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The following table provides some back-ground information on the information to be provided and the documents to be submitted for the 
notification of a compassionate use programme pursuant to Section 3 (2) AMHV. 

 
 

No pursuant 
to Section 3 
(2) AMHV 

Specifications and/or documents to be 
provided pursuant to Section 3 (2) 
AMHV 

Data / explanatory note

No 1 Name or company and address of the 
person responsible, and, if available, 
legal representative located in the 
European Union, or in a different partner 
state of the Treaty of the European 
Economic Area 

The person responsible can be a legal entity or a person.. A person responsible typically includes the 
applicant for a marketing authorisation or the sponsor of an authorised still on-going clinical trial in the 
indication provided. The person responsible bears extensive responsibility for the compassionate use 
programme. This also includes the initiation, organisation, and financing of the compassionate use programme. 
If a legal representative is designated, the latter has the same duties as the person responsible. 
. 

No 2 Name or code of the medicinal product, name, 
type and strength of the active ingredient, other 
ingredients (type), pharmaceutical form, route of 
administration, dosage and treatment regimen 

The name of the medicinal product and the data on the active ingredients serve to identify the medicinal 
product used in the compassionate use programme. The description could be the brand name applied for in 
the marketing authorisation procedure or the code for the investigational medicinal product used in a clinical 
trial. The INN name, if applicable, should always be provided. 
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No pursuant 
to Section 3 
(2) AMHV 

Specifications and/or documents to be 
provided pursuant to Section 3 (2) 
AMHV 

Data / explanatory note

No 3 Description of the disorder leading to a severe 
disability or life-threatening disease from which 
the patients are suffering and for which the 
product is intended 

Indicate the severe disorder affecting the patient group to be included into the notified compassionate use 
programme. To fulfil the requirements of the compassionate use programme for medicinal products pursuant 
to AMHV and the German Medicines Act (Arzneimittelgesetz, AMG), the disorder must lead to a severe 
disability or life-threatening disease. Since the definition of the term “disability” implies a period of sickness of 
at least 6 months, it also involves the requirement “chronic”, as laid down in European law. It must be noted 
that with regard to treatment the medicinal product has a direct relation to the above mentioned disorder, i.e. 
must be used directly for the treatment of the above mentioned condition. 

No 4 Criteria for the selection of the patients and 
number of patients to be included  

In this section, provide a description justifying why these particular patients have been selected, stating 
inclusion and exclusion criteria for the patients. The selection criteria must on the one hand be based on the 
disease and the type of preliminary and, on a long-term basis, not successful treatments, and on the other 
hand, they must be based on the profile of the medicinal product, including the limitations of its use, if 
applicable. If, for example, the compassionate use programme is used in a so-called second line treatment of 
a disease, indicate which first line treatment(s) were already conducted as a prerequisite for participation in the
compassionate use programme or, which ones are contraindicated. Furthermore, information on the intended 
number of patients is required. These data only need to be based on an estimate and serve to provide 
information for how many patients the programme is organised. However, major deviations (more than 10% 
above the number indicated in the estimate) must be reported to the federal competent authority pursuant to 
Section 5 AMHV. 

No 5 Justification why the patients cannot be treated 
satisfactorily with a medicinal product which has 
been approved for marketing in the area of 
jurisdiction of the German Medicines Act (AMG 
or has been granted a marketing authorisation).

Here, the person responsible must provide a justification why no satisfactory treatment is available for the 
patients to be included in the compassionate use programme with a medicinal product which has been 
approved for marketing in the area of jurisdiction of the AMG or has been granted a marketing authorisation. 
The absence of an alternative treatment for this patient group in this context must be objectively proven. “No 
satisfactory treatment” in this context means that no approved or authorised medicinal product is available 
in Germany for the treatment of the disease concerned. Whether the alternative treatment has been 
approved or authorised by means of the centralised, decentralised or national marketing authorisation 
procedure is immaterial in this context. A use of an authorised medicinal product outside its authorised 
indications, i.e. a so-called off-label use does in principle not constitute an alternative treatment. A different 
ruling may apply if the off-label use conforms to the generally recognised standard. On the other hand, in 
particular those cases are also included where a medicinal product is available, but the latter failed in the 
case of the patients to be included in the compassionate use programme, or, conforming to the 
specifications in the approval or marketing authorisation is contraindicated for the patients to be included in 
the compassionate use programme, or has more serious adverse effects with regard to frequency and 
severity compared with the compassionate use medicinal product. The statement that the new medicinal 
product provided in the compassionate use programme is “better” and should therefore be used without 
treatment by means of the authorised therapy standard is usually not acceptable, since superiority has 
usually not been sufficiently proven at the time of the application, i.e. it will not be confirmed before a “first 
line” authorisation of the treatment has been granted within the framework of extensive examination of the 
marketing authorisation dossier. 
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No pursuant 
to Section 3 
(2) AMHV 

Specifications and/or documents to be 
provided pursuant to Section 3 (2) 
AMHV 

Data / explanatory note

N 6 Justification that the patients cannot be included 
in an on-going clinical trial. 

Compassionate use programmes do not constitute a methodological replacement of clinical trials. Patients 
are monitored better in clinical trials than in compassionate used programmes, and only clinical trials can 
generate data for the purpose of marketing authorisations based on quality assurance. Therefore, from the 
scientific point of view as well as from the point of view of safety aspects, the inclusion of patients in a clinical 
trial is the form of treatment to be chosen with priority. If patients fulfil the criteria of inclusion in a clinical trial, 
and treatment is possible within an on-going clinical trial, these patients should be included in the latter 
clinical trial rather than the compassionate use programme. In cases where an extension of the clinical trial is 
possible, the latter should be investigated before a compassionate use programme is conducted. 

No 7 Documentation providing proof that the medical 
products has the appropriate quality conforming 
to the recognised pharmaceutical rules and a 
confirmation by a qualified person pursuant to 
Section 14 AMG that the product was 
manufactured conforming to the principles and 
guidelines of Good Manufacturing Practice for 
Medicinal Products 
 

Proof of the appropriate pharmaceutical quality must be provided by submitting suitable documents. 
Acceptable documents include dossiers submitted for the medicinal product within the framework of a clinical 
trial for the investigational medicinal product. In the case of references to clinical trials already authorised in 
Germany, if an updated version of the IMPD has already been submitted, a short overview should be 
provided for the changes implemented (e.g. in table form). Alternatively, if a marketing authorisation 
application has already been submitted, the documents to be submitted in connection with the marketing 
authorisation procedure or a summary of these documents with sufficient informational value can be 
submitted. In addition, an explicit submission of a confirmation is required by a qualified person (QP) 
that the medicinal product has been manufactured in conformity with the GMP  

No 8 Documents and justifications for the assumption 
that the medicinal product is safe and effective 
in the intended indication. This requirement is 
usually performed by submitting the results of 
confirmatory clinical trials. 
 

For the protection of patients in compassionate use programmes, sufficiently documented proof must be 
provided for the assumption that the product to be used in the compassionate use programme is safe and 
effective for the disease for which it is intended. This is usually done by a Phase III clinical trial or 
(confirmatory) results of clinical trials which have justified an on-going Phase III clinical trial not yet 
completed. In particular exceptional cases, such proof can also be provided by a Phase II clinical trial. If 
information on completed studies is submitted, primarily a synopsis of the final study report pursuant to ICH 
E3 “Structure and Content of Clinical Study Reports” should be submitted. 

No. 9 Criteria for the suspension or the premature 
termination of the compassionate use 
programme 

To guarantee the patients’ safety, the person responsible must submit criteria for the suspension or 
premature termination of the compassionate use programme, if applicable. 
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No 10 More detailed information  
 a) on the authorised clinical trial for the 

medicinal product in the intended 
indication with EudraCT number or 

b) on the clinical trial of the medicinal 
product in the intended indication in a 
third country and proof that the latter 
clinical trial is performed in conformity 
with the international harmonised 
standards of Good Clinical Practice, 
or 

c) on the application for approval or 
marketing authorisation application 
submitted for the medicinal product in 
the intended indication at the European 
Medicines Agency, the competent 
senior federal authority or the 
competent authority of a member state 

 
 
 
 
 
 
 
 
 
 
 
 

An exemption from the requirement to obtain an approval or an authorisation within the framework of a 
compassionate use programme is justified only if, in parallel to the compassionate use programme, a 
clinical trial has been authorised for the medicinal product with the same indication, or an application for 
an approval or marketing authorisation has been submitted. Compassionate use programmes do not 
justify the permanent marketing of medicinal products without n approval or marketing authorisation. In 
cases where well-founded prospects for successful treatment exist, a treatment opportunity is already 
made available during the trial phase and the approval or marketing authorisation procedure to a group of 
patients who are suffering from a severe illness and can be treated with a medicinal product which does 
not have an approval or a marketing authorisation within the European Union or a member state of the 
Treaty of the European Economic Area. Compassionate use programmes, however, could never be a 
substitute for approval or marketing authorisation procedures, and can therefore not compensate for 
crueltieshardships , which may arise if a pharmaceutical manufacturer – for whatever reason – refrains 
from submitting an application for an approval or a marketing authorisation in the area of jurisdiction of the 
AMG or in a member state of the European Union or a member state of the Treaty of the European 
Economic Area.  
Notes on a) 
In the case of an on-going clinical trial in the intended indication, this clinical trial can be conducted in 
Germany, but also in another member state of the EU/EEA. The EudraCT number of the authorised clinical 
trial must be indicated together with the notification. 
Notes on b) 
A compassionate use programme can also be considered if a clinical trial is conducted only in a third 
country. In this case, the person responsible is obliged to provide proof that the clinical trial is conducted in 
conformity with the internationally harmonised standards of “Good Clinical Practice” (ICH-GCP). An example 
of suitable proof could be a favourable opinion by the independent competent ethics committee operating in 
accordance with Section 3.2 of the ICH-GCP Guidelines. The opinion by the independent ethics committee 
must contain information on the study for which evaluation  was given, which documents formed the basis of 
the evaluation, the wording of the test related assessment/decision, as well as the justification for this 
decision. In addition, the opinion or an appropriate accompanying letter from the independent ethics 
committee should contain the information that the independent ethics committee works in conformity with the 
ICH-GCP Guidelines. In cases where the opinion or the accompanying letter, if applicable, is not in German 
or in English, a certified translation must be provided. 
Notes on c) 
The application for the approval or marketing authorisation must have been submitted for the same 
indication as that intended for the compassionate use programme indicated, either at the European 
Medicines Agency (EMA), or the competent federal senior authority, or the competent authority of a 
member state of the EU/EEA. An application for an approval or marketing authorisation submitted 
exclusively at an authorisation authority of a third country (e.g. the FDA in the USA) does not meet the 
requirements set forth in c). 
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No pursuant 
to Section 3 
(2) AMHV 

Specifications and/or documents to be 
provided pursuant to Section 3 (2) 
AMHV 

Data / explanatory note

No 11 For medicinal products containing or consisting 
of a genetically modified organism or a 
combination of genetically modified organisms, 
documents in conformity with Annexes II and III 
of Directive 2001/18/EC  
of the European Parliament and of the Council 
of 12 March 2001 on the deliberate release into 
the environment of genetically modified 
organisms and repealing Council Directive 
90/220/EEC (OJ L 106 of 17 April 2001, p. 1), 

Special documents must be submitted for medicinal products containing or consisting of a genetically 
modified organism or a combination of genetically modified organisms. According to Annex II of Directive 
2001/18/EC, this includes documentation and an assessment of the risks for the health of third persons 
and the environment and documentation of intended precautions and, according to Annex III of this 
Directive, information on the genetically modified organism, information on the conditions of the 
compassionate use programme and the clinical trial as well as the environment possibly absorbing the 
genetically modified organism, information on the interaction between the genetically modified organism 
and the environment, an observation plan for determining the effects on the health of third persons and 
the environment, a description of the intended surveillance measures and specifications on emerging 
residual materials and their handling as well as emergency plans. 

No 12 Justification for treatment with a medicinal 
product for which an application for an approval 
or a marketing authorisation was rejected, 
withdrawn, revoked or suspended, or for which 
the authorisation for a clinical trial was rejected, 
withdrawn, revoked or suspended or received a 
conditional approval, indicating the reasons for 
the decision 

These documents must be submitted only if an application for an application for an approval or a marketing 
authorisation has been rejected, withdrawn, revoked, or suspended or the authorisation for a clinical trial has 
been rejected, withdrawn, revoked, or suspended, or got conditional approval. The rejection of an application 
for an approval or a marketing authorisation or an application for authorisation of a clinical trial is not in 
principle an argument against conducting a compassionate use programme. However, the reasons for the 
rejection must be submitted to the federal competent authority, so that it can decide whether this could result 
in a reason for rejection (e.g. an unfavourable risk/benefit balance). In this context, the specification of 
reasons for a suspension includes both the order of a suspension by the authority and the order of a 
suspension by the sponsor him- or herself. In addition, it is important whether the clinical trial was approved 
with conditions. 
 

No 13 Up-to-date investigators brochures provided to 
the investigator in the clinical trial, or the draft 
summary of medicinal product characteristics to 
be provided in the application for a marketing 
authorisation or an approval 

If an application was made for an approval or marketing authorisation of a medicinal product pursuant to 
the documents stated in No 10 c), a draft summary of medicinal product characteristics (SmPC) must be 
submitted in German or in English, which is identical with the expert information (Fachinformation) pursuant 
to Section 11a AMG. If an application for an approval or a marketing authorization has not yet been 
submitted, the notification must include the investigators broschure pursuant to Section 3 (4) Ordinance on 
the Good Clinical Practice in the Conduct of Clinical Trials with Medicinal Products for Human Use 
(Verordnung über die Anwendung der Guten Klinischen Praxis bei der Durchführung von klinischen 
Prüfungen mit Arzneimitteln zur Anwendung am Menschen, (GCP-V)) for the study authorised and 
conducted in this indication. In the case of clinical trials conducted exclusively in third countries, 
documentation must be submitted, which is comparable with the investigator information pursuant to Section 3 
(4) GCP-V in its nature, content and extent. 
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No pursuant 
to Section 3 
(2) AMHV 

Specifications and/or documents to be 
provided pursuant to Section 3 (2) 
AMHV 

Data / explanatory note

  

No 14 Information and documents made available to 
the patients in German, as well as a description 
of the procedure of informed consent for the 
patient by the participating physician 

 

The person responsible must guarantee that the participating patient is informed on the compassionate use 
programme by the participating physician in a conforming manner, i.e. extensively, accurately from the 
content point of view, and in a manner understood by the patient. For the protection of the patients, it is 
therefore important that the federal competent authority is given the opportunity to become cognisant of the 
patient information. The patient information must be submitted to the authority in German. Concerning the 
characterisation of the medicinal product, the patient information should be based on the patient information 
leaflet  of the on-going clinical trial or the SmPC, respectively. In addition, reference should be made to the 
peculiarities of the compassionate use programme for the medicinal product, especially to the fact that the 
medicinal product has not yet been authorised or approved. In the text, the patients should be requested to 
report to the treating physician all adverse effects which they suspect to be due to the treatment. The text 
should in principle not have the character of an advertisement, and in particular, should not raise the 
assumption that participation in the programme was linked to special conditions besides the regulations laid 
down in the laws. The informed consent should contain a confirmation by the patients that they have in 
principle been informed on the general conditions of a compassionate use programme and on the nature of 
this particular medicinal product compassionate use programme, that they wish to participate in the 
compassionate use programme, and that they are aware of the fact that participation can be terminated by 
the patient at any time without any disadvantage arising for the patient. In addition, patients should submit a 
separate consent sheet to matters concerning data privacy. The latter should include the statement that the 
patients agree to the anonymised transmission of suspected cases of adverse events by the treating 
physician, and that, once they have given their consent to the anonomysed transmission of their data on 
pharmacovigilance, this consent cannot be revoked. 
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No pursuant 
to Section 3 
(2) AMHV 

Specifications and/or documents to be 
provided pursuant to Section 3 (2) 
AMHV 

Data / explanatory note

No 15 Requirements for the medical facilities and the 
qualification of the participating physicians 
 

To guarantee the highest possible safety in the use of the product for which the trials have not yet been 
completed, the selection of the facilities and the participating medical staff is particularly important. To 
achieve this, the person responsible must therefore define which quality requirements should be 
defined for the facility (equipment etc.) and for the physicians (specialised knowledge etc.).  

 

No 16 Description of the action to be taken to 
guarantee the safe keeping, storage, and use 
of the medicinal products provided 

 

To guarantee maximum possible safety in the handling of the medicinal products which have not yet been 
authorised, the person responsible must indicate the particular safety precautions to be taken by the 
participating physicians and health care facilities. This information must also include the action to be taken 
with the stock of medicinal products not yet used up at the end of the compassionate use programme (e.g. 
a return to the person responsible). 

No 17 If applicable, information about on-going 
compassionate use programmes in members 
states of the European Union or partner states 
of the Treaty of the European Economic Area 
and, if applicable, opinion by the Committee for 
Medicinal Products for Human Use (CHMP) 
pursuant to Article 83 (4) of Regulation (EC) No 
726/2004 

 

Knowledge gained from previously conducted or on-going compassionate use programmes can provide 
information pointing to efficacy and safety. Whether compassionate use programmes have been conducted 
and any special information on them, e.g. whether they have been terminated prematurely is important for the 
overall assessment of a compassionate use programme. This applies all the more to the availability of an 
opinion from the competent committee of the European Medicines Agency (CHMP at the EMA). 
. 

No 18 Consent that the information on the basic 
principles of the reported compassionate use 
programme may be disclosed to the public 

Corresponding to the information obligation of the federal competent authority towards the European 
Medicines Agency, a regulation must be observed stating that the person responsible must give its consent to 
publication of the essential content of the compassionate use programme on the web pages of the competent 
senior federal authority. Essential content to be published about the programme in particular includes the 
name of the person responsible (and the company if applicable), the name of the medicinal product, data on 
the active principle, pharmaceutical form and dosage, route of administration, information on the patient group, 
the contact person (at the person responsible, if the latter is not a natural person), and on the duration of the 
compassionate use programme. This publication serves transparency, and in particular serves to inform 
patients and health care professionals. 
. 

 

Note:  The data required in Section 7, sentence 1 No 3 AMHV on labelling the containers for the medicinal products in compassionate use 
programmes need not be submitted with the report to the federal competent authority. However, the person responsible pursuant to Section 3 
(1) AMHV must ascertain that the medicinal product is marketed only if the containers, and if used, also the external packaging, contains the 
information required. 


