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NOTICE TO MEMBERS

Subject: Petition 1812/2012 by H.M. (British), on Improving pharmacovigilance in 
clinical trials

1. Summary of petition

The petitioner is represented by QC Counsel and brings up issues related to pharmaceutical 
products for human consumption. In particular, he is rising issues which need to be addressed 
within the EU medicines legislation: 1. The absence of an obligation on investigators to report 
to the competent authority suspected adverse effects prior to any authorisation of the drug in 
question; 2. No obligation for investigators to report false claims made in respect of a drug 
either authorised or for which authorisation has been applied; 3. No sanctions are required by 
EU law to be applied by Member States for failures to disclose adverse effects; 4. There is no 
requirement that the sponsor publish the method and detailed results of the trial. 5. Sponsors 
are told that they “should” continuously weigh anticipated benefits and risks of the clinical 
trial when, given the risks to health if they do not, this should be an obligation in mandatory 
language, i.e. “The sponsor shall continuously weigh ...”He asks the EP to act on the 5 aspects 
identified.

2. Admissibility

Declared admissible on 16 July 2013. Information requested from Commission under Rule 
202(6).

3. Commission reply, received on 30 October 2013

Directive 2001/20/EC on the approximation of the laws, regulations and administrative 
provisions of the Member States relating to the implementation of good clinical practice in the 
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conduct of clinical trials on medicinal products for human use1 is currently being revised in 
ordinary legislative procedure2. 

Clinical trials are a vital step in the development of new and safe medicines and in improving 
medical treatments. They need to be authorised before their start and are conducted in 
extremely controlled settings. Responsibilities for the conduct and management of clinical 
trials are provided for in legislation.
Directive 2001/20/EC provides that the sponsor is responsible for the conduct of a clinical 
trial. For this reason, in accordance with international guidelines3, the Directive establishes 
the obligation for the sponsor to manage the safety reporting to the competent authorities. It is 
the responsibility of the sponsor to report adverse reactions and adverse events that could be 
associated with the clinical trial to the competent authorities. 
Pharmacovigilance rules as provided for in Directive 2001/83/EC4 and Regulation (EC) 
No 726/20045 instead apply after the marketing authorisation for a human medicinal product 
has been granted. After marketing authorisation, it is important that patients, doctors, 
pharmacies or any other health professional have the possibility to report serious adverse 
reactions to the competent authorities, as otherwise valuable information may be missed. This 
is also why package leaflets contain nowadays a statement encouraging patients to report any 
adverse reaction. 

The definition of adverse event in the context of a clinical trial is provided in article 2 (m) of 
Directive 2001/20/EC:" any untoward medical occurrence in a patient or clinical trial subject 
administered a medicinal product and which does not necessarily have a causal relationship 
with this treatment". An adverse reaction is an adverse event for which a casual relation with 
the administered medicinal product has been determined as provided for in article 2(n): "all 
untoward and unintended responses to an investigational medicinal product related to any 
dose administered".
These two categories are different and should not be mixed up. 

Paragraph 59 of guidelines6 prepared in accordance with Article 18 of the Directive, indicates 
that any disagreement between sponsor and investigators on the classification of an adverse 
event has to be recorded. Furthermore, as provided for in article 19 of Directive 2001/20/EC 
the rules of the Directive are without prejudice to the civil and criminal liability of both 
sponsor and investigator. Consequently the investigator has at any moment the possibility to 
inform the competent authorities of any misconduct in the management of the trial he 
becomes aware of. The responsibility for laying down rules on civil and penal liability 
remains with the Member States. 
                                               
1 OJ L 121, 1.5.2001, p. 34

2 COM(2012) 369 final 2012/0192 (COD)

3 http://ec.europa.eu/health/files/eudralex/vol-10/3cc1aen_en.pdf

4 OJ L 311, 28.11.2001, p. 1.

5 OJ L 136, 30.4.2004, p. 1.

6 2011/C 172/01
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All clinical trials in Europe are subject to a prior authorisation and the trial protocol has to be 
submitted for assessment and approval. National competent authorities have the possibility to 
inspect a sponsor or a clinical trial site at any moment and have access to all clinical trial 
documents. The results of clinical trials linked to the development of medicinal products are 
submitted in the framework of an application for a marketing authorisation and are 
consequently assessed and reviewed by the responsible authorities. Concerning the 
publication of clinical trials results, the European Commission's proposal for a Regulation on 
clinical trials (COM(2012) 369 final 2012/0192 (COD)) provides  for increased transparency 
as regards both the documents submitted in view of obtaining the authorisation to conduct a 
clinical trial and for clinical trial results. 

Concerning the use of "should" in Commission guidelines, this is dictated by the nature of the 
documents. Guidelines are non-mandatory instruments. 

The obligation to permanently weigh the anticipated benefit and risk of a clinical trial is 
provided for in article 3.2a) of Directive 2001/20/EC.

Conclusion

The rules for safety reporting in the context of a clinical trial are provided for in Directive 
2001/20/EC of the European Parliament and Council of 4 April 2001 and in the detailed 
guidelines prepared by the Commission in accordance with Article 18 of the abovementioned 
Directive. The revision of these rules, including those on safety reporting, is currently under 
discussion by the legislators in ordinary legislative procedure.

Therefore, it is not possible for the Commission to intervene in favour of the petitioner.


