES TO LUNG\                   20AUG2012        Related\                   

                                      NEOPLASMS BENIGN,                                      Tumor-Grunde               

                                      MALIGNANT AND                                          rkrankung                  

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

23973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    22JAN2013\ 22JAN2013\  YES  Related\     Grad 2      9 

                                      BLOOD AND LYMPHATIC                   25JAN2013        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 BILATERAL PNEUMONIA          BILATERAL PNEUMONIA\       22JAN2013\ 22JAN2013\  YES  Related\                 9 

                                      PNEUMONIA\ INFECTIONS                 25JAN2013        MabThera©                  

                                      AND INFESTATIONS                                                                  

                                                                                                                        

24064  3 HEMATOMA NEAR PSOAS MUSCLE   HEMATOMA\ HAEMATOMA\       09NOV2012\             YES  Not                        

                                      VASCULAR DISORDERS                                     Reported\ -                

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 181 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  1 NEUTROPENIC FEVER\ Bei der   NEUTROPENIC FEVER\         07JUN2010\ 07JUN2010\  YES  Not          Grad 4  15  2 

         Patient liegt ein            FEBRILE NEUTROPENIA\                  16NOV2011        Reported\                  

         kombinierter Immundefekt     BLOOD AND LYMPHATIC                                    nicht                      

         bei Z.n. Chemotherapie,      SYSTEM DISORDERS                                       beurteilbar                

         Therapie mit Rituximab und                                                                                     

         im Rahmen der                                                                                                  

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       2 LEUKOPENIA\ Bei der Patient  LEUKOPENIA\ LEUKOPENIA\    07JUN2010\ 07JUN2010\  YES  Related\     Grad 4  15  2 

         liegt ein kombinierter       BLOOD AND LYMPHATIC                   16NOV2011        nicht                      

         Immundefekt bei Z.n.         SYSTEM DISORDERS                                       beurteilbar                

         Chemotherapie, Therapie mit                                                                                    

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 182 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  4 DIARRHOEA\ Bei der Patient   DIARRHOEA\ DIARRHOEA\      07JUN2010\ 07JUN2010\  YES  Related\     Grad 3  15  2 

         liegt ein kombinierter       GASTROINTESTINAL                      16NOV2011        nicht                      

         Immundefekt bei Z.n.         DISORDERS                                              beurteilbar                

         Chemotherapie, Therapie mit                                                                                    

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       5 FEVER\ Bei der Patient       FEVER\ PYREXIA\ GENERAL    07JUN2010\ 07JUN2010\  YES  Not          Grad 1  15  2 

         liegt ein kombinierter       DISORDERS AND                         16NOV2011        Reported\                  

         Immundefekt bei Z.n.         ADMINISTRATION SITE                                    nicht                      

         Chemotherapie, Therapie mit  CONDITIONS                                             beurteilbar                

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       6 ATYPICAL PNEUMONIA           ATYPICAL PNEUMONIA\        01MAY2010\             YES  Not                        

                                      ATYPICAL PNEUMONIA\                                    Reported\ -                

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 183 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  9 GASTROENTERITIS              GASTROENTERITIS\          -\                      YES  Related\ -                 

                                      GASTROENTERITIS\                                                                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      10 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      07JUN2010\             YES  Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      11 SEPSIS                       SEPSIS\ SEPSIS\            08JUN2010\             YES  Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      12 URINARY TRACT INFECTION      URINARY TRACT INFECTION\   01MAY2010\ 17MAY2010\  YES  Not          Grad 1      2 

                                      URINARY TRACT INFECTION\              15NOV2011        Reported\                  

                                      INFECTIONS AND                                         nicht                      

                                      INFESTATIONS                                           beurteilbar                

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 184 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637 16 HYPOTENSION\ Bei der         HYPOTENSION\               07JUN2010\ 07JUN2010\  YES  Not          Grad 4  15  2 

         Patient liegt ein            HYPOTENSION\ VASCULAR                 16NOV2011        Reported\                  

         kombinierter Immundefekt     DISORDERS                                              nicht                      

         bei Z.n. Chemotherapie,                                                             beurteilbar                

         Therapie mit Rituximab und                                                                                     

         im Rahmen der                                                                                                  

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

                                                                                                                        

  973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    01SEP2011\ 01SEP2011\  YES  Related\     Grad 2      5 

                                      BLOOD AND LYMPHATIC                   01SEP2011        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       4 LATE NEUTROPENIA             NEUTROPENIA\               01SEP2011\ 01SEP2011\  YES  Related\     Grad 2      5 

                                      NEUTROPENIA\ BLOOD AND                01SEP2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       9 GASTRITIS                    GASTRITIS\ GASTRITIS\      16AUG2011\ 16AUG2011\  YES  Related\              4  5 

                                      GASTROINTESTINAL                      06SEP2011        unbekannt                  

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 185 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  973 10 PAIN                         PAIN\ PAIN\ GENERAL        22SEP2011\ 22SEP2011\  YES  Not          Grad 3   8  7 

                                      DISORDERS AND                         07DEC2011        Related\                   

                                      ADMINISTRATION SITE                                    nicht                      

                                      CONDITIONS                                             beurteilbar                

      12 HEPATOSIS                    HEPATOSIS\ LIVER           22SEP2011\ 22SEP2011\  YES  Not                   8  7 

                                      DISORDER\ HEPATOBILIARY               07DEC2011        Related\                   

                                      DISORDERS                                              sonstige                   

                                                                                             Tumorbehandl               

                                                                                             ung                        

      13 LIVER VALUES ELEVATED(LIVER  RAISED LIVER FUNCTION      19MAY2011\ 19MAY2011\  YES  Related\     Grad 2      5 

         FUNCTION TEST ABNORMAL)      TESTS\ LIVER FUNCTION                 19MAY2011        unbekannt                  

                                      TEST ABNORMAL\                                                                    

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 1001  2 UNKNOWN CAUSE OF DEATH       UNKNOWN CAUSE OF DEATH\                           YES  Unknown\ -                 

                                      DEATH\ GENERAL DISORDERS  03MAY2010\                                              

                                      AND ADMINISTRATION SITE   03MAY2010                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 1038  1 INCREASED CANCER ANTIGEN     CANCER ANTIGEN 15-3       -\                      YES  Not                        

         15-3                         INCREASED\ CARBOHYDRATE                                Related\ -                 

                                      ANTIGEN 15-3 INCREASED\                                                           

                                      INVESTIGATIONS                                                                    

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 186 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1038  2 PLEURAL EFFUSION             PLEURAL EFFUSION\          14SEP2011\ 14SEP2011\  YES  Not                   8  6 

                                      PLEURAL EFFUSION\                     07DEC2011        Reported\                  

                                      RESPIRATORY, THORACIC                                  Tumor-Grunde               

                                      AND MEDIASTINAL DISORDERS                              rkrankung                  

                                                                                                                        

 1069  1 ANAL ABSCESS                 ANAL ABSCESS\ ANAL         01JUN2010\ 01JUN2010\  YES  Related\                 1 

                                      ABSCESS\ INFECTIONS AND               01JUL2010        unbekannt                  

                                      INFESTATIONS                                                                      

                                                                                                                        

 1095  1 METASTATIC BREAST CANCER     METASTATIC BREAST         -\                      YES  Not                        

                                      CANCER\ BREAST CANCER                                  Reported\ -                

                                      METASTATIC\ NEOPLASMS                                                             

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 1097  1 SECONDARY AML (UNK           ILL-DEFINED DISORDER\     -\                      YES  Not                        

         DIAGNOSIS)                   ILL-DEFINED DISORDER\                                  Related\ -                 

                                      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 187 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1168  1 IMMUNODEFICIENCY             IMMUNODEFICIENCY\         -\                      YES  Not                        

                                      IMMUNODEFICIENCY\ IMMUNE                               Reported\ -                

                                      SYSTEM DISORDERS                                                                  

       2 DECREASED B LYMPHOCYTES      B-LYMPHOCYTE COUNT        -\                      YES  Not                        

                                      DECREASED\ B-LYMPHOCYTE                                Reported\ -                

                                      COUNT DECREASED\                                                                  

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 1204  1 DIARRHOEA                    DIARRHOEA\ DIARRHOEA\      02NOV2011\ 02NOV2011\  YES  Not          Grad 1      6 

                                      GASTROINTESTINAL                      08NOV2011        Related\                   

                                      DISORDERS                                              nicht                      

                                                                                             beurteilbar                

       2 SEPSIS                       SEPSIS\ SEPSIS\           -\                      YES  Not                        

                                      INFECTIONS AND                                         Reported\ -                

                                      INFESTATIONS                                                                      

                                                                                                                        

 1528  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    26JUL2010\ 26JUL2010\  YES  Related\     Grad 3  20  1 

                                      BLOOD AND LYMPHATIC                   03NOV2010        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 LATE NEUTROPENIA             NEUTROPENIA\               17JUL2010\ 17JUL2010\  YES  Related\     Grad 3  32  1 

                                      NEUTROPENIA\ BLOOD AND                03NOV2010        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 188 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1528  4 PAIN                         PAIN\ PAIN\ GENERAL        17JUL2010\ 17JUL2010\  YES  Related\     Grad 2  32  1 

                                      DISORDERS AND                         03NOV2010        nicht                      

                                      ADMINISTRATION SITE                                    beurteilbar                

                                      CONDITIONS                                                                        

       5 BACTERIAL INFECTION          BACTERIAL INFECTION\       17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      BACTERIAL INFECTION\                  03NOV2010        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       6 VIRAL INFECTION              VIRAL INFECTION\ VIRAL     17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      INFECTION\ INFECTIONS                 03NOV2010        MabThera©                  

                                      AND INFESTATIONS                                                                  

       7 HYPOKALAEMIA                 HYPOKALAEMIA\              17JUL2010\             YES  Related\ -                 

                                      HYPOKALAEMIA\ METABOLISM                                                          

                                      AND NUTRITION DISORDERS                                                           

       8 DYSPNOEA                     DYSPNOEA\ DYSPNOEA\        17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      RESPIRATORY, THORACIC                 03NOV2010        MabThera©                  

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 1554  1 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Related\ -                 

                                      INFECTIONS AND            10JUL2010                                               

                                      INFESTATIONS                                                                      

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 189 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1554  2 SEPSIS\ Pat. ist in KH       SEPSIS\ SEPSIS\                       29MAY2010\  YES  Not                  30  1 

         verstorben, nach             INFECTIONS AND            29MAY2010\  13JUL2010        Related\                   

         telephonische Auskunft an    INFESTATIONS              10JUL2010                    nicht                      

         einer Sepsis. Detailierte                                                           beurteilbar                

         Info liegt nicht vor.                                                                                          

                                                                                                                        

 1698  4 SUSPECTED PURULENT           PURULENT BRONCHITIS\       07APR2011\ 07APR2011\  YES  Related\     Grad 3      3 

         BRONCHITIS                   BRONCHITIS BACTERIAL\                 11APR2011        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       7 RECURRENT INFECTION          RECURRENT INFECTION\       10FEB2012\ 10FEB2012\  YES  Related\     Grad 1      6 

         COMPLICATION (UNK DIAGNOSIS) INFECTION\ INFECTIONS                 30MAR2012        MabThera©                  

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 1721  1 LYMPH NODE DISORDER          LYMPH NODE DISORDER\       28MAR2011\ 28MAR2011\  YES  Related\              4  3 

                                      LYMPHADENOPATHY\ BLOOD                12JUL2011        Tumor-Grunde               

                                      AND LYMPHATIC SYSTEM                                   rkrankung                  

                                      DISORDERS                                                                         

       2 UPPER ABDOMINAL PAIN         UPPER ABDOMINAL PAIN\      28MAR2011\ 28MAR2011\  YES  Related\              4  3 

                                      ABDOMINAL PAIN UPPER\                 12JUL2011        Tumor-Grunde               

                                      GASTROINTESTINAL                                       rkrankung                  

                                      DISORDERS                                                                         

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 190 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1751  1 ROTAVIRUS INFECTION          ROTAVIRUS INFECTION\       16MAY2012\             YES  Not                        

                                      ROTAVIRUS INFECTION\                                   Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 1995  1 REDUCED PHYSICAL CAPACITY    PERFORMANCE STATUS         08DEC2011\ 08DEC2011\  YES  Related\              7  5 

         (PERFORMANCE STATUS          DECREASED\ PERFORMANCE                16JAN2012        sonstige                   

         DECREASED)\ Patient war      STATUS DECREASED\                                      Tumorbehandl               

         stationär                    GENERAL DISORDERS AND                                  ung                        

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      14DEC2010\ 14DEC2010\  YES  Related\     Grad 3   8  2 

                                      INFECTIONS AND                        15DEC2010        MabThera©                  

                                      INFESTATIONS                                                                      

       4 INCREASING DYSPNOEA\         DYSPNOEA EXACERBATED\      08DEC2011\ 08DEC2011\  YES  Related\     Grad 3   7  5 

         Patient war stationär        DYSPNOEA\ RESPIRATORY,                16JAN2012        sonstige                   

                                      THORACIC AND MEDIASTINAL                               Tumorbehandl               

                                      DISORDERS                                              ung                        

                                                                                                                        

 2106  4 HERPES ZOSTER                HERPES ZOSTER\ HERPES      26JUL2012\ 26JUL2012\  YES  Related\     Grad 3  23 13 

                                      ZOSTER\ INFECTIONS AND                03SEP2012        MabThera©                  

                                      INFESTATIONS                                                                      

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 191 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2143  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    08DEC2010\ 08DEC2010\  YES  Related\     Grad 3   7  2 

                                      BLOOD AND LYMPHATIC                   13DEC2010        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       3 BACTERIAL INFECTION NOS      BACTERIAL INFECTION NOS\   08DEC2010\ 08DEC2010\  YES  Related\     Grad 3   7  2 

                                      BACTERIAL INFECTION\                  13DEC2010        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 2203  1 DISEASE PROGRESSION OF       PROGRESSION OF                        28OCT2010\  YES  Not                   0  2 

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      28JAN2011\  03JAN2011        Related\                   

                                      MALIGNANT NEOPLASM        28JAN2011                    Tumor-Grunde               

                                      PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 2345  1 MACULO-PAPULAR EXANTHEMA     MACULO-PAPULAR             12MAY2010\             YES  Not                        

                                      EXANTHEMA\ RASH                                        Related\ -                 

                                      MACULO-PAPULAR\ SKIN AND                                                          

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 192 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3027  1 BACTERIAL INFECTION          BACTERIAL INFECTION\       21FEB2011\ 21FEB2011\  YES  Not          Grad 3      1 

                                      BACTERIAL INFECTION\                  21FEB2011        Related\                   

                                      INFECTIONS AND                                         unbekannt                  

                                      INFESTATIONS                                                                      

                                                                                                                        

 3216  1 HEARTBURN                    HEARTBURN\ DYSPEPSIA\      24JUN2011\ 24JUN2011\  YES  Not                      2 

                                      GASTROINTESTINAL                      25JUN2011        Applicable\                

                                      DISORDERS                                              unbekannt                  

       2 TARRY STOOL                  TARRY STOOLS\ MELAENA\     24JUN2011\ 24JUN2011\  YES  Not                      2 

                                      GASTROINTESTINAL                      25JUN2011        Applicable\                

                                      DISORDERS                                              unbekannt                  

       3 FATIGUE                      FATIGUE\ FATIGUE\          24JUN2011\ 24JUN2011\  YES  Not                  14  4 

                                      GENERAL DISORDERS AND                 26JUN2011        Related\                   

                                      ADMINISTRATION SITE                                    Tumor-Grunde               

                                      CONDITIONS                                             rkrankung                  

       4 PAIN                         PAIN\ PAIN\ GENERAL        24JUN2011\ 24JUN2011\  YES  Not          Grad 1  14  4 

                                      DISORDERS AND                         26JUN2011        Related\                   

                                      ADMINISTRATION SITE                                    Tumor-Grunde               

                                      CONDITIONS                                             rkrankung                  

       5 HEPATIC INFLAMMATION         HEPATITIS\ HEPATITIS\      24JUN2011\ 24JUN2011\  YES  Not                  14  4 

                                      HEPATOBILIARY DISORDERS               26JUN2011        Related\                   

                                                                                             Tumor-Grunde               

                                                                                             rkrankung                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 193 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3216  6 ALANINE AMINOTRANSFERASE     ALANINE AMINOTRANSFERASE   24JUN2011\ 24JUN2011\  YES  Not                      2 

         INCREASED                    INCREASED\ ALANINE                    25JUN2011        Applicable\                

                                      AMINOTRANSFERASE                                       unbekannt                  

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 4643  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    09MAY2011\ 09MAY2011\  YES  Related\     Grad 1      1 

                                      BLOOD AND LYMPHATIC                   09MAY2011        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       4 LATE NEUTROPENIA             NEUTROPENIA\               04JUL2011\ 04JUL2011\  YES  Related\     Grad 1      2 

                                      NEUTROPENIA\ BLOOD AND                04JUL2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 DIARRHOEA                    DIARRHOEA\ DIARRHOEA\      13MAR2011\ 13MAR2011\  YES  Related\     Grad 3   5  1 

                                      GASTROINTESTINAL                      06MAY2011        unbekannt                  

                                      DISORDERS                                                                         

       7 HAEMATOCHEZIA                HAEMATOCHEZIA\             13MAR2011\             YES  Related\ -                 

                                      HAEMATOCHEZIA\                                                                    

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       8 INFECTIVE COLITIS            INFECTIOUS COLITIS\        13MAR2011\             YES  Related\ -                 

                                      INFECTIOUS COLITIS\                                                               

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 194 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5104  4 DEPRESSIVE DISORDER          DEPRESSIVE DISORDER\       22JUL2011\ 22JUL2011\  YES  Not                      1 

                                      DEPRESSION\ PSYCHIATRIC               22JUL2011        Related\                   

                                      DISORDERS                                              nicht                      

                                                                                             beurteilbar                

                                                                                                                        

 5422  1 PROGRESSION OF PRE-EXISTING  NODULAR (FOLLICULAR)                              YES  Not                        

         FOLLICULAR LYMPHOMA          LYMPHOMA\ B-CELL          29JUN2011\                   Related\ -                 

                                      LYMPHOMA\ NEOPLASMS       11OCT2012                                               

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 6268  1 ABDOMINAL PAIN               ABDOMINAL PAIN\            26OCT2011\ 27OCT2011\  YES  Not          Grad 3   7  4 

                                      ABDOMINAL PAIN\                       27OCT2011        Related\                   

                                      GASTROINTESTINAL                                       unbekannt                  

                                      DISORDERS                                                                         

       2 OBSTIPATION                  OBSTIPATION\               26OCT2011\ 27OCT2011\  YES  Not          Grad 1   7  4 

                                      CONSTIPATION\                         27OCT2011        Related\                   

                                      GASTROINTESTINAL                                       nicht                      

                                      DISORDERS                                              beurteilbar                

                                                                                                                        

 7899  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    20JUL2011\ 20JUL2011\  YES  Not          Grad 1   1  1 

                                      BLOOD AND LYMPHATIC                   20JUL2011        Applicable\                

                                      SYSTEM DISORDERS                                       MabThera©                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 195 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 7899  2 ACUTE NEUTROPENIA            NEUTROPENIA\               20JUL2011\ 20JUL2011\  YES  Unknown\     Grad 2   1  1 

                                      NEUTROPENIA\ BLOOD AND                20JUL2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       3 THROMBOPENIA                 THROMBOPENIA\              20JUL2011\ 20JUL2011\  YES  Unknown\     Grad 1 360  1 

                                      THROMBOCYTOPENIA\ BLOOD               25JUL2012        MabThera©                  

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       6 SOMNOLENCE                   SOMNOLENCE\ SOMNOLENCE\    20JUL2011\ 20JUL2011\  YES  Unknown\     Grad 2   1  1 

                                      NERVOUS SYSTEM DISORDERS              20JUL2011        MabThera©                  

                                                                                                                        

 8012  1 PANCYTOPENIA                 PANCYTOPENIA\             -\                      YES  Not                        

                                      PANCYTOPENIA\ BLOOD AND                                Reported\ -                

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

                                                                                                                        

10759  1 CMV INFECTION\ CMV           CMV INFECTION\            -\          -\          YES  Not          Grad 3      1 

         Pneumonie bei pos. HIV AK    CYTOMEGALOVIRUS                       01DEC2011        Related\                   

         Nachweis                     INFECTION\ INFECTIONS                                  unbekannt                  

                                      AND INFESTATIONS                                                                  

       2 DYSPNOEA                     DYSPNOEA\ DYSPNOEA\        29SEP2011\ 29SEP2011\  YES  Not          Grad 2      1 

                                      RESPIRATORY, THORACIC                 13OCT2011        Related\                   

                                      AND MEDIASTINAL DISORDERS                              unbekannt                  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 196 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

11622  2 PAIN                         PAIN\ PAIN\ GENERAL                   -\          YES  Related\     Grad 3      1 

                                      DISORDERS AND             02JAN2012\  02APR2012        Tumor-Grunde               

                                      ADMINISTRATION SITE       01MAR2012                    rkrankung                  

                                      CONDITIONS                                                                        

                                                                                                                        

11844  1 PAIN                         PAIN\ PAIN\ GENERAL        03APR2012\ 03APR2012\  YES  Not          Grad 3      4 

                                      DISORDERS AND                         30APR2012        Related\                   

                                      ADMINISTRATION SITE                                    unbekannt                  

                                      CONDITIONS                                                                        

                                                                                                                        

14322 10 STROKE                       STROKE\ CEREBROVASCULAR    26MAR2012\ 26MAR2012\  YES  Not                   8  4 

                                      ACCIDENT\ NERVOUS SYSTEM              15MAY2012        Related\                   

                                      DISORDERS                                              unbekannt                  

                                                                                                                        

15361  1 BONE MARROW DEPRESSION       BONE MARROW DEPRESSION\   -\                      YES  Not                        

                                      BONE MARROW FAILURE\      31MAR2013                    Reported\ -                

                                      BLOOD AND LYMPHATIC                                                               

                                      SYSTEM DISORDERS                                                                  

       4 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Not                        

                                      INFECTIONS AND            31MAR2013                    Related\ -                 

                                      INFESTATIONS                                                                      

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 197 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

15361  5 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      31MAR2013                    Related\ -                 

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       6 ACUTE RESPIRATORY            ACUTE RESPIRATORY         -\                      YES  Not                        

         INSUFFICIENCY                INSUFFICIENCY\ ACUTE      31MAR2013                    Related\ -                 

                                      RESPIRATORY FAILURE\                                                              

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

       7 LUNG HEMORRHAGE              LUNG HEMORRHAGE\          -\                      YES  Not                        

                                      PULMONARY HAEMORRHAGE\    31MAR2013                    Reported\ -                

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

       8 AORTIC ANEURISM              AORTIC ANEURYSM\ AORTIC   -\                      YES  Not                        

                                      ANEURYSM\ VASCULAR        31MAR2013                    Related\ -                 

                                      DISORDERS                                                                         

       9 SHOCK                        SHOCK\ SHOCK\ VASCULAR    -\                      YES  Not                        

                                      DISORDERS                 31MAR2013                    Related\ -                 

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 198 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

16284  1 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\          -\          YES  Related\                10 

                                      INFECTIONS AND                        27MAY2013        Tumor-Grunde               

                                      INFESTATIONS                                           rkrankung                  

       2 FIBROSIS IN ISOLATED         PULMONARY FIBROSIS\        27MAY2012\             YES  Related\ -                 

         PULMONARY SEGMENT            PULMONARY FIBROSIS\                                                               

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

17162  1 Hospitalisierung             HOSPITALIZATION NOS\                  12MAR2012\  YES  -\ unbekannt          1  2 

         unbekannter                  HOSPITALISATION\                      29MAY2012                                   

         Dauer/Indikation\ genaue     SURGICAL AND MEDICAL                                                              

         Dauer und Angaben sind       PROCEDURES                                                                        

         nicht bekannt                                                                                                  

                                                                                                                        

18761  1 ANAEMIA\ bei uns aus         ANAEMIA\ ANAEMIA\ BLOOD    19MAY2013\ 19MAY2013\  YES  Related\              2  8 

         organisatorischen Gründen    AND LYMPHATIC SYSTEM                  18MAY2013        sonstige                   

         stationärer Aufenthalt bei   DISORDERS                                              Tumorbehandl               

         Transfusionen                                                                       ung                        

       4 NEUTROPENIA                  NEUTROPENIA\               10JUN2013\             YES  Related\ -                 

                                      NEUTROPENIA\ BLOOD AND                                                            

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 199 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18761  6 THROMBOPENIA\ Schmerzen in   THROMBOPENIA\              10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         der linken Flanke            THROMBOCYTOPENIA\ BLOOD               10JUN2013        sonstige                   

                                      AND LYMPHATIC SYSTEM                                   Tumorbehandl               

                                      DISORDERS                                              ung                        

       9 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Not                        

                                      INFECTIONS AND                                         Reported\ -                

                                      INFESTATIONS                                                                      

      10 SEPSIS\ Schmerzen in der     SEPSIS\ SEPSIS\            10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         linken Flanke                INFECTIONS AND                        10JUN2013        sonstige                   

                                      INFESTATIONS                                           Tumorbehandl               

                                                                                             ung                        

      11 BLASTS IN PERIPHERAL BLOOD   BLAST CELLS PRESENT\       10JUN2013\             YES  Related\ -                 

         (UNK DIAGNOSIS)              BLAST CELLS PRESENT\                                                              

                                      INVESTIGATIONS                                                                    

      13 SUSPECTED ACUTE MYELOID      ACUTE MYELOID LEUKEMIA\    10JUN2013\ 10JUN2013\  YES  Related\              1  9 

         LEUKEMIA\ Schmerzen in der   ACUTE MYELOID LEUKAEMIA\              10JUN2013        sonstige                   

         linken Flanke                NEOPLASMS BENIGN,                                      Tumorbehandl               

                                      MALIGNANT AND                                          ung                        

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 200 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18761 14 MYELODYSPLASTIC SYNDROME     MYELODYSPLASTIC            12MAR2013\ 12MAR2013\  YES  Not                  24  7 

                                      SYNDROME\                             05APR2013        Reported\                  

                                      MYELODYSPLASTIC                                        sonstige                   

                                      SYNDROME\ NEOPLASMS                                    Tumorbehandl               

                                      BENIGN, MALIGNANT AND                                  ung                        

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

      15 DYSPNOEA\ Schmerzen in der   DYSPNOEA\ DYSPNOEA\        10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         linken Flanke                RESPIRATORY, THORACIC                 10JUN2013        sonstige                   

                                      AND MEDIASTINAL DISORDERS                              Tumorbehandl               

                                                                                             ung                        

                                                                                                                        

20505  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\   -\                      YES  Related\ -                 

                                      BLOOD AND LYMPHATIC                                                               

                                      SYSTEM DISORDERS                                                                  

       3 FEVER\ Bitte ersetzen Sie    FEVER\ PYREXIA\ GENERAL    24JUN2012\ 24JUN2012\  YES  Related\     Grad 2   8  4 

         das bereits gesendete SAE    DISORDERS AND                         24JUN2012        MabThera©                  

         durch dieses hier.           ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 201 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

20505  6 DISEASE PROGRESSION OF       NODULAR (FOLLICULAR)       21JAN2013\ 21JAN2013\  YES  Not                      6 

         PRE-EXISTING FOLLICULAR      LYMPHOMA\ B-CELL                      26APR2013        Related\                   

         LYMPHOMA\ Tumorprogress      LYMPHOMA\ NEOPLASMS                                    Tumor-Grunde               

         medizinisch bedeutsam im     BENIGN, MALIGNANT AND                                  rkrankung                  

         Rahmen der NIS               UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       7 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\                                   Reported\ -                

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

21573  2 DISEASE PROGRESSION OF       PROGRESSION OF                        04JUN2013\  YES  Not                      6 

         PRE-EXISTING CANCER\         PRE-EXISTING CANCER\      04JUN2013\  07JUN2013        Related\                   

         Progression medizinisch      MALIGNANT NEOPLASM        21JUN2013                    Tumor-Grunde               

         bedeutsam im Rahmen der NIS  PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 202 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

23801  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    17MAY2012\ 17MAY2012\  YES  Related\     Grad 3      1 

                                      BLOOD AND LYMPHATIC                   23MAY2012        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 BACTERIAL INFECTION          BACTERIAL INFECTION\       17MAY2012\ 17MAY2012\  YES  Related\     Grad 3      1 

                                      BACTERIAL INFECTION\                  23MAY2012        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       3 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      17MAY2012\ 17MAY2012\  YES  Related\                 1 

                                      INFECTIONS AND                        23MAY2012        MabThera©                  

                                      INFESTATIONS                                                                      

                                                                                                                        

23921  1 SECONDARY CARCINOMA          SECONDARY CARCINOMA\      -\                      YES  Not                        

                                      METASTASIS\ NEOPLASMS                                  Reported\ -                

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 203 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 3: Patients in Safety Set Overall, but neither SS I nor SS II                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5581  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  01MAY2011                    Reported\ -                

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 204 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 5 

                                              All Serious Adverse Events 

                                           Population: All Enrolled Patients 

 

Part 4: Patients not in Safety Set Overall                                                                              

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1956  1 RECTAL CARCINOMA             RECTAL CARCINOMA\ RECTAL  -\                      YES  Not                        

                                      CANCER\ NEOPLASMS                                      Reported\ -                

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 205 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4530  1 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      15JUN2011                    Related\ -                 

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 4805  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  20OCT2012                    Related\ -                 

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

                                                                                                                        

 5913  1 GASTROINTESTINAL BLEEDING    GASTROINTESTINAL          -\                      YES  Not                        

                                      BLEEDING\                 16JUL2011                    Reported\ -                

                                      GASTROINTESTINAL                                                                  

                                      HAEMORRHAGE\                                                                      

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       2 COMPRESSION OF COMMON        BILE DUCT STENOSIS\ BILE              01JUN2011\  YES  Not                      1 

         HEPATIC DUCT                 DUCT STENOSIS\            01JUN2011\  29JUN2011        Reported\                  

                                      HEPATOBILIARY DISORDERS   16JUL2011                    Tumor-Grunde               

                                                                                             rkrankung                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 206 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5913  3 RELAPSE OF LYMPHOMA          LYMPHOMA\ LYMPHOMA\                   01JUN2011\  YES  Not                      1 

                                      NEOPLASMS BENIGN,         01JUN2011\  29JUN2011        Reported\                  

                                      MALIGNANT AND             16JUL2011                    Tumor-Grunde               

                                      UNSPECIFIED (INCL CYSTS                                rkrankung                  

                                      AND POLYPS)                                                                       

       4 LYMPHOMA OF HEPATIC PORTAL   HEPATIC LYMPHOMA\                                 YES  Not                        

                                      LYMPHOMA\ NEOPLASMS       01JUN2011\                   Reported\ -                

                                      BENIGN, MALIGNANT AND     16JUL2011                                               

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       5 HEMORRHAGIC SHOCK            HEMORRHAGIC SHOCK\ SHOCK  -\                      YES  Not                        

                                      HAEMORRHAGIC\ VASCULAR    16JUL2011                    Reported\ -                

                                      DISORDERS                                                                         

                                                                                                                        

 6119  1 UNKNOWN CAUSE OF DEATH       UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  01AUG2012                    Reported\ -                

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

       2 LYMPHOCYTIC ALVEOLITIS       LYMPHOCYTIC ALVEOLITIS\               19APR2012\  YES  Related\             60  6 

                                      ALVEOLITIS\ RESPIRATORY,  19APR2012\  08MAY2012        MabThera©                  

                                      THORACIC AND MEDIASTINAL  01AUG2012                                               

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 2 of 9



Page 207 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6119  3 DYSPONEA                     DYSPNOEA\ DYSPNOEA\                   19APR2012\  YES  Related\             60  6 

                                      RESPIRATORY, THORACIC     19APR2012\  08MAY2012        MabThera©                  

                                      AND MEDIASTINAL DISORDERS 01AUG2012                                               

       4 SUBPLEURAL FIBROSIS          PLEURAL FIBROSIS\                     19APR2012\  YES  Related\             60  6 

                                      PLEURAL FIBROSIS\         19APR2012\  08MAY2012        MabThera©                  

                                      RESPIRATORY, THORACIC     01AUG2012                                               

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 9240  1 RELAPSE OF FOLLICULAR        B-CELL LYMPHOMA                                   YES  Not                        

         LYMPHOMA                     RECURRENT\ B-CELL         01DEC2011\                   Related\ -                 

                                      LYMPHOMA RECURRENT\       01MAR2012                                               

                                      NEOPLASMS BENIGN,                                                                 

                                      MALIGNANT AND                                                                     

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

       2 DISEASE PROGRESSION OF       PROGRESSION OF                                    YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      01FEB2012\                   Related\ -                 

                                      MALIGNANT NEOPLASM        01MAR2012                                               

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 3 of 9



Page 208 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9521  1 DISEASE PROGRESSION OF PRE   PROGRESSION OF                                    YES  Not                        

         EXISTING CANCER              PRE-EXISTING CANCER\      10JAN2012\                   Reported\ -                

                                      MALIGNANT NEOPLASM        19JAN2012                                               

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

14682  1 DISEASE PROGRESSION OF       PROGRESSION OF                        12DEC2011\  YES  Not                      3 

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      12DEC2011\  12DEC2011        Related\                   

                                      MALIGNANT NEOPLASM        10APR2012                    Tumor-Grunde               

                                      PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

17761  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\               30JUL2012\  YES  Related\                 4 

                                      DEATH\ GENERAL DISORDERS  30JUL2012\  14NOV2012        nicht                      

                                      AND ADMINISTRATION SITE   30JUL2012                    beurteilbar                

                                      CONDITIONS                                                                        

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 4 of 9



Page 209 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1001  2 UNKNOWN CAUSE OF DEATH       UNKNOWN CAUSE OF DEATH\                           YES  Unknown\ -                 

                                      DEATH\ GENERAL DISORDERS  03MAY2010\                                              

                                      AND ADMINISTRATION SITE   03MAY2010                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 1554  1 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Related\ -                 

                                      INFECTIONS AND            10JUL2010                                               

                                      INFESTATIONS                                                                      

       2 SEPSIS\ Pat. ist in KH       SEPSIS\ SEPSIS\                       29MAY2010\  YES  Not                  30  1 

         verstorben, nach             INFECTIONS AND            29MAY2010\  13JUL2010        Related\                   

         telephonische Auskunft an    INFESTATIONS              10JUL2010                    nicht                      

         einer Sepsis. Detailierte                                                           beurteilbar                

         Info liegt nicht vor.                                                                                          

                                                                                                                        

 2203  1 DISEASE PROGRESSION OF       PROGRESSION OF                        28OCT2010\  YES  Not                   0  2 

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      28JAN2011\  03JAN2011        Related\                   

                                      MALIGNANT NEOPLASM        28JAN2011                    Tumor-Grunde               

                                      PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 5 of 9



Page 210 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5422  1 PROGRESSION OF PRE-EXISTING  NODULAR (FOLLICULAR)                              YES  Not                        

         FOLLICULAR LYMPHOMA          LYMPHOMA\ B-CELL          29JUN2011\                   Related\ -                 

                                      LYMPHOMA\ NEOPLASMS       11OCT2012                                               

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

11622  1 PAIN                         PAIN\ PAIN\ GENERAL                   31OCT2011\   NO  Related\     Grad 2   8  1 

                                      DISORDERS AND             31OCT2011\  31OCT2011        unbekannt                  

                                      ADMINISTRATION SITE       01MAR2012                                               

                                      CONDITIONS                                                                        

       2 PAIN                         PAIN\ PAIN\ GENERAL                   -\          YES  Related\     Grad 3      1 

                                      DISORDERS AND             02JAN2012\  02APR2012        Tumor-Grunde               

                                      ADMINISTRATION SITE       01MAR2012                    rkrankung                  

                                      CONDITIONS                                                                        

       3 HERPES ZOSTER                HERPES ZOSTER\ HERPES                 31OCT2011\   NO  Related\     Grad 3   8  1 

                                      ZOSTER\ INFECTIONS AND    31OCT2011\  31OCT2011        Tumor-Grunde               

                                      INFESTATIONS              01MAR2012                    rkrankung                  

                                                                                                                        

15361  1 BONE MARROW DEPRESSION       BONE MARROW DEPRESSION\   -\                      YES  Not                        

                                      BONE MARROW FAILURE\      31MAR2013                    Reported\ -                

                                      BLOOD AND LYMPHATIC                                                               

                                      SYSTEM DISORDERS                                                                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 6 of 9



Page 211 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

15361  2 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\               14MAY2012\   NO  Not          Grad 2 149  1 

                                      BLOOD AND LYMPHATIC       14MAY2012\  14MAY2012        Related\                   

                                      SYSTEM DISORDERS          31MAR2013                    sonstige                   

                                                                                             Tumorbehandl               

                                                                                             ung                        

       3 NEUTROPENIA                  NEUTROPENIA\                          14MAY2012\   NO  Not          Grad 3 149  1 

                                      NEUTROPENIA\ BLOOD AND    14MAY2012\  14MAY2012        Related\                   

                                      LYMPHATIC SYSTEM          31MAR2013                    sonstige                   

                                      DISORDERS                                              Tumorbehandl               

                                                                                             ung                        

       4 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Not                        

                                      INFECTIONS AND            31MAR2013                    Related\ -                 

                                      INFESTATIONS                                                                      

       5 DISEASE PROGRESSION OF       PROGRESSION OF            -\                      YES  Not                        

         PRE-EXISTING CANCER          PRE-EXISTING CANCER\      31MAR2013                    Related\ -                 

                                      MALIGNANT NEOPLASM                                                                

                                      PROGRESSION\ NEOPLASMS                                                            

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 7 of 9



Page 212 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

15361  6 ACUTE RESPIRATORY            ACUTE RESPIRATORY         -\                      YES  Not                        

         INSUFFICIENCY                INSUFFICIENCY\ ACUTE      31MAR2013                    Related\ -                 

                                      RESPIRATORY FAILURE\                                                              

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

       7 LUNG HEMORRHAGE              LUNG HEMORRHAGE\          -\                      YES  Not                        

                                      PULMONARY HAEMORRHAGE\    31MAR2013                    Reported\ -                

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

       8 AORTIC ANEURISM              AORTIC ANEURYSM\ AORTIC   -\                      YES  Not                        

                                      ANEURYSM\ VASCULAR        31MAR2013                    Related\ -                 

                                      DISORDERS                                                                         

       9 SHOCK                        SHOCK\ SHOCK\ VASCULAR    -\                      YES  Not                        

                                      DISORDERS                 31MAR2013                    Related\ -                 

                                                                                                                        

21573  2 DISEASE PROGRESSION OF       PROGRESSION OF                        04JUN2013\  YES  Not                      6 

         PRE-EXISTING CANCER\         PRE-EXISTING CANCER\      04JUN2013\  07JUN2013        Related\                   

         Progression medizinisch      MALIGNANT NEOPLASM        21JUN2013                    Tumor-Grunde               

         bedeutsam im Rahmen der NIS  PROGRESSION\ NEOPLASMS                                 rkrankung                  

                                      BENIGN, MALIGNANT AND                                                             

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 8 of 9



Page 213 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 6 

                                         All Adverse Events with Outcome Death 

                                           Population: All Enrolled Patients 

 

Part 3: Patients in Safety Set Overall, but neither SS I nor SS II                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5581  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\   -\                      YES  Not                        

                                      DEATH\ GENERAL DISORDERS  01MAY2011                    Reported\ -                

                                      AND ADMINISTRATION SITE                                                           

                                      CONDITIONS                                                                        

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 06.sas, executed on 01JUN2015 at 10:34                                                     Page 9 of 9 



Page 214 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2973  3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17MAR2011\   NO  -\ MabThera© Grad 1      1 

                                      BLOOD AND LYMPHATIC                   17MAR2011                                   

                                      SYSTEM DISORDERS                                                                  

       4 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               05SEP2011\   NO  -\ MabThera© Grad 1      4 

                                      BLOOD AND LYMPHATIC                   05SEP2011                                   

                                      SYSTEM DISORDERS                                                                  

       5 Späte Neutropenie            LATE ONSET NEUTROPENIA\               07MAR2011\   NO  -\ MabThera© Grad 1      1 

                                      NEUTROPENIA\ BLOOD AND                07MAR2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

                                                                                                                        

 2979  1 Anämie Grad 1                ANAEMIA\ ANAEMIA\ BLOOD               23MAR2011\   NO  -\ MabThera© Grad 1      3 

                                      AND LYMPHATIC SYSTEM                  24MAR2011                                   

                                      DISORDERS                                                                         

                                                                                                                        

 3013  2 Müdigkeit Grad 1             TIREDNESS\ FATIGUE\                   04OCT2011\   NO  -\ MabThera© Grad 1      6 

                                      GENERAL DISORDERS AND                 06DEC2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 07.sas, executed on 01JUN2015 at 10:34                                                   Page  1 of 41



Page 215 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3668  3 BACTERIAL INFECTION\         BACTERIAL INFECTION\       16DEC2012\ 16DEC2012\  YES  Related\     Grad 3  85  8 

         vorbestehend: Asthma         BACTERIAL INFECTION\                  15JAN2013        unbekannt                  

         bronchiale und               INFECTIONS AND                                                                    

         Antikörpermangelsyndrom      INFESTATIONS                                                                      

         stationärer Aufenthalt bei                                                                                     

         Pneumonie vom 09.01.2013 -                                                                                     

         15.01.2013                                                                                                     

                                                                                                                        

 3983  2 Fatigue\ AE ist ongoing      FATIGUE\ FATIGUE\                     04FEB2011\   NO  -\ MabThera©             1 

                                      GENERAL DISORDERS AND                 04APR2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 4336  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               16SEP2011\   NO  -\ MabThera© Grad 1      3 

                                      BLOOD AND LYMPHATIC                   16SEP2011                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 4637  1 BILATERAL PNEUMONIA          BILATERAL PNEUMONIA\       20JAN2012\ 20JAN2012\  YES  Related\             50  5 

                                      PNEUMONIA\ INFECTIONS                 07FEB2012        MabThera©                  

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 4860  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17JAN2012\   NO  -\ MabThera© Grad 1  56  6 

                                      BLOOD AND LYMPHATIC                   17JAN2012                                   

                                      SYSTEM DISORDERS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 07.sas, executed on 01JUN2015 at 10:34                                                   Page  2 of 41



Page 216 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4860  2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               10APR2012\   NO  -\ MabThera© Grad 1  98  7 

                                      BLOOD AND LYMPHATIC                   10APR2012                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17JUL2012\   NO  -\ MabThera© Grad 2      8 

                                      BLOOD AND LYMPHATIC                   17JUL2012                                   

                                      SYSTEM DISORDERS                                                                  

       4 Späte Neutropenie            LATE ONSET NEUTROPENIA\               17JAN2012\   NO  -\ MabThera© Grad 1  56  6 

                                      NEUTROPENIA\ BLOOD AND                17JAN2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       5 Akute Neutropenie            NEUTROPENIA\                          10APR2012\   NO  -\ MabThera© Grad 2  98  7 

                                      NEUTROPENIA\ BLOOD AND                10APR2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 Akute Neutropenie            NEUTROPENIA\                          17JUL2012\   NO  -\ MabThera© Grad 1      8 

                                      NEUTROPENIA\ BLOOD AND                17JUL2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       8 Bakterielle Infektion        BACTERIAL INFECTION\                  16JUN2012\   NO  -\ MabThera© Grad 2  14  8 

                                      BACTERIAL INFECTION\                  17JUL2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 07.sas, executed on 01JUN2015 at 10:34                                                   Page  3 of 41



Page 217 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4860  9 Bakterielle Infektion        BACTERIAL INFECTION\                  16OCT2012\   NO  -\ MabThera© Grad 2  28 10 

                                      BACTERIAL INFECTION\                  13NOV2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      10 Bakterielle Infektion        BACTERIAL INFECTION\                  10APR2012\   NO  -\ MabThera© Grad 2  98  7 

                                      BACTERIAL INFECTION\                  10APR2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      11 Bakterielle Infektion        BACTERIAL INFECTION\                  17JUL2012\   NO  -\ MabThera© Grad 2      8 

                                      BACTERIAL INFECTION\                  17JUL2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 5524  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               23JUN2011\   NO  -\ MabThera© Grad 3      2 

                                      BLOOD AND LYMPHATIC                   23JUN2011                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 5933  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               17MAY2011\   NO  -\ MabThera© Grad 3   2  2 

                                      BLOOD AND LYMPHATIC                   17MAY2011                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 07.sas, executed on 01JUN2015 at 10:34                                                   Page  4 of 41



Page 218 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 6119  2 LYMPHOCYTIC ALVEOLITIS       LYMPHOCYTIC ALVEOLITIS\               19APR2012\  YES  Related\             60  6 

                                      ALVEOLITIS\ RESPIRATORY,  19APR2012\  08MAY2012        MabThera©                  

                                      THORACIC AND MEDIASTINAL  01AUG2012                                               

                                      DISORDERS                                                                         

       3 DYSPONEA                     DYSPNOEA\ DYSPNOEA\                   19APR2012\  YES  Related\             60  6 

                                      RESPIRATORY, THORACIC     19APR2012\  08MAY2012        MabThera©                  

                                      AND MEDIASTINAL DISORDERS 01AUG2012                                               

       4 SUBPLEURAL FIBROSIS          PLEURAL FIBROSIS\                     19APR2012\  YES  Related\             60  6 

                                      PLEURAL FIBROSIS\         19APR2012\  08MAY2012        MabThera©                  

                                      RESPIRATORY, THORACIC     01AUG2012                                               

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 7581  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               10APR2012\   NO  -\ MabThera© Grad 2      6 

                                      BLOOD AND LYMPHATIC                   10APR2012                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 7884  1 PULMONARY DISCOMFORT (UNK    CHEST DISCOMFORT\ CHEST    02FEB2012\ 02FEB2012\  YES  Related\              3  4 

         DIAGNOSIS)                   DISCOMFORT\ GENERAL                   02FEB2012        nicht                      

                                      DISORDERS AND                                          beurteilbar                

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 07.sas, executed on 01JUN2015 at 10:34                                                   Page  5 of 41



Page 219 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8861  5 FEVER                        FEVER\ PYREXIA\ GENERAL    02DEC2012\ 02DEC2012\  YES  Related\     Grad 2  13 11 

                                      DISORDERS AND                         10DEC2012        Tumor-Grunde               

                                      ADMINISTRATION SITE                                    rkrankung                  

                                      CONDITIONS                                                                        

       7 PNEUMONIA BOTH SIDES         BILATERAL PNEUMONIA\       02DEC2012\             YES  Related\ -                 

                                      PNEUMONIA\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 8871  2 Müdigkeit                    TIREDNESS\ FATIGUE\                   02JUL2011\   NO  -\ MabThera©             1 

                                      GENERAL DISORDERS AND                 16AUG2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 Schlafstörungen              DISORDER SLEEP\ SLEEP                 25JUN2011\   NO  -\ MabThera©             1 

                                      DISORDER\ PSYCHIATRIC                 16AUG2011                                   

                                      DISORDERS                                                                         

                                                                                                                        

 8881  1 Leukopenie\ Neutropenie und  LEUKOPENIA\ LEUKOPENIA\               13SEP2011\   NO  -\ MabThera© Grad 3      1 

         Leukopenie wurden bereits    BLOOD AND LYMPHATIC                   13SEP2011                                   

         in der Induktionstherapie    SYSTEM DISORDERS                                                                  

         beobachtet. Dauer kann                                                                                         

         nicht angegeben werden.                                                                                        

         Status: andauernd (kann                                                                                        

         nicht eingegeben werden)                                                                                       

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 220 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 8881  2 Akute Neutropenie\           NEUTROPENIA\                          13SEP2011\   NO  -\ MabThera© Grad 3      1 

         Neutropenie und Leukopenie   NEUTROPENIA\ BLOOD AND                13SEP2011                                   

         wurden bereits in der        LYMPHATIC SYSTEM                                                                  

         Induktionstherapie           DISORDERS                                                                         

         beobachtet. Dauer kann                                                                                         

         nicht angegeben werden.                                                                                        

         Status: andauernd (kann                                                                                        

         nicht eingegeben werden)                                                                                       

                                                                                                                        

 9903  3 SEVERE DEPRESSION            DEPRESSION\ DEPRESSION\    04SEP2012\ 04SEP2012\  YES  Related\              0  6 

                                      PSYCHIATRIC DISORDERS                 04SEP2012        unbekannt                  

                                                                                                                        

10465  1 Allgemeine Schwäche und      WEAKNESS\ ASTHENIA\                   15DEC2011\   NO  -\ MabThera©         25  2 

         Fatigue.\ Infekt der oberen  GENERAL DISORDERS AND                 09JAN2012                                   

         Luftwege und allgemeiner     ADMINISTRATION SITE                                                               

         Konditionsmangel mit         CONDITIONS                                                                        

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 221 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465  2 Allgemeine Schwäche und      FATIGUE\ FATIGUE\                     15DEC2011\   NO  -\ MabThera©         25  2 

         Fatigue.\ Infekt der oberen  GENERAL DISORDERS AND                 09JAN2012                                   

         Luftwege und allgemeiner     ADMINISTRATION SITE                                                               

         Konditionsmangel mit         CONDITIONS                                                                        

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

       3 Fieber                       FEVER\ PYREXIA\ GENERAL               07NOV2011\   NO  -\ MabThera© Grad 2   7  1 

                                      DISORDERS AND                         07NOV2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Fieber\ Infekt der oberen    FEVER\ PYREXIA\ GENERAL               15DEC2011\   NO  -\ MabThera© Grad 1  25  2 

         Luftwege und allgemeiner     DISORDERS AND                         09JAN2012                                   

         Konditionsmangel mit         ADMINISTRATION SITE                                                               

         Dyspnoe und Fatigue bei      CONDITIONS                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

       6 Bakterielle Infektion        BACTERIAL INFECTION\                  15DEC2012\   NO  -\ MabThera©         21  6 

                                      BACTERIAL INFECTION\                  28MAR2013                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 222 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465  8 Bakterielle Infektion        BACTERIAL INFECTION\                  07NOV2011\   NO  -\ MabThera©          7  1 

                                      BACTERIAL INFECTION\                  07NOV2011                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       9 Bakterielle Infektion\       BACTERIAL INFECTION\                  15DEC2011\   NO  -\ MabThera©         25  2 

         Infekt der oberen Luftwege   BACTERIAL INFECTION\                  09JAN2012                                   

         und allgemeiner              INFECTIONS AND                                                                    

         Konditionsmangel mit         INFESTATIONS                                                                      

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

      11 Infekt der oberen Luftwege   UPPER RESPIRATORY TRACT               03MAR2014\   NO  -\ MabThera© Grad 1   7 10 

                                      INFECTION\ UPPER                      26MAY2014                                   

                                      RESPIRATORY TRACT                                                                 

                                      INFECTION\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

      12 Virusinfektion               VIRAL INFECTION\ VIRAL                15MAY2013\   NO  -\ MabThera©         14  7 

                                      INFECTION\ INFECTIONS                 03JUN2013                                   

                                      AND INFESTATIONS                                                                  

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 223 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

10465 13 Dyspnoe\ Infekt der oberen   DYSPNOEA\ DYSPNOEA\                   15DEC2011\   NO  -\ MabThera© Grad 1  25  2 

         Luftwege und allgemeiner     RESPIRATORY, THORACIC                 09JAN2012                                   

         Konditionsmangel mit         AND MEDIASTINAL DISORDERS                                                         

         Dyspnoe und Fatigue bei                                                                                        

         anhaltendem                                                                                                    

         Immunglobulinmangel unter                                                                                      

         Rituximab.                                                                                                     

                                                                                                                        

13004  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               06DEC2011\   NO  -\ MabThera© Grad 2  21  2 

                                      BLOOD AND LYMPHATIC                   06DEC2011                                   

                                      SYSTEM DISORDERS                                                                  

       2 gehäufte Infekte             INFECTION\ INFECTION\                 06DEC2011\   NO  -\ MabThera©         21  2 

                                      INFECTIONS AND                        06DEC2011                                   

                                      INFESTATIONS                                                                      

                                                                                                                        

13178  2 Alopezie Grad 1\ weiterhin   ALOPECIA\ ALOPECIA\ SKIN              09JUL2012\   NO  -\ MabThera© Grad 1      5 

         Alopezie Grad 1, keine       AND SUBCUTANEOUS TISSUE               10SEP2012                                   

         B-Symptomatik; ECOG 1,       DISORDERS                                                                         

         Kausalzusammenhang Mabthera                                                                                    

         möglich                                                                                                        

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 224 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  1 Fieber\ systemische          FEVER\ PYREXIA\ GENERAL               21MAR2012\   NO  -\ MabThera© Grad 1 130  2 

         Antibiotika-Therapie         DISORDERS AND                         23MAR2012                                   

         erfolgt, aber nicht i.v.,    ADMINISTRATION SITE                                                               

         nur oral. Rituximab          CONDITIONS                                                                        

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

       2 über Monate anhaltende       BRONCHITIS\ BRONCHITIS\               21MAR2012\   NO  -\ MabThera©        130  2 

         chronische                   INFECTIONS AND                        23MAR2012                                   

         Sinusitis/Bronchitis mit     INFESTATIONS                                                                      

         Husten MRSA-Infektion                                                                                          

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 225 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  3 über Monate anhaltende       CHRONIC SINUSITIS\                    21MAR2012\   NO  -\ MabThera©        130  2 

         chronische                   CHRONIC SINUSITIS\                    23MAR2012                                   

         Sinusitis/Bronchitis mit     INFECTIONS AND                                                                    

         Husten MRSA-Infektion        INFESTATIONS                                                                      

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 226 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  4 über Monate anhaltende       INFECTION MRSA\                       21MAR2012\   NO  -\ MabThera© Grad 2 130  2 

         chronische                   STAPHYLOCOCCAL                        23MAR2012                                   

         Sinusitis/Bronchitis mit     INFECTION\ INFECTIONS                                                             

         Husten MRSA-Infektion        AND INFESTATIONS                                                                  

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 227 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14181  5 über Monate anhaltende       COUGH\ COUGH\                         21MAR2012\   NO  -\ MabThera©        130  2 

         chronische                   RESPIRATORY, THORACIC                 23MAR2012                                   

         Sinusitis/Bronchitis mit     AND MEDIASTINAL DISORDERS                                                         

         Husten MRSA-Infektion                                                                                          

         anhaltend (vor                                                                                                 

         Rituximab-Erhaltungstherapie                                                                                   

         bestehend)\ systemische                                                                                        

         Antibiotika-Therapie                                                                                           

         erfolgt, aber nicht i.v.,                                                                                      

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

       6 Dyspnoe\ systemische         DYSPNOEA\ DYSPNOEA\                   21MAR2012\   NO  -\ MabThera© Grad 1 130  2 

         Antibiotika-Therapie         RESPIRATORY, THORACIC                 23MAR2012                                   

         erfolgt, aber nicht i.v.,    AND MEDIASTINAL DISORDERS                                                         

         nur oral. Rituximab                                                                                            

         Therapie zunächst                                                                                              

         unterbrochen, dann beendet                                                                                     

         bei ausbleibender Besserung                                                                                    

         der Situation.                                                                                                 

                                                                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 228 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

14569  3 Erkältung                    COLD\ NASOPHARYNGITIS\                04APR2013\   NO  -\ MabThera© Grad 1  21  9 

                                      INFECTIONS AND                        25APR2013                                   

                                      INFESTATIONS                                                                      

                                                                                                                        

14587  1 Bakterielle Infektion\       BACTERIAL INFECTION\                  17DEC2011\   NO  -\ MabThera© Grad 2  37  1 

         Bronchitis;                  BACTERIAL INFECTION\                  17JAN2012                                   

         Kausalzusammenhang mit       INFECTIONS AND                                                                    

         Mabthera: möglich            INFESTATIONS                                                                      

                                                                                                                        

17224  3 Sensibilitätsstörung Finger  SENSORY DISTURBANCE\                  19APR2013\   NO  -\ MabThera©             7 

                                      SENSORY DISTURBANCE\                  19JUN2013                                   

                                      NERVOUS SYSTEM DISORDERS                                                          

       4 Nagelveränderungen           NAIL CHANGES\ NAIL                    19APR2013\   NO  -\ MabThera©             7 

                                      DISORDER\ SKIN AND                    19JUN2013                                   

                                      SUBCUTANEOUS TISSUE                                                               

                                      DISORDERS                                                                         

                                                                                                                        

17284  1 PAIN IN THE RIGHT UPPER      RIGHT UPPER QUADRANT       16JUL2012\ 16JUL2012\  YES  Related\              4  6 

         ABDOMEN                      PAIN\ ABDOMINAL PAIN                  30AUG2012        nicht                      

                                      UPPER\ GASTROINTESTINAL                                beurteilbar                

                                      DISORDERS                                                                         

       3 INCREASED LIVER ENZYME       RAISED LIVER ENZYMES\      16JUL2012\ 16JUL2012\  YES  Related\              4  6 

         VALUES                       HEPATIC ENZYME                        30AUG2012        nicht                      

                                      INCREASED\ INVESTIGATIONS                              beurteilbar                

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 229 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

17732  1 Fieber                       FEVER\ PYREXIA\ GENERAL               08DEC2012\   NO  -\ MabThera© Grad 2      4 

                                      DISORDERS AND                         10DEC2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 Fieber\ Protrahierter        FEVER\ PYREXIA\ GENERAL               -\           NO  -\ MabThera© Grad 2   7  5 

         pulmonaler Infekt.           DISORDERS AND                         02APR2013                                   

         Bronchitische Veränderungen  ADMINISTRATION SITE                                                               

         über beiden Lungen,          CONDITIONS                                                                        

         Nachweis von Infiltraten.                                                                                      

         Spastik, Husten mit so gut                                                                                     

         wie keinem Auswurf.                                                                                            

         Bildgebend kein                                                                                                

         ausreichender Befund für                                                                                       

         eine Pneumocystis                                                                                              

         carinii-Infektion, jedoch                                                                                      

         rasche Besserun                                                                                                

       3 Bakterielle Infektion        BACTERIAL INFECTION\                  08DEC2012\   NO  -\ MabThera© Grad 3      4 

                                      BACTERIAL INFECTION\                  10DEC2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       5 Husten, pulmonal basal       BREATH SOUNDS ABNORMAL\               08DEC2012\   NO  -\ MabThera©             4 

         Knarren und Brummen          BREATH SOUNDS ABNORMAL\               10DEC2012                                   

                                      INVESTIGATIONS                                                                    

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 230 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

17732  6 Husten, pulmonal basal       COUGH\ COUGH\                         08DEC2012\   NO  -\ MabThera©             4 

         Knarren und Brummen          RESPIRATORY, THORACIC                 10DEC2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

17761  1 DEATH CAUSE UNKNOWN          UNKNOWN CAUSE OF DEATH\               30JUL2012\  YES  Related\                 4 

                                      DEATH\ GENERAL DISORDERS  30JUL2012\  14NOV2012        nicht                      

                                      AND ADMINISTRATION SITE   30JUL2012                    beurteilbar                

                                      CONDITIONS                                                                        

                                                                                                                        

18361  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               19APR2013\   NO  -\ MabThera© Grad 3   6  6 

                                      BLOOD AND LYMPHATIC                   19APR2013                                   

                                      SYSTEM DISORDERS                                                                  

       2 Akute Neutropenie            NEUTROPENIA\                          19APR2013\   NO  -\ MabThera© Grad 4   6  6 

                                      NEUTROPENIA\ BLOOD AND                19APR2013                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       3 Schwindel, Schwächegefühl,   DEBILITY\ ASTHENIA\                   19APR2013\   NO  -\ MabThera©          6  6 

         Gewichtsverlust              GENERAL DISORDERS AND                 19APR2013                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Fieber                       FEVER\ PYREXIA\ GENERAL               19APR2013\   NO  -\ MabThera© Grad 1   6  6 

                                      DISORDERS AND                         19APR2013                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 231 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18361  5 Schwindel, Schwächegefühl,   LOSS OF WEIGHT\ WEIGHT                19APR2013\   NO  -\ MabThera©          6  6 

         Gewichtsverlust              DECREASED\ INVESTIGATIONS             19APR2013                                   

       6 Schwindel, Schwächegefühl,   LIGHT HEADEDNESS\                     19APR2013\   NO  -\ MabThera©          6  6 

         Gewichtsverlust              DIZZINESS\ NERVOUS                    19APR2013                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

18981  4 DYSPNOEA\ Dysnoe aufgrund    DYSPNOEA\ DYSPNOEA\        30APR2012\ 30APR2012\  YES  Related\     Grad 3  12  1 

         einer KHK, KH-Aufnahme,      RESPIRATORY, THORACIC                 10MAY2012        unbekannt                  

         stationär Stentanlage        AND MEDIASTINAL DISORDERS                                                         

         am24.5.12, danach deutliche                                                                                    

         Besserung                                                                                                      

                                                                                                                        

19096  1 NIGHT SWEAT INCREASED        NIGHT SWEAT\ NIGHT         12JUN2012\ 12JUN2012\   NO  Related\             64  2 

                                      SWEATS\ SKIN AND                      19JUN2012        nicht                      

                                      SUBCUTANEOUS TISSUE                                    beurteilbar                

                                      DISORDERS                                                                         

                                                                                                                        

22622  1 Späte Neutropenie            LATE ONSET NEUTROPENIA\               25FEB2013\   NO  -\ MabThera© Grad 2      6 

                                      NEUTROPENIA\ BLOOD AND                25FEB2013                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 232 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 1: Patients in Safety Set I (SS I)                                                                                 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

22881  1 Virusinfektion               VIRAL INFECTION\ VIRAL                05JUN2012\   NO  -\ MabThera© Grad 2  54  7 

                                      INFECTION\ INFECTIONS                 27JUL2012                                   

                                      AND INFESTATIONS                                                                  

                                                                                                                        

23973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    22JAN2013\ 22JAN2013\  YES  Related\     Grad 2      9 

                                      BLOOD AND LYMPHATIC                   25JAN2013        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 BILATERAL PNEUMONIA          BILATERAL PNEUMONIA\       22JAN2013\ 22JAN2013\  YES  Related\                 9 

                                      PNEUMONIA\ INFECTIONS                 25JAN2013        MabThera©                  

                                      AND INFESTATIONS                                                                  

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 233 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637  2 LEUKOPENIA\ Bei der Patient  LEUKOPENIA\ LEUKOPENIA\    07JUN2010\ 07JUN2010\  YES  Related\     Grad 4  15  2 

         liegt ein kombinierter       BLOOD AND LYMPHATIC                   16NOV2011        nicht                      

         Immundefekt bei Z.n.         SYSTEM DISORDERS                                       beurteilbar                

         Chemotherapie, Therapie mit                                                                                    

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       4 DIARRHOEA\ Bei der Patient   DIARRHOEA\ DIARRHOEA\      07JUN2010\ 07JUN2010\  YES  Related\     Grad 3  15  2 

         liegt ein kombinierter       GASTROINTESTINAL                      16NOV2011        nicht                      

         Immundefekt bei Z.n.         DISORDERS                                              beurteilbar                

         Chemotherapie, Therapie mit                                                                                    

         Rituximab und im Rahmen der                                                                                    

         Lymphomerkrankung. Die                                                                                         

         Ursächlichkeit bezüglich                                                                                       

         der einzelnen Komponenten                                                                                      

         ist nicht eindeutig zu                                                                                         

         beurteilen.                                                                                                    

       9 GASTROENTERITIS              GASTROENTERITIS\          -\                      YES  Related\ -                 

                                      GASTROENTERITIS\                                                                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 234 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  637 10 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      07JUN2010\             YES  Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

      11 SEPSIS                       SEPSIS\ SEPSIS\            08JUN2010\             YES  Related\ -                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

  973  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    01SEP2011\ 01SEP2011\  YES  Related\     Grad 2      5 

                                      BLOOD AND LYMPHATIC                   01SEP2011        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       4 LATE NEUTROPENIA             NEUTROPENIA\               01SEP2011\ 01SEP2011\  YES  Related\     Grad 2      5 

                                      NEUTROPENIA\ BLOOD AND                01SEP2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       5 Akute Neutropenie            NEUTROPENIA\                          29DEC2011\   NO  -\ MabThera© Grad 4   6  6 

                                      NEUTROPENIA\ BLOOD AND                29DEC2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 Akute Neutropenie            NEUTROPENIA\                          04JAN2012\   NO  -\ MabThera© Grad 3      6 

                                      NEUTROPENIA\ BLOOD AND                04JAN2012                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 235 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  973  9 GASTRITIS                    GASTRITIS\ GASTRITIS\      16AUG2011\ 16AUG2011\  YES  Related\              4  5 

                                      GASTROINTESTINAL                      06SEP2011        unbekannt                  

                                      DISORDERS                                                                         

      13 LIVER VALUES ELEVATED(LIVER  RAISED LIVER FUNCTION      19MAY2011\ 19MAY2011\  YES  Related\     Grad 2      5 

         FUNCTION TEST ABNORMAL)      TESTS\ LIVER FUNCTION                 19MAY2011        unbekannt                  

                                      TEST ABNORMAL\                                                                    

                                      INVESTIGATIONS                                                                    

                                                                                                                        

 1001  1 Schüttelfrost\               CHILLS\ CHILLS\ GENERAL               25FEB2010\   NO  -\ MabThera© Grad 1   1  1 

         Schütttelfrost und           DISORDERS AND                         25MAY2010                                   

         Schmerzen traten nach        ADMINISTRATION SITE                                                               

         halber Gabe der              CONDITIONS                                                                        

         Chemotherapie mit MabThera                                                                                     

         auf.                                                                                                           

       3 Schmerzen\ Schütttelfrost    PAIN\ PAIN\ GENERAL                   25FEB2010\   NO  -\ MabThera© Grad 2   1  1 

         und Schmerzen traten nach    DISORDERS AND                         25MAY2010                                   

         halber Gabe der              ADMINISTRATION SITE                                                               

         Chemotherapie mit MabThera   CONDITIONS                                                                        

         auf.                                                                                                           

                                                                                                                        

 1009  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      1 

                                      BLOOD AND LYMPHATIC                   22FEB2010                                   

                                      SYSTEM DISORDERS                                                                  

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 236 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1009  2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      3 

                                      BLOOD AND LYMPHATIC                   09NOV2010                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      2 

                                      BLOOD AND LYMPHATIC                   15JUN2010                                   

                                      SYSTEM DISORDERS                                                                  

       4 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      4 

                                      BLOOD AND LYMPHATIC                   16NOV2010                                   

                                      SYSTEM DISORDERS                                                                  

       5 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      5 

                                      BLOOD AND LYMPHATIC                   30MAR2011                                   

                                      SYSTEM DISORDERS                                                                  

       6 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22FEB2010\   NO  -\ MabThera© Grad 2      6 

                                      BLOOD AND LYMPHATIC                   03JUN2011                                   

                                      SYSTEM DISORDERS                                                                  

       7 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               29NOV2010\   NO  -\ MabThera© Grad 3      6 

                                      BLOOD AND LYMPHATIC                   18AUG2011                                   

                                      SYSTEM DISORDERS                                                                  

       8 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      7 

                                      BLOOD AND LYMPHATIC                   17NOV2011                                   

                                      SYSTEM DISORDERS                                                                  

       9 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               09NOV2010\   NO  -\ MabThera© Grad 3      8 

                                      BLOOD AND LYMPHATIC                   14FEB2012                                   

                                      SYSTEM DISORDERS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 237 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1009 10 Akute Neutropenie            NEUTROPENIA\                          09NOV2010\   NO  -\ MabThera© Grad 3      3 

                                      NEUTROPENIA\ BLOOD AND                09NOV2010                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

      11 Akute Neutropenie            NEUTROPENIA\                          09NOV2010\   NO  -\ MabThera© Grad 3      4 

                                      NEUTROPENIA\ BLOOD AND                16NOV2010                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

      12 Akute Neutropenie            NEUTROPENIA\                          29NOV2010\   NO  -\ MabThera© Grad 4      6 

                                      NEUTROPENIA\ BLOOD AND                18AUG2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

      13 Akute Neutropenie            NEUTROPENIA\                          09NOV2010\   NO  -\ MabThera© Grad 4      7 

                                      NEUTROPENIA\ BLOOD AND                17NOV2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

                                                                                                                        

 1028  1 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 25MAY2010\   NO  -\ MabThera© Grad 1   3  1 

                                      GASTROINTESTINAL                      25MAY2010                                   

                                      DISORDERS                                                                         

                                                                                                                        

 1069  1 ANAL ABSCESS                 ANAL ABSCESS\ ANAL         01JUN2010\ 01JUN2010\  YES  Related\                 1 

                                      ABSCESS\ INFECTIONS AND               01JUL2010        unbekannt                  

                                      INFESTATIONS                                                                      

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 238 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1069  2 deutliche verschlchterung    PSORIASIS\ PSORIASIS\                 01MAY2010\   NO  -\ MabThera© Grad 3      1 

         der Psoriasis                SKIN AND SUBCUTANEOUS                 01MAY2010                                   

                                      TISSUE DISORDERS                                                                  

                                                                                                                        

 1100  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               02DEC2009\   NO  -\ MabThera© Grad 2  28  3 

                                      BLOOD AND LYMPHATIC                   14DEC2011                                   

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               28APR2010\   NO  -\ MabThera© Grad 1 177  6 

                                      BLOOD AND LYMPHATIC                   28APR2010                                   

                                      SYSTEM DISORDERS                                                                  

       3 Thrombopenie                 THROMBOPENIA\                         09MAR2012\   NO  -\ MabThera© Grad 1     14 

                                      THROMBOCYTOPENIA\ BLOOD               12MAR2012                                   

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       4 Bakterielle Infektion        BACTERIAL INFECTION\                  16DEC2011\   NO  -\ MabThera© Grad 2     13 

                                      BACTERIAL INFECTION\                  16DEC2011                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 1351  1 Schwäche, Appetitlosigkeit,  WEAKNESS\ ASTHENIA\                   01FEB2012\   NO  -\ MabThera©         21  8 

         starker Juckreiz gesamter    GENERAL DISORDERS AND                 13MAR2012                                   

         Körper                       ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 239 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1351  2 Schwäche, Appetitlosigkeit,  APPETITE ABSENT\                      01FEB2012\   NO  -\ MabThera©         21  8 

         starker Juckreiz gesamter    DECREASED APPETITE\                   13MAR2012                                   

         Körper                       METABOLISM AND NUTRITION                                                          

                                      DISORDERS                                                                         

       3 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   01FEB2012\   NO  -\ MabThera© Grad 2  21  8 

                                      RESPIRATORY, THORACIC                 13MAR2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

       4 Schwäche, Appetitlosigkeit,  PRURITUS GENERALISED\                 01FEB2012\   NO  -\ MabThera©         21  8 

         starker Juckreiz gesamter    PRURITUS GENERALISED\                 13MAR2012                                   

         Körper                       SKIN AND SUBCUTANEOUS                                                             

                                      TISSUE DISORDERS                                                                  

                                                                                                                        

 1528  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    26JUL2010\ 26JUL2010\  YES  Related\     Grad 3  20  1 

                                      BLOOD AND LYMPHATIC                   03NOV2010        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 LATE NEUTROPENIA             NEUTROPENIA\               17JUL2010\ 17JUL2010\  YES  Related\     Grad 3  32  1 

                                      NEUTROPENIA\ BLOOD AND                03NOV2010        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       3 THROMBOPENIA                 THROMBOPENIA\              17JUL2010\ 17JUL2010\   NO  Related\     Grad 1  32  1 

                                      THROMBOCYTOPENIA\ BLOOD               03NOV2010        MabThera©                  

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 240 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1528  4 PAIN                         PAIN\ PAIN\ GENERAL        17JUL2010\ 17JUL2010\  YES  Related\     Grad 2  32  1 

                                      DISORDERS AND                         03NOV2010        nicht                      

                                      ADMINISTRATION SITE                                    beurteilbar                

                                      CONDITIONS                                                                        

       5 BACTERIAL INFECTION          BACTERIAL INFECTION\       17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      BACTERIAL INFECTION\                  03NOV2010        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       6 VIRAL INFECTION              VIRAL INFECTION\ VIRAL     17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      INFECTION\ INFECTIONS                 03NOV2010        MabThera©                  

                                      AND INFESTATIONS                                                                  

       7 HYPOKALAEMIA                 HYPOKALAEMIA\              17JUL2010\             YES  Related\ -                 

                                      HYPOKALAEMIA\ METABOLISM                                                          

                                      AND NUTRITION DISORDERS                                                           

       8 DYSPNOEA                     DYSPNOEA\ DYSPNOEA\        17JUL2010\ 17JUL2010\  YES  Related\     Grad 4  32  1 

                                      RESPIRATORY, THORACIC                 03NOV2010        MabThera©                  

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 1554  1 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\                      YES  Related\ -                 

                                      INFECTIONS AND            10JUL2010                                               

                                      INFESTATIONS                                                                      

                                                                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 241 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1698  1 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               03JAN2011\   NO  -\ MabThera© Grad 1   7  2 

                                      BLOOD AND LYMPHATIC                   10JAN2011                                   

                                      SYSTEM DISORDERS                                                                  

       4 SUSPECTED PURULENT           PURULENT BRONCHITIS\       07APR2011\ 07APR2011\  YES  Related\     Grad 3      3 

         BRONCHITIS                   BRONCHITIS BACTERIAL\                 11APR2011        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       5 bronchopulmonaler Infekt     BRONCHOPULMONARY                      03JAN2011\   NO  -\ MabThera© Grad 2   7  2 

                                      INFECTION\                            10JAN2011                                   

                                      BRONCHOPNEUMONIA\                                                                 

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       6 PURULENT CONJUNCTIVITIS      PURULENT CONJUNCTIVITIS\   25MAY2012\ 25MAY2012\   NO  Related\                 7 

                                      CONJUNCTIVITIS\                       25MAY2012        unbekannt                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       7 RECURRENT INFECTION          RECURRENT INFECTION\       10FEB2012\ 10FEB2012\  YES  Related\     Grad 1      6 

         COMPLICATION (UNK DIAGNOSIS) INFECTION\ INFECTIONS                 30MAR2012        MabThera©                  

                                      AND INFESTATIONS                                                                  

       8 rezidivierende Erkältungen   COLD\ NASOPHARYNGITIS\                15NOV2010\   NO  -\ MabThera© Grad 1      2 

                                      INFECTIONS AND                        10JAN2011                                   

                                      INFESTATIONS                                                                      

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1698 10 Infektion obere Luftwege     UPPER RESPIRATORY TRACT               29MAR2011\   NO  -\ MabThera© Grad 3   9  3 

                                      INFECTION\ UPPER                      11APR2011                                   

                                      RESPIRATORY TRACT                                                                 

                                      INFECTION\ INFECTIONS                                                             

                                      AND INFESTATIONS                                                                  

      11 COUGH                        COUGH\ COUGH\              07APR2011\ 07APR2011\   NO  Related\                 3 

                                      RESPIRATORY, THORACIC                 11APR2011        unbekannt                  

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 1721  1 LYMPH NODE DISORDER          LYMPH NODE DISORDER\       28MAR2011\ 28MAR2011\  YES  Related\              4  3 

                                      LYMPHADENOPATHY\ BLOOD                12JUL2011        Tumor-Grunde               

                                      AND LYMPHATIC SYSTEM                                   rkrankung                  

                                      DISORDERS                                                                         

       2 UPPER ABDOMINAL PAIN         UPPER ABDOMINAL PAIN\      28MAR2011\ 28MAR2011\  YES  Related\              4  3 

                                      ABDOMINAL PAIN UPPER\                 12JUL2011        Tumor-Grunde               

                                      GASTROINTESTINAL                                       rkrankung                  

                                      DISORDERS                                                                         

                                                                                                                        

 1991  6 Bewusstsein (Somnolenz)      SOMNOLENCE\ SOMNOLENCE\               22MAR2011\   NO  -\ MabThera© Grad 2   3  2 

                                      NERVOUS SYSTEM DISORDERS              30MAY2011                                   

                                                                                                                        

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 1995  1 REDUCED PHYSICAL CAPACITY    PERFORMANCE STATUS         08DEC2011\ 08DEC2011\  YES  Related\              7  5 

         (PERFORMANCE STATUS          DECREASED\ PERFORMANCE                16JAN2012        sonstige                   

         DECREASED)\ Patient war      STATUS DECREASED\                                      Tumorbehandl               

         stationär                    GENERAL DISORDERS AND                                  ung                        

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       2 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      14DEC2010\ 14DEC2010\  YES  Related\     Grad 3   8  2 

                                      INFECTIONS AND                        15DEC2010        MabThera©                  

                                      INFESTATIONS                                                                      

       3 Hämoglobin erniedrigt (Grad  HAEMOGLOBIN DECREASED\                12MAY2011\   NO  -\ MabThera© Grad 1      3 

         1)                           HAEMOGLOBIN DECREASED\                12MAY2011                                   

                                      INVESTIGATIONS                                                                    

       4 INCREASING DYSPNOEA\         DYSPNOEA EXACERBATED\      08DEC2011\ 08DEC2011\  YES  Related\     Grad 3   7  5 

         Patient war stationär        DYSPNOEA\ RESPIRATORY,                16JAN2012        sonstige                   

                                      THORACIC AND MEDIASTINAL                               Tumorbehandl               

                                      DISORDERS                                              ung                        

                                                                                                                        

 2106  4 HERPES ZOSTER                HERPES ZOSTER\ HERPES      26JUL2012\ 26JUL2012\  YES  Related\     Grad 3  23 13 

                                      ZOSTER\ INFECTIONS AND                03SEP2012        MabThera©                  

                                      INFESTATIONS                                                                      

                                                                                                                        

 2143  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    08DEC2010\ 08DEC2010\  YES  Related\     Grad 3   7  2 

                                      BLOOD AND LYMPHATIC                   13DEC2010        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 244 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2143  2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               28DEC2010\   NO  -\ MabThera© Grad 1   8  2 

                                      BLOOD AND LYMPHATIC                   28DEC2010                                   

                                      SYSTEM DISORDERS                                                                  

       3 BACTERIAL INFECTION NOS      BACTERIAL INFECTION NOS\   08DEC2010\ 08DEC2010\  YES  Related\     Grad 3   7  2 

                                      BACTERIAL INFECTION\                  13DEC2010        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       4 sensorische Neuropathie      SENSORY NEUROPATHY\                   07SEP2010\   NO  -\ MabThera©             1 

         (Füße)                       PERIPHERAL SENSORY                    05OCT2010                                   

                                      NEUROPATHY\ NERVOUS                                                               

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 2706  3 Bakterielle Infektion        BACTERIAL INFECTION\                  -\           NO  -\ MabThera© Grad 2   3 10 

                                      BACTERIAL INFECTION\                  09MAR2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       4 Blaseninfektion, Behandlung  BLADDER INFECTION\                    -\           NO  -\ MabThera©          3 10 

         mit Cotrim                   CYSTITIS\ INFECTIONS AND              09MAR2012                                   

                                      INFESTATIONS                                                                      

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 
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                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 2706  6 cerebrale Fehlleitungen,     COGNITIVE DETERIORATION\              21MAY2012\   NO  -\ MabThera©            11 

         kognitive                    COGNITIVE DISORDER\                   02JUL2012                                   

         Leistungsverschlechterung\   NERVOUS SYSTEM DISORDERS                                                          

         wir wollenim CCT eine PML                                                                                      

         als Differentialdiagnose                                                                                       

         ausschliessen, noch kein                                                                                       

         Befund                                                                                                         

                                                                                                                        

 2730  1 Thrombopenie                 THROMBOPENIA\                         02SEP2010\   NO  -\ MabThera© Grad 1  74  1 

                                      THROMBOCYTOPENIA\ BLOOD               02SEP2010                                   

                                      AND LYMPHATIC SYSTEM                                                              

                                      DISORDERS                                                                         

       2 Übelkeit                     NAUSEA\ NAUSEA\                       27AUG2010\   NO  -\ MabThera© Grad 1      1 

                                      GASTROINTESTINAL                      25NOV2010                                   

                                      DISORDERS                                                                         

                                                                                                                        

 2861  1 Bakterielle Infektion\       BACTERIAL INFECTION\                  26OCT2011\   NO  -\ MabThera© Grad 2  50  4 

         Korrigierte UAW: UAW trat    BACTERIAL INFECTION\                  12JUL2012                                   

         im 4. Zyklus auf, nicht im   INFECTIONS AND                                                                    

         5.                           INFESTATIONS                                                                      

       2 Pilzinfektion\ Korrigierte   FUNGAL INFECTION\ FUNGAL              26OCT2011\   NO  -\ MabThera© Grad 2  50  4 

         UAW: UAW trat im 4. Zyklus   INFECTION\ INFECTIONS                 12JUL2012                                   

         auf, nicht im 5.             AND INFESTATIONS                                                                  

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 
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                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3421  1 Leukopenie\ Rezidivierende   LEUKOPENIA\ LEUKOPENIA\               23MAY2011\   NO  -\ MabThera© Grad 2   7  2 

         Infekte obere Luftwege o.    BLOOD AND LYMPHATIC                   14JUL2011                                   

         nähere Angabe der Dauer      SYSTEM DISORDERS                                                                  

       2 Leukopenie\                  LEUKOPENIA\ LEUKOPENIA\               14OCT2011\   NO  -\ MabThera© Grad 2  20  3 

         Immunglobulingabe i.v. wg.   BLOOD AND LYMPHATIC                   19DEC2011                                   

         anhaltender Immunsupression  SYSTEM DISORDERS                                                                  

         unter Mabthera.                                                                                                

       6 Leistungsminderung,          EXERCISE TOLERANCE                    23MAY2011\   NO  -\ MabThera©          7  2 

         Fatigue\ Rezidivierende      DECREASED\ EXERCISE                   14JUL2011                                   

         Infekte obere Luftwege o.    TOLERANCE DECREASED\                                                              

         nähere Angabe der Dauer      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       7 Leistungsminderung,          EXERCISE TOLERANCE                    27JUL2012\   NO  -\ MabThera©         30  7 

         Fatiguesymptomatik           DECREASED\ EXERCISE                   25OCT2012                                   

                                      TOLERANCE DECREASED\                                                              

                                      GENERAL DISORDERS AND                                                             

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       8 Leistungsminderung,          FATIGUE\ FATIGUE\                     23MAY2011\   NO  -\ MabThera©          7  2 

         Fatigue\ Rezidivierende      GENERAL DISORDERS AND                 14JUL2011                                   

         Infekte obere Luftwege o.    ADMINISTRATION SITE                                                               

         nähere Angabe der Dauer      CONDITIONS                                                                        

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3421  9 Leistungsminderung,          FATIGUE\ FATIGUE\                     27JUL2012\   NO  -\ MabThera©         30  7 

         Fatiguesymptomatik           GENERAL DISORDERS AND                 25OCT2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

      10 Fatigue                      FATIGUE\ FATIGUE\                     26OCT2012\   NO  -\ MabThera©         28  8 

                                      GENERAL DISORDERS AND                 13DEC2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

      11 Schmerzen                    PAIN\ PAIN\ GENERAL                   29APR2012\   NO  -\ MabThera© Grad 2  30  6 

                                      DISORDERS AND                         26JUL2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

      13 Bakterielle Infektion\       BACTERIAL INFECTION\                  23MAY2011\   NO  -\ MabThera© Grad 2   7  2 

         Rezidivierende Infekte       BACTERIAL INFECTION\                  14JUL2011                                   

         obere Luftwege o. nähere     INFECTIONS AND                                                                    

         Angabe der Dauer             INFESTATIONS                                                                      

      14 Virusinfektion               VIRAL INFECTION\ VIRAL                26OCT2012\   NO  -\ MabThera© Grad 2  28  8 

                                      INFECTION\ INFECTIONS                 13DEC2012                                   

                                      AND INFESTATIONS                                                                  

      15 Parästhesien Hände und       PARAESTHESIA\                         29APR2012\   NO  -\ MabThera© Grad 2  30  6 

         Füße, Grad 2                 PARAESTHESIA\ NERVOUS                 26JUL2012                                   

                                      SYSTEM DISORDERS                                                                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 3421 16 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   27JUL2012\   NO  -\ MabThera© Grad 1  30  7 

                                      RESPIRATORY, THORACIC                 25OCT2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

      17 Dyspnoe                      DYSPNOEA\ DYSPNOEA\                   26OCT2012\   NO  -\ MabThera© Grad 1  28  8 

                                      RESPIRATORY, THORACIC                 13DEC2012                                   

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

 4363  1 Leukopenie\ anhaltend bis    LEUKOPENIA\ LEUKOPENIA\               25NOV2011\   NO  -\ MabThera© Grad 1      4 

         04.03.2013                   BLOOD AND LYMPHATIC                   29MAY2013                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 4643  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    09MAY2011\ 09MAY2011\  YES  Related\     Grad 1      1 

                                      BLOOD AND LYMPHATIC                   09MAY2011        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               04JUL2011\   NO  -\ MabThera© Grad 1      2 

                                      BLOOD AND LYMPHATIC                   04JUL2011                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               29AUG2011\   NO  -\ MabThera© Grad 1      3 

                                      BLOOD AND LYMPHATIC                   29AUG2011                                   

                                      SYSTEM DISORDERS                                                                  

       4 LATE NEUTROPENIA             NEUTROPENIA\               04JUL2011\ 04JUL2011\  YES  Related\     Grad 1      2 

                                      NEUTROPENIA\ BLOOD AND                04JUL2011        MabThera©                  

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 4643  5 Späte Neutropenie            LATE ONSET NEUTROPENIA\               29AUG2011\   NO  -\ MabThera© Grad 1      3 

                                      NEUTROPENIA\ BLOOD AND                29AUG2011                                   

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 DIARRHOEA                    DIARRHOEA\ DIARRHOEA\      13MAR2011\ 13MAR2011\  YES  Related\     Grad 3   5  1 

                                      GASTROINTESTINAL                      06MAY2011        unbekannt                  

                                      DISORDERS                                                                         

       7 HAEMATOCHEZIA                HAEMATOCHEZIA\             13MAR2011\             YES  Related\ -                 

                                      HAEMATOCHEZIA\                                                                    

                                      GASTROINTESTINAL                                                                  

                                      DISORDERS                                                                         

       8 INFECTIVE COLITIS            INFECTIOUS COLITIS\        13MAR2011\             YES  Related\ -                 

                                      INFECTIOUS COLITIS\                                                               

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       9 LDH INCREASE                 LDH INCREASED\ BLOOD       29AUG2011\ 29AUG2011\   NO  Related\                 3 

                                      LACTATE DEHYDROGENASE                 29AUG2011        unbekannt                  

                                      INCREASED\ INVESTIGATIONS                                                         

                                                                                                                        

 5133  4 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               23AUG2012\   NO  -\ MabThera© Grad 1  27  6 

                                      BLOOD AND LYMPHATIC                   23AUG2012                                   

                                      SYSTEM DISORDERS                                                                  

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 5133  5 Bakterielle Infektion        BACTERIAL INFECTION\                  23AUG2012\   NO  -\ MabThera© Grad 2  27  6 

                                      BACTERIAL INFECTION\                  23AUG2012                                   

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

                                                                                                                        

 6581  2 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               04JAN2012\   NO  -\ MabThera© Grad 2      3 

                                      BLOOD AND LYMPHATIC                   17JAN2012                                   

                                      SYSTEM DISORDERS                                                                  

       3 Leukopenie                   LEUKOPENIA\ LEUKOPENIA\               22AUG2011\   NO  -\ MabThera© Grad 3      2 

                                      BLOOD AND LYMPHATIC                   22AUG2011                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

 6670  1 Diarrhoe                     DIARRHOEA\ DIARRHOEA\                 01DEC2012\   NO  -\ MabThera© Grad 2  10  4 

                                      GASTROINTESTINAL                      13JAN2012                                   

                                      DISORDERS                                                                         

                                                                                                                        

 9061  1 Fatigue                      FATIGUE\ FATIGUE\                     -\           NO  -\ MabThera©             1 

                                      GENERAL DISORDERS AND                 15AUG2011                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

 9602  1 Übelkeit                     NAUSEA\ NAUSEA\                       15MAR2012\   NO  -\ MabThera© Grad 2   2  4 

                                      GASTROINTESTINAL                      15MAR2012                                   

                                      DISORDERS                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           

                                                                                                                        

Program: LISTING 07.sas, executed on 01JUN2015 at 10:34                                                   Page 37 of 41



Page 251 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

 9602  2 Erbrechen                    VOMITING\ VOMITING\                   15MAR2012\   NO  -\ MabThera© Grad 1   2  4 

                                      GASTROINTESTINAL                      15MAR2012                                   

                                      DISORDERS                                                                         

                                                                                                                        

11622  1 PAIN                         PAIN\ PAIN\ GENERAL                   31OCT2011\   NO  Related\     Grad 2   8  1 

                                      DISORDERS AND             31OCT2011\  31OCT2011        unbekannt                  

                                      ADMINISTRATION SITE       01MAR2012                                               

                                      CONDITIONS                                                                        

       2 PAIN                         PAIN\ PAIN\ GENERAL                   -\          YES  Related\     Grad 3      1 

                                      DISORDERS AND             02JAN2012\  02APR2012        Tumor-Grunde               

                                      ADMINISTRATION SITE       01MAR2012                    rkrankung                  

                                      CONDITIONS                                                                        

       3 HERPES ZOSTER                HERPES ZOSTER\ HERPES                 31OCT2011\   NO  Related\     Grad 3   8  1 

                                      ZOSTER\ INFECTIONS AND    31OCT2011\  31OCT2011        Tumor-Grunde               

                                      INFESTATIONS              01MAR2012                    rkrankung                  

                                                                                                                        

16284  1 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\     -\          -\          YES  Related\                10 

                                      INFECTIONS AND                        27MAY2013        Tumor-Grunde               

                                      INFESTATIONS                                           rkrankung                  

       2 FIBROSIS IN ISOLATED         PULMONARY FIBROSIS\        27MAY2012\             YES  Related\ -                 

         PULMONARY SEGMENT            PULMONARY FIBROSIS\                                                               

                                      RESPIRATORY, THORACIC                                                             

                                      AND MEDIASTINAL DISORDERS                                                         

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 252 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18761  1 ANAEMIA\ bei uns aus         ANAEMIA\ ANAEMIA\ BLOOD    19MAY2013\ 19MAY2013\  YES  Related\              2  8 

         organisatorischen Gründen    AND LYMPHATIC SYSTEM                  18MAY2013        sonstige                   

         stationärer Aufenthalt bei   DISORDERS                                              Tumorbehandl               

         Transfusionen                                                                       ung                        

       4 NEUTROPENIA                  NEUTROPENIA\               10JUN2013\             YES  Related\ -                 

                                      NEUTROPENIA\ BLOOD AND                                                            

                                      LYMPHATIC SYSTEM                                                                  

                                      DISORDERS                                                                         

       6 THROMBOPENIA\ Schmerzen in   THROMBOPENIA\              10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         der linken Flanke            THROMBOCYTOPENIA\ BLOOD               10JUN2013        sonstige                   

                                      AND LYMPHATIC SYSTEM                                   Tumorbehandl               

                                      DISORDERS                                              ung                        

      10 SEPSIS\ Schmerzen in der     SEPSIS\ SEPSIS\            10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         linken Flanke                INFECTIONS AND                        10JUN2013        sonstige                   

                                      INFESTATIONS                                           Tumorbehandl               

                                                                                             ung                        

      11 BLASTS IN PERIPHERAL BLOOD   BLAST CELLS PRESENT\       10JUN2013\             YES  Related\ -                 

         (UNK DIAGNOSIS)              BLAST CELLS PRESENT\                                                              

                                      INVESTIGATIONS                                                                    

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

18761 13 SUSPECTED ACUTE MYELOID      ACUTE MYELOID LEUKEMIA\    10JUN2013\ 10JUN2013\  YES  Related\              1  9 

         LEUKEMIA\ Schmerzen in der   ACUTE MYELOID LEUKAEMIA\              10JUN2013        sonstige                   

         linken Flanke                NEOPLASMS BENIGN,                                      Tumorbehandl               

                                      MALIGNANT AND                                          ung                        

                                      UNSPECIFIED (INCL CYSTS                                                           

                                      AND POLYPS)                                                                       

      15 DYSPNOEA\ Schmerzen in der   DYSPNOEA\ DYSPNOEA\        10JUN2013\ 10JUN2013\  YES  Related\     Grad 3   1  9 

         linken Flanke                RESPIRATORY, THORACIC                 10JUN2013        sonstige                   

                                      AND MEDIASTINAL DISORDERS                              Tumorbehandl               

                                                                                             ung                        

                                                                                                                        

20505  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\   -\                      YES  Related\ -                 

                                      BLOOD AND LYMPHATIC                                                               

                                      SYSTEM DISORDERS                                                                  

       2 Schmerzen                    PAIN\ PAIN\ GENERAL                   13AUG2012\   NO  -\ MabThera© Grad 2   2  4 

                                      DISORDERS AND                         19OCT2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       3 FEVER\ Bitte ersetzen Sie    FEVER\ PYREXIA\ GENERAL    24JUN2012\ 24JUN2012\  YES  Related\     Grad 2   8  4 

         das bereits gesendete SAE    DISORDERS AND                         24JUN2012        MabThera©                  

         durch dieses hier.           ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Page 254 of 257 

Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 7 

                           All Adverse Events With Causal Relationship to MabThera Treatment 

                                            Population: Safety Set Overall 

 

Part 2: Patients in Safety Set II (SS II)                                                                               

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                      ————— MedDRA Terms —————— Onset Date\ Onset Date\                                 

         Reported Term                LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy 

   PT Sq \Comment (if reported)       (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

20505  4 Fieber                       FEVER\ PYREXIA\ GENERAL               13AUG2012\   NO  -\ MabThera© Grad 2   2  4 

                                      DISORDERS AND                         19OCT2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

                                                                                                                        

23220  1 Schüttelfrost                CHILLS\ CHILLS\ GENERAL               01DEC2012\   NO  -\ MabThera© Grad 1   4  4 

                                      DISORDERS AND                         04DEC2012                                   

                                      ADMINISTRATION SITE                                                               

                                      CONDITIONS                                                                        

       4 Schwindel                    LIGHT HEADEDNESS\                     14JUN2012\   NO  -\ MabThera©          1  3 

                                      DIZZINESS\ NERVOUS                    20SEP2012                                   

                                      SYSTEM DISORDERS                                                                  

                                                                                                                        

23801  1 LEUKOPENIA                   LEUKOPENIA\ LEUKOPENIA\    17MAY2012\ 17MAY2012\  YES  Related\     Grad 3      1 

                                      BLOOD AND LYMPHATIC                   23MAY2012        MabThera©                  

                                      SYSTEM DISORDERS                                                                  

       2 BACTERIAL INFECTION          BACTERIAL INFECTION\       17MAY2012\ 17MAY2012\  YES  Related\     Grad 3      1 

                                      BACTERIAL INFECTION\                  23MAY2012        MabThera©                  

                                      INFECTIONS AND                                                                    

                                      INFESTATIONS                                                                      

       3 PNEUMONIA                    PNEUMONIA\ PNEUMONIA\      17MAY2012\ 17MAY2012\  YES  Related\                 1 

                                      INFECTIONS AND                        23MAY2012        MabThera©                  

                                      INFESTATIONS                                                                      

                                                                                                                        

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days);                              

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 8 

                                                Patients with Pregnancy 

                                           Population: All Enrolled Patients 

 

Patients in Safety Set I (SS I)                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                ————— MedDRA Terms —————— Onset Date\ Onset Date\                                       

         Reported Term          LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy Preg. 

   PT Sq \Comment (if reported) (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No  Mo.  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13235  1 LEUKOPENIA             LEUKOPENIA\ LEUKOPENIA\    22MAY2012\ 22MAY2012\  YES  Not          Grad 3  90  1       

                                BLOOD AND LYMPHATIC                   22MAY2012        Reported\                        

                                SYSTEM DISORDERS                                       MabThera©                        

       2 CIRCULATORY DISORDER   DISORDER CIRCULATORY       22MAY2012\ 22MAY2012\  YES  Not                  90  1       

                                SYSTEM\ CARDIOVASCULAR                22MAY2012        Reported\                        

                                DISORDER\ CARDIAC                                      nicht                            

                                DISORDERS                                              beurteilbar                      

       3 CHILLS                 CHILLS\ CHILLS\ GENERAL    22MAY2012\ 22MAY2012\  YES  Not          Grad 1  90  1       

                                DISORDERS AND                         22MAY2012        Reported\                        

                                ADMINISTRATION SITE                                    unbekannt                        

                                CONDITIONS                                                                              

       4 PAIN                   PAIN\ PAIN\ GENERAL        22MAY2012\ 22MAY2012\  YES  Not          Grad 2  90  1       

                                DISORDERS AND                         22MAY2012        Reported\                        

                                ADMINISTRATION SITE                                    unbekannt                        

                                CONDITIONS                                                                              

       5 FEVER                  FEVER\ PYREXIA\ GENERAL    22MAY2012\ 22MAY2012\  YES  Not          Grad 1  90  1       

                                DISORDERS AND                         22MAY2012        Reported\                        

                                ADMINISTRATION SITE                                    unbekannt                        

                                CONDITIONS                                                                              

       6 VIRAL INFECTION        VIRAL INFECTION\ VIRAL     22MAY2012\ 22MAY2012\  YES  Not          Grad 2  90  1       

                                INFECTION\ INFECTIONS                 22MAY2012        Reported\                        

                                AND INFESTATIONS                                       unbekannt                        

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days); Preg. Mo.: Pregnany month;   

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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                                                       Listing 8 

                                                Patients with Pregnancy 

                                           Population: All Enrolled Patients 

 

Patients in Safety Set I (SS I)                                                                                         

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                ————— MedDRA Terms —————— Onset Date\ Onset Date\                                       

         Reported Term          LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy Preg. 

   PT Sq \Comment (if reported) (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No  Mo.  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

13235  7 DRUG EXPOSURE DURING   DRUG EXPOSURE DURING      -\                       NO  Not                              

         PREGNANCY              PREGNANCY\ EXPOSURE                                    Applicable\                      

                                DURING PREGNANCY\                                      -                                

                                INJURY, POISONING AND                                                                   

                                PROCEDURAL COMPLICATIONS                                                                

       8 SPONTANEOUS ABORTION   SPONTANEOUS ABORTION\     -\                      YES  Not                              

                                ABORTION SPONTANEOUS\                                  Reported\ -                      

                                PREGNANCY, PUERPERIUM                                                                   

                                AND PERINATAL CONDITIONS                                                                

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days); Preg. Mo.: Pregnany month;   

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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Confidential                                        Roche Pharma AG                                             ML22283 

MabThera Hematology                                                                                                 RIM 

                                                                                                                        

                                                       Listing 8 

                                                Patients with Pregnancy 

                                           Population: All Enrolled Patients 

 

Patients in Safety Set II (SS II)                                                                                       

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

                                ————— MedDRA Terms —————— Onset Date\ Onset Date\                                       

         Reported Term          LLTD\ PTD\ SOCD           Death Date  Known since      Relatedness         Dur Cy Preg. 

   PT Sq \Comment (if reported) (Version 17.0)              (SDB)       (CDB)     Ser. (SDB\CDB)    Grad.  (d) No  Mo.  

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

  752  1 PREGNANCY              PREGNANCY\ PREGNANCY\     -\                       NO  Not                              

                                PREGNANCY, PUERPERIUM                                  Applicable\                      

                                AND PERINATAL CONDITIONS                               -                                

                                                                                                                        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————— 

Sq: Sequence number; Ser.: Seriousness; Grad.: Grading; Dur (d): Duration of AE (in days); Preg. Mo.: Pregnany month;   

 Cy No.: Start of AE after Cycle number; SDB: Reorted in Safety Database; CDB: Reported in Clinical Database.           
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