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• Nuremberg Code (1947) 

- “The voluntary consent of the human subject is absolutely 
essential…. before the acceptance of an affirmative decision by the 

experimental subject, there should be made known to him the 
nature, duration, and purpose of the experiment; the method and 

means by which it is to be conducted; all inconveniences and hazards 
reasonably to be expected; and the effects upon his health or person, 
which may possibly come from his participation in the experiment. ”1

1 'The Nuremberg code' <https://history.nih.gov/research/downloads/nuremberg.pdf>



The Universal Declaration of Human Rights (UDHR) (UN 1948)

“No one shall be subjected to torture or to cruel, inhuman or 
degrading treatment or punishment.” 2

2 The Universal Declaration of Human Rights <http://www.ohchr.org/Documents/Publications/FactSheet4rev.1en.pdf>



Declaration of Helsinki (1964)

Builds on three key main principles3 :

• - Respect for persons  (respect a person’s wishes)

• - Beneficence (do the most positive good)

• - Justice  (to be fair)

Para 11-14. The importance of good research design formulated in an 
experimental protocol. 

3Bosnjak S. 'The Declaration of Helsinki - The cornerstone of research ethics' Archive of Oncology 2001;9(3) 179-184



International covenant on Civil and Political Rights (ICCPR) (UN 1966):

• All peoples have the right of self-determination. By virtue of that right they 
freely determine their political status and freely pursue their economic, 
social and cultural development. (Part I Article 1 ) 3
• “No one shall be subjected to torture or to cruel, inhuman or degrading 

treatment or punishment. In particular, no one shall be subjected without 
his free consent to medical or scientific experimentation’  (Part III Article 
7) 4

3 'International Covenant on Civil and Political Rights. Adopted by the General Assembly of the United Nations' 
<https://treaties.un.org/doc/publication/unts/volume%20999/volume-999-i-14668-english.pdf> 
4 ibid



International Conference on Harmonisation of Technical Requirements for 
Registration of Pharmaceuticals for Human Use (ICH) (1990)

• “The variability of groups of patients or healthy volunteers studied in 
early trials may be limited to a narrow range by strict selection 
criteria, but as drug development proceeds, the populations tested 
should be broadened to reflect the target population.”5

• “Obtaining pharmacokinetic information in sub-populations such as
patients with impaired elimination (renal or hepatic failure), the
elderly, children, women and ethnic subgroups should be
considered.“6

*Only binding upon the US, UK and Japan*
5ICH Topic E 8
General Considerations for Clinical Trials - (CPMP/ICH/291/95) 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500002877.pdf
6 ibid

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500002877.pdf


International ethical guidelines for health related research involving 
humans (2016) (CIOMS and WHO)

• Vulnerability of women
• suffer negligence or harm because of their submission to authority, their
hesitancy or inability to ask questions, and a cultural tendency to deny or
tolerate pain and suffering

• Become Vulnerable in trials
• heightened psychological, social, physical, or legal risks. When the research
involves household surveys or interviews, researchers must take special care
to ensure that the women are interviewed in a private place without the
possibility of intrusion by other family members.



Directive 2001/20/EC

• Made CIOMS’s ethical guidelines binding on Member states. Builds 
upon the declaration of Helsinki

• To be transposed in national legislation

• Weak (transposition allows for different transpositions and 
interpretations)



Regulation 536/2014 (1)

• Entered into force 2014
• Will enter into application sometime in 2019 (with the setting up and running of 

the online portal)

What does it add on the existing directive? 

• Emphasis on fair representation of the sexes into the trials
• Publication of results (even of those which do not seek market authorisation)
• Gender disaggregated data
• Lay summary 



Fair representation of the population 

“(14) Unless otherwise justified in the protocol, the subjects 

participating in a clinical trial should represent the population groups, 

for example gender and age groups, that are likely to use the medicinal 

product investigated in the clinical trial.” 
7

7
Regulation EU (No) 536/2014<https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg_2014_536/reg_2014_536_en.pdf>



Publication of Results and Lay summaries 

• Summary of results to be submitted by sponsors (100days from 
termination of trial)

• The data has to be sex disaggregated:
“Population of subjects (including information on the number of 

subjects included in the trial in the Member State concerned, in the 
Union and in third countries; age group breakdown and gender 

breakdown; inclusion and exclusion criteria)”



Content of lay summary 

• A summary of the results in a language that is understood by a 
layperson. (Detailed description in Annex V of the Regulation)

• Description of adverse reactions and their frequency; 
But will the adverse reactions be specific to the different sexes in 
the trial or purely general comments?

• To be published within 100days of the termination of the trial. 



But what about pregnant women? 



But what about Human Rights under the EU
• Charter of fundamental rights of the European Union 

into effect December 2009 (Lisbon treaty)

• Article 1:

Everyone has the right to life

• Article 2:
In the fields of medicine and biology, the following must be respected in particular:
- the free and informed consent of the person concerned, according to the 
procedures laid down by law,



Questions:

• Lack of participation of women in clinical trials = Infringement of 
Human Rights
• What about the lack of belief that women can give an informed 

consent?
• And what about pregnant women? 



Conclusion 

• We have the tools (the guidelines and regulation)

• Need to learn how to navigate and familiarize ourselves with them.

• Even though a mammoth of a regulation / legislation EU regulation is 
not that technical to follow



Recommendations 

• Clearer understanding of content of lay summaries (whether to 
include adverse events according to sexes) 

• Possible introduction of gender quotas following what happens with 
the FDA and NIH funding

• Propose compensation for the time dedicated (as is. It allows for 
travelling expenses and loss of earnings)


