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AUSTRIA/ AUTRICHE
3. Case law

http://cmiskp.echr.coe.int/tkp197/view.asp?action=html&documentId=865865&portal=hbkm&source=externalbydocnumber&table=F69A27FD8FB86142BF01C1166DEA398649
 

http://cmiskp.echr.coe.int/tkp197/view.asp?action=html&documentId=865866&portal=hbkm&source=externalbydocnumber&table=F69A27FD8FB86142BF01C1166DEA398649
4. Ethics Committee/other bodies

· Current issues addressed:
Medical Treatment in End of Life Situations

· ART Law
· Opinion published:
Direct to Consumer Genetic Testing
· Others


http://www.bundeskanzleramt.at/DocView.axd?CobId=39456 DE 

EN (available soon)
5. Events 

· Conference: Bioethics and Women Revisited – Clinical Trails, 31 May 2010
· Seminar

· Others


http://www.bundeskanzleramt.at/site/4927/default.aspx
BULGARIA / BULGARIE
Amendment of Drug law came into force from 01.01.2010. It was voted in view of Reglement EU 1234/2008 regarding the permission of use of drug products issued in decentralised procedures among member-states.

CYPRUS / CHYPRE 
1. Ratification/signature of the Oviedo Convention and its Additional Protocols

Where appropriate foreseen calendar for the finalisation of the ratification/signature process

The Council of Ministers of the Republic of Cyprus has decided at its meeting on the 18th of November 2009, to approve the signing of the Additional Protocol to the Convention on Human Rights and Biomedicine, Concerning Biomedical Research with reservation on its ratification.

2. Legislation

- New text
The bill of on Medically Assisted Human Procreation will be submitted very soon at the Parliament. 

- Revision
· A bill of law amending the Legislation on Transplantation of Organs and Tissues of Human Origin will be submitted at the Parliament in the forthcoming weeks.

· A revision of the “The Bioethics (Establishment and Function of the National Committee Law of 2001” is under discussion at the Parliament. The proposed amendments aim at the improvement of the bioethical review system.

4. Ethics Committee/other bodies
· Current issues addressed
· Obtaining Informed Consent from minors for participation in research protocols.

· Surgical and chemical castration on sex offenders

· Opinion published
In the previous year, the Cyprus National Bioethics Committee issued the following opinions:

1. Opinion of the Cyprus National Bioethics Committee on obtaining informed consent from adults (issued 01/12/2009).

2. Opinion of the Cyprus National Bioethics Committee on the establishment and functioning of biobanks and biological samples archives of human origin for research purposes (issued 23/06/2009).

3. Opinion of the Cyprus National Bioethics Committee on the use of ionizing radiation in medical practices (issued 12/05/2009)


Link with relevant website/text


www.bioethics.gov.cy  

5. Events 

· Conference 
On the 7th of February 2010 the Cyprus National Bioethics Committee in collaboration with the Forum of Intensive Care and the Intensive Care Unit of the Nicosia General Hospital organised a seminar on “Ethics in Pandemics”, with the participation of representatives from WHO, EU DG SANCO, the Ministry of Health of Cyprus and the Pancyprian Medical Association. The main issues addressed at the seminar were the following:

· “Facing ethical challenges of pandemics through WHO recommendations” 

· “Reducing H1N1 mortality and morbidity in the EU: Planning and action” 

· “The ongoing  H1N1 flu pandemic and the intensive care community: challenges, opportunities, and the duties of scientific societies” 

· “Epidemiology and outcome of H1N1 severe pneumonia /ARDS”

· “Human Rights in the context of pandemic”

· “Bioethical Dilemmas and problems that pandemics create for medical services at a national level: how do we cope with them”

· “Bioethical dilemmas and problems that Pandemics create for the Medical Profession and the practicing doctors themselves: How do we cope with them”.


Link with relevant website/document
6. Public debate 
The Cyprus National Bioethics Committee participates in public debates concerning ethical issues arising from the applications of IVF biotechnology, transplantation of organs and tissues, issues concerning the establishment and function of biobanks and biological samples archives of human origin for research purposes and other relevant issues.

· Subject 

· Objective

· Other information


Link with relevant website/document

DENMARK / DANEMARK
The Danish Ministry of Interior and Health would like inform CDBI that committee (appointed by the minister of health) in March 2010 published a report regarding the Danish Committee system on Biomedical Research Ethics. The report focuses on the structure and tasks of the Danish system and proposes 40 initiatives to improve the committee system. Below you will find a link to the report, however, it is only available in Danish:

http://www.sum.dk/Aktuelt/Publikationer/~/media/Filer%20-%20Publikationer_i_pdf/2010/betaenkning_1515.ashx 

FINLAND / FINLANDE

1. Ratification/signature of the Oviedo Convention and its Additional Protocols

The Oviedo Convention and its two additional Protocols on the prohibition of cloning of human beings and on transplantation of organs and tissues of human origin entered into force nationally for Finland on 1 March 2010.

Links below to the Finnish and Swedish translations of the three above instruments in the Finnish treaty series. Swedish is the second official language in Finland and all the treaties are translated and published by Finland in both languages. Sweden makes its own translations of the treaties into Swedish and so the Swedish translations by the two countries might vary.

 http://www.finlex.fi/fi/sopimukset/sopimussarja/2010/20100007.pdf
http://www.finlex.fi/sv/sopimukset/sopimussarja/2010/20100007.pdf
GERMANY / ALLEMAGNE

On June 15 2010, the German Ethics Council has published an opinion on Human Biobanks for Research in which it recommends a clear and specific legislative basis for human biobanks. The opinion is available under http://www.ethikrat.org/dateien/pdf/stellungnahme-humanbiobanken-fuer-die-forschung.pdf. This publications will in future also be available in English as PDF file.
ITALY / ITALIE
1. Ratification/signature of the Oviedo Convention and its Additional Protocols

Where appropriate foreseen calendar for the finalisation of the ratification/signature process
The ratification process of the Oviedo Convention and its Additional Protocols is not scheduled at the Italian Chamber of Deputies until the discussions on the project of law regarding “Advanced treatment statements” are concluded, and the project of law is  approved.
2. Legislation

- Law Revision: 

A revision has regarded Law n. 40 of 19 February 2004 on “Norms concerning medical assisted procreation" published on the internet: http://www.parlamento.it/parlam/leggi/04040l.htm, through the modification of the guidelines for the proper application of the law. The mentioned modifications are contained in the Decree of 11 April 2008: “Guidelines on medical assisted procreation”, published at www.normativasanitaria.it. The revised guidelines do not limit the number of embryos that is allowed to be produced for transfer, thus all embryos produced can be transferred, even more than three embryos, as originally planned by the law.

- Others: 

There is a wide debate on the issue of regional fiscal autonomy for the Health Service. Following to the project of law n. 1117 “"Delega al Governo in materia di federalismo fiscale, in attuazione dell'articolo 119 della Costituzione", the law n. 42 of 5 may 2009 was approved. This law affects the economic reorganisation of the Health Service at the regional level. The text is available at: http://www.parlamento.it/parlam/leggi/09042l.htm
3. Case law

The Italian Delegation has already referred to the CDBI about the judicial proceedings regarding the cases Englaro  (persistent vegetative state since 17 years) and Welby (advanced muscular dystrophy) determining the decisions to suspend medical assistance.

On the Englaro case: see the decisions of the courts of Milan (App. Decree Milan 9 July 2008) and the Supreme Court, hearing ex art. 111, comma 7 Cost. (decisions Cass. n. 21748/2007 and n. 27145/2008).
On the Welby case: see the decision of the Tribunal of Rome - Sez. I Civile - of 15 December 2006.

The documents mentioned are published on the internet in Italian. A summary is available at www.altalex.it  for the Welby case; and a summary is available at www.wikipedia.org for the Englaro case.

4. Ethics Committee/other bodies

National Bioethics Committee (NBC): during the last mission of the Committee, since 2007 to 2010, the following opinions have been approved: 

Year 2010

Living unrelated kidney donation (the so called "samaritan donation")

(23 April 2010) 

Ethics, sport and doping

(25 March 2010) 

Minor's sexual differentiation disorders: bioethical aspects

(25 February 2010)

Year 2009

Alternative methods, ethics committees and conscientious objection  to animal testing

(18 December 2009) 

Chimeras and hybrids, with specific attention to cytoplasmic hybrids

(26 June 2009) 

Bioethical problems in clinical trials with non-inferiority design 
(24 April 2009)
Year 2008

Pharmacological trials on women 

(28 November 2008)
Conscious refusal and renunciation of healthcare in the patient-doctor relationship 

(24 October 2008)
Premature infants. Bioethical notes 

(29 February 2008)

Year 2007

The destiny of embryos resulting from medically assisted procreation (MAP) and not complying with the conditions for implantation 

(26 October 2007)

All the opinions are on the internet at: http://www.governo.it/bioetica/eng/opinions.html
5. Events 

· Conferences: 

1) with the support of the National Bioethics Committee:
Conferences of bioethics for schools, addressed to high education students:

- VII Conferenza Nazionale di Bioetica per la Scuola, Messina, 2 - 3 April 2009;  
- VIII Conferenza Nazionale di Bioetica per la Scuola, Pontedera, 29 April 2010. 

On this issue the NBC will publish an abstract soon.

2) organized by other forum of relevant interest:

- Conference “Da conosci te stesso a conosci i tuoi geni” Project FIRB Gen-Etica, Università Cattolica del Sacro Cuore, Milan, 15 April 2010

- Stem Cell Science, Ethics and Communication. Estools Open Symposium, Accademia Nazionale dei Lincei, Rome, 27 Mai 2009.
- Fecondazione assistita, diritto penale e Stato laico. In collaboration with the Department of Juridical Sciences “C. Beccaria” of the Univeristy of Milan. Palazzo Greppi, Sala Napoleonica, Milano 17 November 2008.

Round Table between biologists, philosophers and lawyers on the role of the interpreter in front of the Law 40/2004, on the occasion of the publication of the volume of Emilio Dolcini Fecondazione assistita e diritto penale, Giuffrè 2008. Some papers presented during the conference are published in Notizie di Politeia, XXIV, 92, 2008, pp. 99-133.

6. Public debate

Several meetings at the university level in Rome, Milan and other Italian cities were devoted to the following issues: end of life, freedom of the patient, intercultural bioethics, stem cells, neonatology, conscientious objection.
7. Other information

At the moment the National Bioethics Committee is discussing the following opinions:  

· within the Joint Group between the National Bioethics Committee and the Committee for Biosecurity, Biotechnology and Life Sciences: the conservation of biological material deriving from neonatal screening (Guthrie Tests); genetics tests and personalized medicine. 

- within the NBC: the issue of secret in the procedure for the approval of new medicines. 

LATVIA / LETTONIE 
1.)Convention for the Protection of the Human Rights and Dignity of the Human Being With Regard to the Application of Biology and Medicine: Convention on Human Rights and Biomedicine, adopted and approved by Law on the Convention on human rights and dignity in biology and medicine: Convention on Human Rights and Biomedicine. " Accepted by the Saeima on December 10, 2009 (In force from 01.June 2010).


2.) Law on patients' rights adopted by the Saeima on December 17, 2009 (Act shall enter into force on March 1, 2010). Law is to promote friendly relations between patients and health care providers, facilitating patient's active participation in their health care, and to provide patients the opportunity to pursue and defend their rights and interests.

The law governing such a patient's rights related issues: prohibition of differential treatment, right to medical treatment, consent to treatment or refusal of it; other persons right to accept or refuse medical treatment of it; The right to choose the doctor and hospital, right of access to medical records; Patient data protection, patient participation in a clinical trial, patient participation in clinical training process, a minor patient's rights; Custody Jurisdiction; Patient responsibilities; right to compensation, Medical venture fund, rights and legal interests advocacy.
The Law contains legal norms arising from Council Directive 2000/43/EC of 29 June 2000, implementing the principle of equal treatment between persons irrespective of racial or ethnic identity. Law is not translated into English.

3.)Patient Ombudsman 

In September in Riga Eastern Hospital operation launched a new patient rights organization - Patient Ombudsman, which works to assist in Riga East Clinic for patients and staff, however, given that this foundation is the only Latvian, who will perform the above functions, the complaints are also received from other physicians' patients. That is why they cooperate with other medical institutions and the Ministry of Health.

Patient Ombudsman Activities: 

1.  Providing advice to patients,

·  communication and other health-related issues;

·  health care workers, health care facilities management, etc.


2. Complaint handling and resolution 

• Complaints received from patients and medical personnel,

• Complaint handling and resolution, using the appropriate method;

• Complaint Collection and Statistics Building, 

• Provision of feedback systems makers - from the complaints of the information obtained practical application

3. Preparation and Distribution

• For patients - Patient Ombudsman's operation quality information and its movement is one of the central roles. This principle is realized by preparing and distributing a variety of health care access, statutory and other matters related information materials, as well as providing personalized advice and the problem of uncertainty cases; 

• For employees - a variety of information activities in order to reach one of the goals - not just a medical professional, but also as a positive and effective interface, an educated and skilled hospital personnel; 

• For the public - to raise general public awareness of patients' rights issues, is being done at the public information space, mass media, and organized various public activities, with particular emphasis on the European  patients day in Apri;

•For health-care organizers and management - report on the Patient Ombudsman's information and experience gained in their work with patients, and  recommendations for various health-related issues and system improvement. 

4. Creating Partnerships 

• with patients, health care practitioners (management and staff)

• national institutions organizing health care, the pharmaceutical industry 

 organizations 

• local and international patients and healthcare organizations 

• the mass media 

• educational institutions 

In the year 2009th  Patient Ombudsman gave more than 370 consultations, dealing with both patients and medical issues and complaints. Most advice given on attitudes, communication issues, as well as on the lack of information. Some patients  turned the questions about the quality of medical and health care, excessive prices,about organisation  of care issues.  In Year 2009th  Patient Ombudsman introduced the "good words" system for thankfullness letters, letters are sent to medical practitioners, which provides good feedback.

 In the year 2009th was sent 57 good words letters, but in  the year 2010th both advice and good feedback already during the first three months of the year is more and more. Patient Ombudsman this year is planning various activities, including  information days in a different medical institutions (Riga Eastern Hospital, Children's Hospital, Riga 2nd Hospital, P. Stradin`s Hospital , Vidzeme`s Hospital, Liepaja`s hosptal etc.)


Home page of Patient Ombudsman:  www.pacientuombuds.lv ( http://www.pacientuombuds.lv/eng/ ) 


4) Cabinet Regulation No 289 issued on 23 March 2010 “Regulations on Conducting Clinical Trials and non-interventional studies and labelling of investigational medicinal products, and procedure for conducting inspections on compliance with the requirements of good clinical practice” stipulates that  the clinical trials with  gene and cell  therapy are allowed exclusively in specialized clinical centres of university hospitals.

Activities

Participation in  "Ad-hoc group on the implementation of the 'Clinical Trials Directive' 2001/20/EC" (representatives of the State Agency of Medicines and Ethics Committee)

LITHUANIA / LITUANIE

2010

Legal Developments

The new version of the Law on the Rights of Patients and Compensation of the Damage to Their Health came into force in March 2010. The document is available in Lithuanian: http://www3.lrs.lt/pls/inter3/dokpaieska.showdoc_l?p_id=360565&p_query=&p_tr2=

Three major amendments have been introduced in the new version of the law:

1. a separate chapter on patients' rights and obligations; 

2. more detailed and comprehensive regulations on legal representation;

3. concept of implied consent and elaborates the circumstances when written consent is required.
2009

Legal Developments

The new version of the Law on Protection of Personal Data came into force in January 2009. The document is available in English: 
http://www3.lrs.lt/pls/inter3/dokpaieska.showdoc_l?p_id=314940&p_query=&p_tr2=.

The most significant amendment has been made in respect to biomedical research. The current version of the law envisages that when personal health data are going to be processed for the scientific research purposes, the Data Protection Inspectorate has to be notified on such an intended activity so that it could perform a prior checking (even in case when the data subject’s consent has been obtained). A previous version of this law provided for less strict requirements concerning prior checking: it was required only in case when personal data was going to be processed without data subject’s consent. 

Code of the Administrative Violations of Law was amended in July 2009. The document is available in Lithuanian: http://www3.lrs.lt/pls/inter3/dokpaieska.showdoc_l?p_id=367883.

The Article 4311 sets out the sanctions for the violation of the legal acts that regulate the donation, procurement, testing, processing, preservation, storage, distribution of human tissues and cells. The fine for officers, employees or for the person authorised by them can vary from 1000 to 10,000 Litas.

2007

Legal developments

Health Care Ministry Decree on the Procedure of the Authorization of the Transit of Human Embryonic Tissue, Embryonic Stem Cells and their Lines, Fetal Tissue and Fetal Stem Cells Throughout the Territory of the Republic of Lithuania, No. V-660 (2007)

The document is available only in Lithuanian:

http://www3.lrs.lt/pls/inter3/dokpaieska.showdoc_l?p_id=302906&p_query=&p_tr2=

Health Care Ministry Decree on the Order of Import and Export of Stem Cells Derived from Umbilical Cord or Placenta from the Republic of Lithuania, No. V-659 (2007)

The document is available only in Lithuanian:

http://www3.lrs.lt/pls/inter3/dokpaieska.showdoc_l?p_id=302907&p_query=&p_tr2=

2005

Legal developments

The Article 308(1) of the Criminal Code of the Republic of Lithuania regulates the sanctions for the violation of the conduct of the prohibited biomedical research involving a human being or human embryo. A person who conducted such an act shall be punished by deprivation of the right to be employed in a certain position or to engage in a certain type activities or by a fine or by imprisonment for a term of up to two years.

The document is available in English:

http://www3.lrs.lt/pls/inter3/dokpaieska.showdoc_l?p_id=366707
MONTENEGRO

Situation regarding ratification of the Oviedo convention and its protocols,
and the development in the field of bioethics in Montenegro
since the last meeting of the CDBI.

In the second half of the last year, Law on treatment of infertility and assisted reproductive technologies was passed, as well as the Law on transplantation of human body parts for the purpose of medical treatment. The first is important since in the last 15 years two private and one public health facility conduct the procedure of assisted medical procreation. Adoption of the Law on transplantation is also important because of the easier solutions for many problems regarding this method of treatment, since the old Law was out of date and did not regulate contemporary medical and ethics standards. Both Laws regulate not only modern medical standards, but also the ethical principles in accordance with Oviedo Convention and its Protocols. It is of special importance that the Parliament of Montenegro ratified the Convention for protection on Human Rights and Dignity of Human Being with regard to the application of biology and medicine with additional Protocols concerning prohibition of cloning of human beings and transplantation of organs and tissues of human origin. The Convention and the Law on its ratification are deposed at the Secretary General of Council of Europe in April, and are to enter in force on July 1, 2010. 

During this year, Law on obtaining, safekeeping and use of biological samples of human origins for health and research purposes was also adopted. It is very important since the part of this Law gives a legal framework for health facilities – Biobanks – for safekeeping of biological samples of human origin. Law on protection of genetic data was also adopted, in accordance with achievements in the field of human genetics, Oviedo convention and additional protocols. The title of the Law names protection, which stresses privacy of genetic data, but the Law regulates all the procedures regarding genetic testing, and not only privacy as an important ethical principle. 

Ratification of Oviedo Convention with additional Protocols and adoption of noted Laws significantly covers regulation and legislation from the field of bioethics. 

NORWAY / NORVEGE

Public Debate / Other Information

Our Act relating to the application of biotechnology in human medicine, etc (the Biotechnology Act) covers legislation on assisted reproduction technologies (ART), preimplantation genetic diagnosis (PGD), prenatal diagnosis, genetic testing, gene therapy and research on human embryonic stem cells. The Act also bans cloning of humans. 

The current Act entered into force in 2004. An amendment was made in 2006, allowing research on human embryonic stem cells, and establishing PGD as a treatment that can be offered under certain conditions. When approved by the Norwegian Parliament, it was decided that an evaluation of the Act was to take place after 5 years. 

We are now in the process of evaluating the Act. The evaluation process is broad:


· Population survey
We are doing a survey in the population where people are asked about their attitudes to ethical dilemmas and challenges that may arise in the medical fields covered by the Act. Among the questions asked are attitudes to topics such as genetic tests – in clinical use, in research and “direct-to-consumers”; prenatal diagnosis – which is restricted in Norway, and abortion; PGD, including HLA-mapping and donor siblings (this is also restricted); stem cells – different sources (such as foetal and embryonic stem cells) and their acceptability; ART – egg donation and surrogacy, which is currently not allowed in Norway, to mention some. 

The survey is web-based, and will be completed within June. We expect the analyses to be finished by mid August. The results and analyses will be presented in a report.


· “Expert” survey
We are also doing a survey among relevant specialists and health care personnel whose daily work may be directly or indirectly affected by the Act (such as specialists in medical genetics, foetal medicine, genetic counselling; midwifes, paediatricians etc). The purpose is to find out whether how the Act affects the different medical fields; whether the regulations set out in the Act are relevant; whether changes should be considered etc. Experts are also asked to answer questions about attitudes to ethical dilemmas relevant for their field of practise.

The survey is web-based, and will be completed within June. We expect the analyses to be finished by mid August. The results and analyses will be presented in a report.


· Developments in the medical fields covered by the Act
We are working on a report that will describe developments in the medical fields covered by the report – both nationally and internationally. The report will pinpoint ethical as well as medical challenges that arise due to recent developments. Some relevant topics are whole genome analyses, DCTs, medical tourism”, analyses of foetal cells in maternal blood, etc.

The report is made in close collaboration with national experts in the relevant fields, including experts in medical ethics and philosophy. The report will be finished in autumn 2010, and will be in Norwegian. A summary in English will be prepared.


· Legal developments
Relevant legal developments in European countries (and USA) will be summarised. Also, relevant sentences from the European Court of human Rights will be included.

The relevant documents prepared by the Secretariat have been of great help.  

ROMANIA / ROUMANIE
1. The Romanian Parliament appointed a working group having the task to issue a draft bill on human assisted reproduction.

2. „Gr.T.Popa” University of Medicine and Pharmacy of Iasi, Romania has been funded 3.5 milion Euro by the European Social Fund for a project that aims at setting up a Center for Studies in Ethics of Health Policies. More details about this project can be read on the University’s site: www.umfiasi.ro
3. In the period June 17-19, 2010, in Iasi, Romania, was held the 6th National Conference on Bioethics. The Conference focused on the issue of vulnerable populations and human rights.

4. The Romanian Society on Bioethics has been set up.
SAN MARINO / SAINT-MARIN

The Great and General Council (San Marino Parliament), on  january 29th 2010 approved the law “Establishment of sammarinese Bioethics Committee” presented by the Secretary of State for Health and Social Security. 

The Great and General Council (San Marino Parliament), on january 21st 2010 approved “Framework Law on use of blood, cells, tissues and organs of human origin” presented by the Secretary of State for Health and Social Security. 

SERBIA / SERBIE
I. Legislative developments

The Law on Health Care (Službeni glasnik RS, 107/2005) includes, for the first time, some of the basic patients’ rights within a separate chapter and introduces the institution of a Protector of patients’ rights. The Act anticipates the most important rights: self-determination, autonomy, inform consent, privacy, and the right to complain. A special provision refers to the patient undergoing a medical experiment (Article 38). A special provision of the Health Care Act refers to the patient undergoing a medical experiment (Article 38): Medical experiments may be carried out only on adult, competent patients and only with their written consent, after being well informed on the meaning, goal procedures, expected results, possible risks, as well as unpleasant accompanying circumstances of the experiment. The patients consent must be. Exceptionally, a medical experiment may be carried out on minors and other incompetent patients, but only to their direct benefit and with written consent of their legal representative who was previously informed according to the law. The Ethic committee of the health institution, before commencement of a medical experiment, shall bring the decision on undertaking medical experiments on patients in that institution. It is prohibited to undertake experiments in private medical practice

The Constitution of Serbia (2006) The Constitution anticipates a new paragraph on the prohibition of human cloning within the Right to life provision (Article 24). 

Serbia has adopted new codes of professional ethics in medicine (2007)

The Low on public Health, blood transfusion (blood and blood products), cell, tissue and organ transplantation, and AMP (The Act on the treatment of infertility by biomedical assisted fertilization)  adopted by Serbian Government 11. 09. 2009,  getting into force on January 1st 2010. 
II. Bioethics debates/initiatives

October 2006

Symposium  with international participation “Bioethics in Science and Medicine”. 

Belgrade, 28 - 29 June 2007

THE COUNCIL OF EUROPE’S BIOETHICAL INSTRUMENTS  AND PROMOTION OF RESEARCH ETHICS IN SERBIA,  Bilateral meeting within the framework of the Cooperation Programme to Strengthen the Rule of Law, 

2009. 

Medical Chamber of RS recently adopted acts and starts with work of the Courts of honour.

2009/2010

Public discussion about low on protection of mentally ill persons

2009/2010 

Public discussion about regulations concerning research of HIV patients under age of 18

2009/2010 

Public discussion about codex for journalist that write about medicine aiming to protect patients rights and rights of medical professionals

July 1-2, 2010, Belgrade

Regional Conference : ETHICAL  ASPECTS OF  GENETIC  STUDIES IN  BIOMEDICINE
SPAIN / ESPAGNE 
- The National Ethics Councils (NEC) Forum.
The 15th NEC Forum took place in Madrid on 3-5 March. The meeting was organized in collaboration between the European Group on Ethics in Science and New Technologies (EGE); the Comité de Bioética de España (CBE) and the Instituto de Salud Carlos III (ISCIII).

The event was chaired by the President of the EGE, Prof. Göran Hermerén, and the Chair of the National Ethics Council of the EU Member State holding the Council Presidency and in representation of the EU 27 NEC Forum, Ms. Victoria Camps.

Invited participants at the event were: Mr Margaritis Schinas, Deputy Head of President Barroso's Bureau of European Policy Advisors, European Commission; Mr Antonio Fernando Correia de Campos, Member of the European Parliament's Scientific Technology Options Assessment commission (STOA), Sir Michael Marmot, Director, International Institute for Society and Health and Rapporteur of the UN report on 'social determinants of health', as well as the Presidents of the NECs from 41 Countries from five continents and the Head of the bioethics sectors of the Council of Europe (Mrs Lawrence Wolff), UNESCO (Mrs. Dafna Feinholz) and the WHO (Mrs Marie Charlotte Bouesseau).

http://www.necforummadrid.com
- Document of good practices on scientific research. 
The Comité de Bioética de España (CBE) has elaborated a public document of good practices on scientific research, with the aim of promoting the establishment of codes of good practices on scientific research at all organizations with competences in research.

http://www.comitedebioetica.es
- Document about the end of life decisions.

In the document entitled “The patient´s right to end his or her life under certain circumstances: declaration on euthanasia”, written by the Group of Opinion of the Observatori de Bioètica i Dret, an opinion report is advanced with the aim to taking part in the ongoing debate about the euthanasia in Spain.

http://www.bioeticayderecho.ub.es / http://www.bioeticayderecho.com

SWITZERLAND / SUISSE 
1. Ratification/signature 

1.1 Protocole additionnel à la Convention sur les droits de l'Homme et la biomédecine

Le protocole additionnel et la loi sur la transplantation en vigueur en Suisse se basent sur les mêmes principes. La loi suisse est toutefois plus libérale au niveau du don d'organes provenant d'un donneur vivant sur 3 points:

Le protocole additionnel n'autorise le don par une personne vivante que si aucun organe ou tissu approprié d'une personne décédée n'est disponible. La loi suisse n'inclut pas cette restriction. 

Selon le protocole additionnel, une personne incapable de discernement ne peut faire don d'un de ses organes qu'à ses frères et sœurs. Dans un tel cas, la loi sur la transplantation prévoit un cercle de receveurs comprenant également les parents et les enfants du donneur. 

En vertu du protocole, un don par une personne vivante ne peut avoir lieu que si des relations personnelles étroites existent entre le donneur et le receveur. En l'absence de telles relations, il est nécessaire de requérir l'approbation d'une instance indépendante. La législation suisse n'englobe pas ces conditions. 

Lors de la ratification du protocole additionnel, le 10 novembre 2009, la Suisse a émis des réserves concernant ces trois points. Le protocole additionnel est entré en vigueur en Suisse le 1er mars 2010.

2. Législation

2.1 Article constitutionnel relative à la recherche sur l'être humain

Le 7 mars 2010, le peuple suisse a adopté un nouvel article constitutionnel relatif à la recherche sur l'être humain par plus de 77% des voix. Cet article comporte, d'une part, les principes centraux à respecter lors de tout projet de recherche sur l'être humain, comme par ex. la nécessité d'avoir un consentement éclairé et une expertise indépendante du projet de recherche. Son objectif premier est de protéger la dignité humaine et la personnalité, c'est-à-dire que la dignité humaine, en tant que droit fondamental, passera toujours avant la liberté de la recherche. D'autre part, l'article constitutionnel habilite la Confédération à réglementer la recherche sur l'être humain dans une loi fédérale de manière étendue. Le Conseil fédéral a transmis ce projet de loi fédérale relative à la recherche sur l'être humain et le message correspondant en octobre 2009 au Parlement pour délibération. Les travaux parlementaires commenceront en mai 2010. A noter que le projet englobe non seulement la recherche sur des personnes mais aussi sur du matériel biologique d'origine humaine, des données personnelles, des embryons et fœtus in vivo et des personnes décédées.

L'article constitutionnel relatif à la recherche sur l'être humain ainsi que le projet de loi peuvent être consultés à l'adresse: http://www.bag.admin.ch/themen/medizin/00701/00702/index.html?lang=fr

2.2 Diagnostic préimplantatoire

En Suisse, le diagnostic prénatal est autorisé alors que le diagnostic préimplantatoire est interdit depuis l’entrée en vigueur de la loi sur la procréation médicalement assistée, le 1er janvier 2001. Cette situation devrait changer. Fin 2005, le Parlement a chargé le Conseil fédéral de présenter une réglementation qui autorise le diagnostic préimplantatoire et en fixe les conditions-cadres. 
Le Conseil fédéral est d’avis que le diagnostic préimplantatoire ne peut être sollicité que par les couples présentant un risque génétique élevé. Toute autre application du DPI doit demeurer interdite.

Ces travaux de législation ont donc débuté en février 2007. Le Conseil fédéral a lancé la procédure de consultation en février 2009. La procédure de consultation a été clôturée en mai 2009. Le rapport de consultation sera vraisemblablement publié au premier trimestre du 2010. Environ 80 % des participants à la consultation concernant la modification de la loi sur la procréation médicalement assistée se sont prononcés en faveur de l’autorisation du diagnostic préimplantatoire. Malgré cette forte proportion, le projet a été rejeté par la majorité des participants essentiellement en raison des conditions-cadres restrictives.

On peut trouver plus d'information sur ce thème ainsi que le rapport dès qu'il soit publié, sur le site d'internet: http://www.bag.admin.ch/themen/medizin/03878/index.html?lang=fr

2.3 Recherche sur les cellules souches embryonnaires humaines

Comme la loi relative à la recherche sur les cellules souches est en vigueur depuis 5 ans (1er mars 2005), l'office fédéral de la santé publique est tenu d'évaluer son efficacité. But de cette évaluation est un rapport qui sera présenté au Conseil fédéral avec des propositions sur la suite à donner à cette évaluation. Ce rapport devrait être fait fin 2010 et sera publié sur: http://www.bag.admin.ch/themen/medizin/03301/index.html?lang=fr

2.4 Médecine de la transplantation

A partir du janvier 2010, l'Office fédéral de la santé publique a publié dans les journaux et les magazines des annonces visant à sensibiliser les lecteurs à la question « don d'organes, oui ou non ? ». Le slogan « Je l'ai en main » rend attentif au fait qu'il est judicieux d'indiquer sur une carte de donneur sa décision personnelle en matière de don d'organes. 

Plus d'informations sur le grand sujet de la transplantation sur:

http://www.bag.admin.ch/transplantation/index.html?lang=fr

3. Jurisprudence

---

4. Comité d’éthique/autre instance

---

5. Evènements 

---

6. Débat public

---

SWEDEN / SUEDE
Ethical review before introduction of new methods in health care

New methods and treatments that comes out as a result of biomedical research sometimes give rise to difficult ethical questions both for the individual and for society.

A new clause to the Health and Medical Services Act (1982:763) is coming into force 1 July 2010. According to that clause health care providers shall see to it that new methods for diagnosis or treatments that could have negative consequences for integrity and human dignity  pass ethical review before they are introduced into health care. This ethical review should not be mixed up with the approval by a research ethics committee that every research project need to pass. What is considered here is the step from clinical research into health care.
TURKEY / TURQUIE
REGULATION ON PRACTICES OF TREATMENT FOR ASSISTING PROCREATION AND TREATMENT CENTERS ASSISTING PROCREATION

(Üremeye Yardımcı Tedavi Uygulamaları ve Üremeye Yardımcı Tedavi Merkezleri Hakkında Yönetmelik)

(Official Gazete, No. 27513 of 6 March 2010)

STRUCTURE OF THE REGULATION

Part I. 

Aims, Scope, Legal Basis and Definitions

The new Regulation is composed of 23 Articles in VII Parts and 10 Attachments. It was issued by the Ministry of Health relying on the competence granted by the Basic Law on Health Services, No. 3359 and the Decrét-Loi on the Organization and Duties of the Ministry of Health, No. 181 (Art. 3).

The aim of the Regulation is to regulate the principles and rules relating to treatment for medically assisted procreation for the “married couples” who are not capable to have child (Art. 1).

Part II.
Scientific Commission on Methods of Medically Assisted Procreation (MAP)

- Composition of the Commission (Art. 5)

- Manner of Work and Duties of the Commission (Art. 6)

The Scientific Commission on Methods of Medically Assisted Procreation (MAP) is

composed of 20 persons: several bureaucrats from the Ministry of Health and a

histology and embryology specialist, a specialist on medical genetic, a specialist

on neonatology and perinatology, an urology specialist, a specialist responsible for

laboratory (Art. 5).

The Commission has been assigned to carry out the following duties: assessing of works of MAP Centers; opinions on the standards for methods of treatment for medically assisted procreation; follow-up pregnancies and babies born by treatment of MAP (Art. 6).

Part III.
Permit for Planning, Establishing and Activity of Centers

- Planning of Centers (Art. 7)

- Establishing of Centers (Art. 8)

- Application for Establishing of Center (Art. 9)

- Permit for Activity (Art. 10)

MAP Centers can be established in State hospitals attached to the Ministry of Health and private hospitals in accordance with the provisions of the Regulation on Private Hospitals, 2002 (Art. 8).

Part IV.
Conditions of the Building, Divisions, Medical and Technical Equipment and Personel of MAP Centers

- Conditions of the Building (Art. 11)

- Divisions of the Center (Art. 12)

- Medical and Technical Equipment and Devices needed fort he MAP Center (Art.

13)

- Status of the Personnel (Art. 14)

The Regulation has laid down technical requirements with regard to the conditions of

buildings where treatment for MAP is carried out (Art. 11).

A MAP Center should have the following divisions: Divisions for Practice: Laboratory

for Embryology; Laboratory on Andrology; Chamber for Sperm; Patients’ Room; 

Oocyte Pick-Up (OPU) Room; Bath and Sterilization Unity; Freezing and

Preservation Area; General Division: The following unities are located in the General

Division: Patient Reception and Waiting Room; Patient Examination Room; Working

Area for Nurses; Patient Information Room; Archive Room; Laboratory for 

Endocrinology; Working Rooms for Personnel; WC’s and showers for personnel

and patients; Depots; Preparation Area for Patients; Preparation Area for Personnel.

The following personnel shall be employed in a Treatment for MAP Center: a

Director; a certified expert responsible for Treatment of MAP unity; a person

responsible for Treatment of MAP Laboratory; Urology specialist; Anaesthesiology

and Reanimation specialist; other personnel (a nurse; a biologist; a laboratory

technician etc.) (Arts. 12 and 14).

Part V.
Registration System, Evaluation of Practices of MAP Center and Education

- Registration System (Art. 15)

- Assessing of Practices of the Center (Art. 16)

- Education (Art. 17)

Only married couples are entitled to benefit from the treatment of MAP. Upon their application their request for treatment of MAP shall be registered. For each case a special file shall be prepared. The Center shall use the Form for Informed Consent attached to the Regulation in carrying out treatment for MAP (Art. 15).

Part VI.
Prohibitions and Responsabilities, Supervision and Administrative Sanction

- Prohibitions relating to Practices of Treatment for Medically Assisted Procreation

(Art. 18)

- Responsibility of MAP Centers (Art. 19)

- Supervision and Administrative Sanction (Art. 20)

Part VI of the Regulation has laid down several prohibitions relating to management of the Centers and performance of treatment for MAP (Art. 18).

According to the Regulation the sperms and eggs taken from married couples and their embryos cannot be used for other purposes (Art. 18.4). Sale of sperms or eggs or embryos is strictly prohibited. Donation of sperm or egg or embryo by third persons is also forbidden (Art. 18.5). Forwarding patients to domestic MAP Centers or Centers abroad and promotion for donation are not allowed (Art. 18.6). The principle with regard to the treatment for MAP is to transfer of one embryo. Until the age 35 in the first and second treatments one embryo; in the third and following treatments two embryos can be transferred. After the age 35 two embryos at most can be transferred (Art. 18.8.b). According to the Regulation sex selection is not allowed except serious hereditary sex-related disease is to be avoided (Art. 18.9).

In principle to preserve cells for procreation and gonad tissues is prohibited except “medical necessity” situations (for males: chemotherapy treatment, serious operations like removal of testis; in case of criptozoosperms; for females: chemotherapy and radiotherapy; serious operations like removal of ovary) (Art. 18.11).

In cases of obtaining more embryos from the couples they can be frozen upon the consent of both spouses. After one year period of preservation both spouses should apply for the extension of preservation of their frozen embryos. Upon request of both spouses or death of one of the spouses and in case of divorce after the divorce judgment becomes final the preserved embryos shall be destroyed. For this purpose the “Form for Destroying of Embryo” shall be used and the fact of destroying of the embryo shall be recorded (Art. 18.12). The maximum preservation period is five years. The extension of this period is subject to the permit of the Ministry of Health (Art. 18. 13).

Part VII.
Miscellaneous and Final Provisions

- Repeal of the former Regulation of 1987 (Art. 21)

- Status of Those who have Already Applied for Establishing MAP Center 

(Provisionary Article 1)

- Adaptation of MAP Centers to the New Regulation (Provisionary Article 2)

- Status of Certified Personnel (Provisionary Article 3)

- Entry into Force (Art. 22)

- Implementation of the Regulation (Ministry of Health) (Art. 23)

ATTACHMENTS

* LIST OF MEANS AND DEVICES NEEDED IN MAP CENTERS (No. 1)

* FORM OF INFORMED CONSENT BY SPOUSES WHO WOULD UNDERGO TREATMENT OF MAP (No. 2)

* INFORMATION FORM FOR EMBRYO PRESERVATION (No. 3)

* INFORMATION FORM FOR DISSOLVING OF (FROZEN) EMBRYOS (No. 4)

* INFORMATION FORM FOR DESTROYING OF EMBRYO (No. 5)

* INFORMATION FORM FOR PRESERVATION OF GONAD TISSUE/CELLS (No. 6) 

* INFORMATION FORM FOR DISSOLVING OF GONAD TISSUE/CELLS (No. 7)

* INFORMATION FORM FOR DESTROYING OF GONAD TISSUE/CELLS (No. 8)

* INFORMATION AND DOCUMENTS REQUIRED IN CASE OF PERSONNEL (No. 9)CHANGE

* SUPERVISION FORM FOR TREATMENT OF MAP CENTERS (NO. 10)

UNITED KINGDOM / ROYAUME-UNI

1. Ratification/signature of the Oviedo Convention and its Additional Protocols

The UK supported the development of the Convention on Human Rights and Biomedicine ('Oviedo Convention') which came into force 10 years ago. The Oviedo Convention covers a wide range of complex ethical and legal issues. Domestic UK policy on many of these has been developing rapidly since the Convention was opened for signature.  This process is complicated by the devolved nature of some of the policy areas, which are still subject to ongoing work in some cases. All outstanding legislative and policy considerations will need to be concluded and agreed before the UK Government will be in a position to consider signing and ratifying the Convention.

2. Legislation

Human Fertilisation and Embryology Act 2008

The remaining provisions of the Human Fertilisation and Embryology Act 2008 (“the 2008 Act”) came into force on 6 April 2010. 

Three sets of regulations and two Orders also came into force on 6 April and set out below is a brief summary of each statutory instrument.

Human Fertilisation and Embryology (Disclosure of Information for Research Purposes) Regulations 2010

These Regulations create a process for research bodies to apply to receive identifying information held on the register of fertility treatments, patients and offspring, maintained by the Human Fertilisation & Embryology Authority (HFEA), where consent to the disclosure cannot be obtained from the persons to whom the information relates.

The HFEA’s register is a unique, UK wide record of every fertility treatment cycle involving in vitro fertilisation “IVF” (and the use of donated gametes or embryos) carried out since 1st August 1991. If available to researchers, the data might help to conclusively answer questions about the long-term health implications of this treatment. 

Since October 2009, following amendments to the Human Fertilisation & Embryology Act 1990, identifying information has been available to researchers with the consent of the persons to whom it relates. However, for the earliest records, it may no longer be practicable for research teams to obtain this consent. 

Researchers seeking identifying information under the Regulations must be able to demonstrate that their project is in the public interest or in the interest of improving patient care. They must also show why identifying information is necessary to achieve the aims of the project and why it is not practicable to obtain consent. Data will be released to successful applicants under strict conditions governing its handling and use. 

Data cannot be released, under these regulations, where it concerns the donation and subsequent use in treatment of gametes or embryos or where consent has already been withheld. In the latter case, patients and others with information on the HFEA's register have the right to instruct the HFEA to withhold the identifying elements of the data from disclosure.

Human Fertilisation and Embryology (Parental Orders) Regulations 2010

Parental Orders transfer legal parenthood following a surrogacy arrangement. 

The 2008 Act updates legislation in this area, and extends the eligibility criteria for a Parental Order, to include civil partners and couples in an enduring family relationship, in addition to married couples.

The Regulations apply provisions of current adoption legislation, with modifications, to Parental Orders, and replace the previous regulations
. The Regulations bring the arrangements for obtaining a Parental Order in the courts more in line with the modern process for obtaining an adoption order.

The regulations: 

· Ensure processes are in place for same sex couples and couples in an enduring family relationship, as well as married couples, to apply for parental orders

· Apply updated adoption legislation, with modifications 

· Ensure that the welfare of the child is the paramount consideration of the court in determining a Parental Order application

· Provide for the maintenance of the Parental Order Register by the General Register Office

· Ensure that the General Register Office and the courts signpost counselling when the subject of a Parental Order applies for information about the Order

Human Fertilisation and Embryology (Parental Orders) (Consequential, Transitional and Saving Provisions) Order 2010

The regulations are accompanied by the Human Fertilisation and Embryology (Parental Orders) (Consequential, Transitional and Saving Provisions) Order 2010, which sets out the consequential, transitional and saving provisions necessary to implement the regulations.

Human Fertilisation and Embryology (Procedure on Application and Execution of Warrants) Regulations 2010 

The Human Fertilisation and Embryology (Procedure on Applications and

Execution of Warrants) Regulations 2010 (“the Regulations”) fulfil two purposes. 

Firstly, where the Licence Committee of the Human Fertilisation and Embryology Authority (HFEA) are determining an application for the grant, revocation or variation of a licence at a hearing, the Regulations provide power to require the production of evidence or attendance by a witness. 

Secondly, the Regulations set out the information that must be included in the statement that is given to the occupier of premises (“the appropriate statement”), when a warrant is being executed.

Human Fertilisation and Embryology (Commencement No.3) Order 2010 

The third Commencement Order brings the Parental Order provisions into force and any other provisions in the 2008 Act, which have not already been commenced.

3. Case law

Director of public prosecutions : final policy on prosecuting cases of assisted suicide

There has been considerable, sustained media interest in the case of Debbie Purdy who has multiple sclerosis and has been seeking assurances that her husband will not be prosecuted if he accompanies her to Switzerland should she decide to commit suicide.  Following a judgement in the House of Lords on 30 July 2009 which found in favour of Ms Purdy ( see R (on the application of Purdy) v Director of Public Prosecutions (DPP)) the DPP was required “to clarify his position as to the factors that he regards as relevant for and against prosecution” in cases of encouraging and assisting suicide. This was a legal ruling with which the DPP was bound to comply.

The DPP published his Final Policy on prosecuting cases of encouraging and assisting suicide on 25 February 2010. This was further to an Interim Policy he issued on 23 September 2009 and a subsequent public consultation exercise (which was the largest consultation ever carried out by the Crown Prosecution Service with over 4,800 responses received).

The DPP’s Final Policy does not represent a change in the law or a clarification of it. Any change in the law is, and can only be, a matter for Parliament. The Policy – in line with the House of Lords’ ruling – is a clarification of the public interest factors, in addition to those set out in the Code for Crown Prosecutors, which prosecutors will consider in reaching their decisions in cases of encouraging or assisting suicide. Parliament has given the DPP discretion as to whether to prosecute in such cases, by requiring him to consent to the commencement of proceedings.

The DPP’s Final Policy does not in any way “decriminalise” the offence of encouraging or assisting suicide. Additionally, nothing in the Final Policy can be taken to amount to an assurance that a person will be immune from prosecution if he or she does an act that encourages or assists the suicide or the attempted suicide of another person. 

The DPP policy can be found at: http://www.cps.gov.uk/publications/prosecution/assisted_suicide_policy.html
4. Ethics Committee/other bodies

Uk Donation Ethics Committee

The UK Donation Ethics Committee met for the first time on 9 February, and will meet again on 30 April.  (Further meetings are planned for July, October, and January 2011)

Workplan

The group has begun considering their work programme by analysing responses to an open letter sent by the chairman to interested parties, seeking information about what should be in the initial workplan.  After discussion and further reflection after the meeting, the following topics have been identified for early work:

· Controlled non-heartbeating donation:  managing conflicts of interest

· Controlled non-heartbeating donation:  technical and organisational issues

· Consent for both donors and recipients, including when research is involved.

· Ethical dimensions for organ donation and transplantation research

· Considering adoption of the Istanbul Declaration

· Opening dialogue with faith groups

Further information

Further information is available on the UKDEC webpages, on the Academy of Medical Royal Colleges website www.aomrc.org.uk. 

Human Genetics Commission working group : Common Framework of Principles for direct-to-consumer genetic tests

The Human Genetics Commission (HGC), the UK Government’s advisory body on developments in genetics and their ethical, legal, social and economic implications, convened an expert working group to develop a ‘Common Framework of Principles’ for direct-to-consumer genetic tests. It is expected that these over-arching Principles, which will be applicable across jurisdictions, will be launched at the end of May. They will ensure consistency in the standard of service provision in and between different jurisdictions that respect legal, commercial and social differences. They will ensure minimum standards without precluding the development of more detailed or restrictive measures at a local level. The Principles cover all genetic tests that are currently directly available to consumers, including health, lifestyle, relationship and ancestry tests. 

Dr Peter Mills, Secretary to the HGC, presented a draft of the Principles to the CDBI at the meeting in November 2009. The working group that developed the Principles took account of the points raised by members of the CDBI when preparing the final document.
5. Public debate

Nuffield Council on Bioethics Consultation

The Nuffield Council on Bioethics
 has established a working party to examine the ethical issues that arise in connection with a person’s decision to ”donate” some part of their body (including whole organs, eggs and sperm, blood, and other bodily material such a as bone, skin, heart-valves and corneas) or to “volunteer their body” through participation in “first in human” clinical trials of new medicines.

Factors being considered include:

· What degree of encouragement to provide human bodily material or volunteer in a first-in-human trial is ethically acceptable?  Is there a point at which it must be accepted that supply cannot meet demand?

· What is required for a valid consent to provide bodily material or to volunteer?  What might undermine a person’s consent?

· What future control can the donor or volunteer reasonably exert, for example over later uses of donated material?

· What policy implications are there for government, and for intermediaries such as the National Health Service (NHS), pharmaceutical companies, biobanks and private fertility clinics, in a global context where activities that are banned or tightly regulated in one country are permitted in another?

· What consistency of approach should there be, both across the different forms of donation/volunteering and across the different purposes for which people donate/volunteer?

The Council published a consultation paper in April 2010, with a closing date of 13 July 2010 for responses.

Further details can be found on the Council’s website (www.nuffieldbioethics.org).  

6 Other Information – new guidance from the General Medical Council (GMC)
Research and consent to research

The GMC issued new guidance for doctors, Good practice in research and Consent to research.  This replaces the guidance booklet, Research: The role and responsibilities of doctors (2002) and comes into effect on 4 May 2010. 

The pieces of guidance provide a framework to guide doctors’ decisions throughout all stages of a research project. 

They include specific advice on: 

       The law and governance arrangements that apply to research in the UK 

       Good research design and practice, including the importance of promoting equality and preventing discrimination at all stages of research

       Avoiding conflicts of interest and protecting participants from harm 

       The process of seeking participant consent 

       Involving adults who lack capacity in research

       The considerations about involving children or young people in research

The process to develop the guidance involved consultation with doctors, patients and the public, and others with an interest in research. 

Good practice in research and Consent to research can be viewed on the GMC's website at www.gmc-uk.org/guidance/research_guidance. 

Treatment and care towards the end of life

The GMC will launch new guidance on Treatment and care towards the end of life: Good practice in decision making on 19 May 2010.

EUROPEAN MEDICINES AGENCY
Reflection paper on ethical and GCP aspects of clinical trials of medicinal products for human use conducted in third countries and submitted in marketing authorisation applications to the EMA
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CANADA/ CANADA
1. Ratification/signature of the Oviedo Convention and its Additional Protocols

NA

2. Legislation

NA
3. Case law


NA
4. Ethics Committee/other bodies


NA

5. Events 

NA
6. Public debate

NA
7. Other information

The Tri-Council Policy Statement on the Ethical Conduct of Research Involving Humans (TCPS) (1998) is currently undergoing a major revision.  The TCPS was created by the three Canadian federal granting councils for institutions receiving federal funds.  It provides standards and procedures governing research involving human subjects, including biomedical research.  It is anticipated that the revised TCPS will be complete in the fall of 2010.
http://pre.ethics.gc.ca/eng/policy-politique/initiatives/revised-revisee/Default/
Development is ongoing for a draft National Standard of Canada on “Research Ethics Boards Reviewing Clinical Trials”, which will provide voluntary standards for Research Ethics Boards that review, approve, and provide oversight of clinical trials involving human subjects that are performed under the Canadian Food and Drugs Act and Regulations.  The Standard is expected to be complete in summer 2010. 

http://www.tpsgc-pwgsc.gc.ca/cgsb/prgsrv/stdsdev/nsa/pubrevdoc/pubrevdoc-e.html
A virtual Centre of Expertise in Bioethics is being developed within the Canadian Department of Health (Health Canada).  The objectives of the Centre are: to enhance Health Canada’s ability to provide expertise and advice on bioethics matters; to capture and share knowledge and information; to establish linkages and foster collaboration; to serve as a consultation vehicle; and to highlight the importance of research ethics in Canada.  
Guidance for Biobanking of Human Biological Material is now in development.  SEQ CHAPTER \h \r 1 This Guidance will be an internal policy for Health Canada and the Public Health Agency of Canada, providing ethical and technical guidance regarding activities that involve biobanking of human biological material.  Completion of the Guidance document is expected in the winter of 2011.

WHO / OMS
http://www.who.int/eth/1issue3spring2010.pdf    
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ARMENIA / ARMENIE

“BIOETHICAL EDUCATION AT ARMENIAN UNIVERSITIES: 
PROBLEMS AND PERSPECTIVES”

REGIONAL SEMINAR

OCTOBER 5-6, 2010

Yerevan, Armenia
The seminar is dedicated to the fifth Anniversary of the Universal Declaration on Bioethics and Human Rights. 

The purpose of the seminar is to elaborate acceptable models to educate Armenian specialists in the field of bioethics.

Participating in the seminar are leading experts in bioethical education from CIS, representatives of RA government structures, non-governmental organizations, Armenian Apostolic Church and mass media.

Educational schemes as they relate to bioethical education at universities of Russia, Belarus and Armenia will be discussed. Special attention is paid to the problem of human dignity in the light of the Universal Declaration on Bioethics and Human rights as well as within UNESCO’s standpoint in the sphere of bioethics

The seminar is organized by the National Center of Bioethics, UNESCO Moscow Office, Armenian National Commission for UNESCO and the Yerevan State University within the framework of the UNESCO Ethics Education Programme and its overall objective to reinforce and increase the capacities of Member States in the area of ethics education.  
CYPRUS / CHYPRE

The Republic of Cyprus signed on the 9th of July 2010 the Additional Protocol to the Convention on Human Rights and Biomedicine, concerning Biomedical Research with no reservations or declarations.

GERMANY / ALLEMAGNE

The Work of the Genetic Diagnostic Commission

In accordance with § 23 of the Genetic Diagnosis Act, an independent commission of experts has been set up at the Robert Koch Institute, which is charged with drawing up regulations defining the state-of-the-art in science and technology. The commission is composed of 13 experts on medicine and biology, two experts on ethics and law and 3 representatives of patient and consumer organisations, as well as a member of an organisation for people with disabilities. The members of the commission are appointed by the Federal Ministry of Health for a three-year term. The Genetic Diagnostic Commission commenced its work on 30. September 2009. Further information can be found on the Commission´s homepage 
(http://www.rki.de/cln_160/nn_207082/DE/Content/Institut/Kommissionen/GendiagnostikKommission/GEKO__inhalt.html?__nnn=true)

ICELAND / ISLANDE
Legislation

New acts:

· Health Records Act No 55/2009

The principal objectives of the new Health Records Act are;

1. to make comprehensive provision for entries in medical records and data in medical records, their keeping and access to them. 

2. to make clear provision for the legal duty of healthcare personnel to make an entry in medical records when treatment is provided.

3. to provide legal foundation for the principle of the patient’s right of self-determination with respect to entries in medical records and how they are handled.

4. to provide legal authority for electronic medical record systems to be connected together, so that data from medical records may be transferred electronically between those parties providing treatment to the patient, which require quick and secure access to medical records for that purpose.  Health Records Act No. 55/2009

Revised acts:

· Act on Artificial Fertilisation and use of Human Gametes and Embryos for Stem-Cell Research No 55/1996 

The Artificial Fertilisation Act No 55 1996 was amended in 2008 (Act 27/2008) changing the definition of an embryo to include only ovum fertilised with sperm and allowing, under strict conditions, use of surplus embryos from IVF procedures to produce stem cell lines which can be used to enhance health or cure diseases.  The law also allows nuclear transfer to produce stem cell lines for the same purposes.
Another amendment was made in 2008 (Act 54/2008) providing the right of single women to artificial insemination.  

In June this year an amendment was made allowing the use of two donor gametes (both ovum and sperm) for artificial insemination.  The English version of the Act has not yet been revised to include this amendment.
Act on Artificial Fertilisation and use of Human Gametes and Embryos for Stem-Cell Research No 55/1996 (with amendments according to Act 65/2006, Act 27/2008 and Act 54/2008)

· Biobanks Act No 110/2000

In 2009 (Act 48/2009) the Act was amended to make a clearer distinction between clinical samples and samples aquired for research purposes.

Biobanks Act No. 110/2000
(with amendments according to Act 27/2008 and Act 48/2009) 

Bills:

· Bill on Scientific Research in the Health Sector.

A committee appointed by the Minister of Health is preparing a bill on scientific research in the health sector, to be presented in the Parliament later this year.

Among the questions which are under consideration are;

1. the role of the Data Protection Authority in licencing research, 

2. definition of participation in research (active participation, passive participation( use of existing health data or material).  

3. Different consent (active or passive participation), consent for a specific research, broad consent (use of samples or data for use in later research with the approval of an ethics committee),

4. Should data gathered for research be discarded or kept with proper safegards( anomized, coded) for later use with the approval of an ethics committee which would also evaluate wether new consent should be sought.

5. Role of the person responsible for a research.  Responsibility for the use of data, control over further use of data.

For further information on legislation which is available in English, see:  http://eng.heilbrigdisraduneyti.is  
ITALY / ITALIE

Update of the opinions approved by the Italian National Bioethics Committee until now:

· Secrecy in drug regulatory system procedures, 28 May 2010 
· Criteria for the ascertainment of death, 24 June 2010 
· Prison, suicide and autolesionism, 25 June 2010 
· Genetic susceptibility testing and personalized medicine, 15 July 2010 
· Retention for long periods of biological material deriving from newborn screening, 16 July 2010 

· The living conditions of women in the third and fourth age: bioethical aspects of social health care, 16 July 2010 
· Bioethics and education in schools, 16 July 2010 

You may find an abstract in English of most of these opinions at the following address, which is periodically up-dated: http://www.governo.it/bioetica/eng/opinions.html. 
POLAND / POLOGNE

In Poland legal regulations concerned with bioethical problems have not been changed since 38th meeting of CDBI  (last spring). The Oviedo Convention is still not ratified by Poland, however the ratification procedure is continued.  The legislative procedure of in vitro  fertilisation (medically assisted procreation) is a subject of actual Polish parliamentary procedure, but is still not ready.  

SWITZERLAND / SUISSE

1. Ratification/signature 

---

2. Législation

2.1 Recherche sur l'être humain

Le projet de loi est actuellement en train d'être débâté du parlement et ses commissions. 

On peut trouver plus d'information sur ce thème sur les sites d'internet: http://www.bag.admin.ch/themen/medizin/00701/00702/index.html?lang=fr

http://www.parlament.ch/f/dokumentation/dossiers/hfg/Pages/default.aspx

2.2 Diagnostic préimplantatoire

En Suisse, le diagnostic prénatal est autorisé alors que le diagnostic préimplantatoire est interdit depuis l’entrée en vigueur de la loi sur la procréation médicalement assistée, le 1er janvier 2001. Cette situation devrait changer. Fin 2005, le Parlement a chargé le Conseil fédéral de présenter une réglementation qui autorise le diagnostic préimplantatoire et en fixe les conditions-cadres. 
Le Conseil fédéral est d’avis que le diagnostic préimplantatoire ne peut être sollicité que par les couples présentant un risque génétique élevé. Toute autre application du DPI doit demeurer interdite.

Ces travaux de législation ont donc débuté en février 2007. Le Conseil fédéral a lancé la procédure de consultation en février 2009. La procédure de consultation a été clôturée en mai 2009. Le rapport de consultation sera vraisemblablement publié au premier trimestre du 2010. Environ 80 % des participants à la consultation concernant la modification de la loi sur la procréation médicalement assistée se sont prononcés en faveur de l’autorisation du diagnostic préimplantatoire. Malgré cette forte proportion, le projet a été rejeté par la majorité des participants essentiellement en raison des conditions-cadres restrictives.

On peut trouver plus d'information sur ce thème ainsi que le rapport dès qu'il soit publié, sur le site d'internet:
 http://www.bag.admin.ch/themen/medizin/03878/index.html?lang=fr

2.3 Recherche sur les cellules souches embryonnaires humaines

Comme la loi relative à la recherche sur les cellules souches est en vigueur depuis 5 ans (1er mars 2005), l'office fédéral de la santé publique est tenu d'évaluer son efficacité. But de cette évaluation est un rapport qui sera présenté au Conseil fédéral avec des propositions sur la suite à donner à cette évaluation. Ce rapport devrait être fait fin 2010 et sera publié sur: http://www.bag.admin.ch/themen/medizin/03301/index.html?lang=fr

3. Jurisprudence

---

4. Comité d’éthique/autre instance

---

5. Evènements 

---

6. Débat public

---

CANADA / CANADA

1. Ratification/signature of the Oviedo Convention and its Additional Protocols

NA

2. Legislation

NA

3. Case law


NA

4. Ethics Committee/other bodies


NA

5. Events 

"GPS: Where Genomics, Public Policy and Society Meet" is an Ottawa GE3LS (ethical, environmental, economic, legal, and social aspects of genomics research) series launched in 2009 by Genome Canada and its Core Advisory Partners (CAP).  The objective of "GPS" is to broker two-way dialogue between federal policy-makers and GE3LS researchers on various policy options for addressing issues that arise at the interface of genomics and society.  More specifically, the goals are to: encourage the debate needed to inform evidence-based public policy; and identify research priorities based on timely and socially-relevant questions.  Each year, the GPS series will be dedicated to a general theme of timely interest for Canadian policy-makers. The theme for the 2009-2010 GPS Series is Genetic Information, and the three related sub-themes are: i) Consent, Privacy & Research Biobanks; ii) Genetic Information & Discrimination; and iii) On-line Direct-to-Consumer Genetic Testing. 

http://www.genomecanada.ca/en/ge3ls/policy-portal/
6. Public debate

A public consultation to seek public input on the issue of “Dying with Dignity” is currently being held by the National Assembly of Québec.  In December 2009 the members of the National Assembly unanimously decided to study the issue of dying with dignity, and created the Select Committee on Dying with Dignity (SCDD) to seek public input on the question. The Committee on Health and Social Services subsequently heard testimony from about 30 experts and organizations during the months of February and March, 2010.  In May, 2010, the SCDD released a consultation document, and invited individuals and groups to send in their views.  Throughout fall 2010, the SCDD is holding public hearings in eleven cities across the province of Québec, to hear individuals and groups chosen from among all those that expressed an interest.

https://www.assnat.qc.ca/csmd/dyingwithdignity.aspx
7. Other information

 SEQ CHAPTER \h \r 1Best Practices for Research Involving Children and Adolescents are currently being developed in Canada.  This is a collaborative initiative of the Canadian Institutes for Health Research, the Canadian Department of Health, the Public Health Agency of Canada, The Centre of Genomics and Policy (McGill University), the National Council on Ethics in Human Research (NCEHR), and the Maternal, Infant, Child and Youth Research Network (MICYRN).   A draft document was released in September 2009, providing an overview of international and Canadian ethical norms, reflecting the current situation in Canada regarding clinical health research involving children, and covering a range of key considerations in this field: e.g. the importance of including children in research; parental consent; assent/dissent of the child; evaluating risks and benefits; and confidentiality.  A first round of public consultations on the Best Practices concluded in September 2010, and further public consultations are planned for Spring 2011.   
http://www.cihr-irsc.gc.ca/e/41268.html
MEXICO / MEXIQUE
1) The NBC has published the National Guidelines for Organization and Operation of the Hospital Bioethics Committees.
2) The Mexican Official Standard Project PROY- NOM-012-SSA3-2007 that establishes the criteria for implementing human health research.

a) It establishes that RECs are mandatory for all Biomedical Research Institutions.

b) It establishes that it will be mandatory for all research projects involving humans as research subjects to be submitted to RECs.
3) Decree project for the modification of article 312 of the Criminal Code and for the creation of the General Law for the Interruption of the Medical Curative Treatment.

a) The Law to be created has the objective of protecting the rights of patients in the end of life stage as well as for all those who have an Advance Health Care Directive.

b) It establishes that no criminal charge will be emitted to the health professionals acting according to this Law.

c) It recognizes that legal status of the Advance Health Care Directive. It also includes a chapter regarding the rights of patients in the end of life stage.
4) Decree project to create the Law for Human Assisted Reproduction and the modification of different articles of the General Law of Health.

a) This Law introduces Biobanking (gametes and embryos) to the Mexican legal system. 

b) It includes the possibility for surrogate mothership.
5) Decree project for the addition of article 41bis and the modification of articles 98 and 316 of the General Law of Health.

a) The addition of article 41bis has the purpose of establishing as mandatory that all institutions that are part of the National Health System will have a Hospital Bioethics Committee and a Research Ethics Commission.

b) Both committees and commissions must be aligned to what the national current normativity and to the criteria established by the National Bioethics Commission.

c) Hospital Bioethics Committees main objective is to give support to Health professionals regarding bioethical decision making. Research Ethics Commissions main objective is to assess biomedical research projects involving humans as research subjects. Committees and Commissions must develop their own institutional ethical guidelines.

d) It is mandatory for all institutions that among their services is tissue or organ transplantation to have a special Committee for the analysis of biothetical dilemmas emerging from this practice. The Transplantation Committee must work together with the Hospital Bioethics Committee.
6) The Mexican Official Standard Project PROY- NOM-024-SSA3-2007, which establishes the functional objectives and functionalities that the products of the Clinical Electronic File (CEF) Systems should follow in order to guarantee the interoperability, processing, interpretation, confidentiality, security and use of standards and catalogs of information of the electronic health records.

a) Its main purpose it to guarantee the interoperability, processing, interpretation, confidentiality, security and use of standards and catalogs of information of the electronic health records.

b) The National Bioethics Commission recommended the introduction of the health service users as part of the CEF (along with the health system personnel).

c) The National Bioethics Commission recommended to legislate on the possible commercial uses of the CEF databases. 
7) Decree project for the addition of articles 100 bis and 100 Ter and to modify article 465 of the General Law of Health and to ban the Cloning of Human Beings.

a) The project objective is to ban any kind of research, manipulation or intervention with the purpose of human cloning or to import any product of these processes.

b) The project objective is to ban the generation of human-other species chimera or hybridization.

c) The project objective is to create a set of criminal responsibilities for health research professionals and technicians involved in these kinds research practices.
8) Project of modification of article 1 of the Political Constitution of the United Mexican States.

a) The purpose of modifying article 1 is to prevent genetic discrimination and to promote human dignity and freedom of all people.
9) Project of modification of the General Law of Health regarding the Human Genome by the addition 18th Title (Human Genome) which will be composed of 10 articles (from 402 to 411).

a) The project objective is to ban any kind of research, manipulation or intervention with the purpose of human cloning or to import any product of these processes (art 100bis).

b) It pretends to define the human genome as the basic biological unit of the human family (art. 402). It bans the patenting of the human genome (art. 403). It bans human genetic discrimination (art. 403). It emphasizes the necessity of keeping confidential the genetic information for research, diagnosis, or health therapies purposes, related to a person.  

c) The modification project introduces the necessity of an informed consent of human subjects involved in any kind of research, diagnosis or therapies regarding the human genome.

[image: image3][image: image4.png]


[image: image5][image: image6][image: image7][image: image8]
� This document contains contributions in their original language. / Ce document contient les contributions dans leur langue d’origine.


� Human Fertilisation and Embryology (Parental Orders) Regulations 1994 and Human Fertilisation and Embryology (Parental Orders) (Scotland) Regulations 1994


2 The Nuffield Council on Bioethics examines ethical issues raised by new developments in biology and medicine. Established by the Nuffield Foundation in 1991, the Council is an independent body, funded jointly by the Foundation, the Medical Research Council and the Wellcome Trust.
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1.  Glossary 84 


AR, Assessment Report 85 
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COE, Council of Europe 


CHMP, Committee for Medicinal Products for Human Use 


COMP, Committee for Orphan Medicinal Products  


EEA, European Economic Area 


EMA, European Medicines Agency  


EPAR, European Public Assessment Report 


GCP, Good Clinical Practice 


ICH, International Conference on Harmonization 


IMP, Investigational Medicinal Product 


MAA, Marketing Authorisation Application 


NGOs, Non-governmental organisations 


PDCO, Paediatric Committee 


SAE, Serious Adverse Event 


SAG, Scientific Advisory Group 


Third Country. In this document the term “Third Country” means any country that is not a member 


state of the European Union or European Economic Area.  
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2.  Introduction 103 


The European Medicines Agency (EMA) is a decentralised body of the European Union. Its main 


responsibility is the protection and promotion of public and animal health, through the evaluation and 


supervision of medicines for human and veterinary use. The EMA is responsible for the scientific 


evaluation of applications for European marketing authorisation for medicinal products (centralised 


procedure). The EMA provides the Member States and the institutions of the EU the best-possible 


scientific advice on any question relating to the evaluation of the quality, safety and efficacy of 


medicinal products for human or veterinary use referred to it in accordance with the provisions of EU 


legislation relating to medicinal products. In addition article 58 of Regulation (EC) No. 726/2004 


provides that the European Medicines Agency can give a scientific opinion, in the context of 


cooperation with the WHO, for the evaluation of certain medicinal products for human use intended 


exclusively for markets outside the EU. Such opinions are drawn up by the Committee for Medicinal 


Products for Human Use (CHMP), following a review of the Quality, Safety and Efficacy data, analogous 


to the review undertaken via the centralised procedure, after consultation with the WHO.  The 


standards applicable to both types of application (MAA or Article 58 Opinion) are the same and set out 


in Annex 1 to Directive 2001/83/EC. 


In the context of this document the term “Third Countries” means countries that are not member 


states of the European Union/European Economic Area (EEA).  


The revisions to the pharmaceutical legislation which came into place in 2004 increased emphasis on 


the ethical standards required of clinical trials conducted outside the European Economic Area (EEA) 


and included in Marketing Authorisation Applications (MAAs) submitted in the EEA for medicinal 


products for human use. The number of patients recruited in countries outside of the EEA is substantial 


(http://www.ema.europa.eu/Inspections/GCPgeneral.html). Some clinical trials are conducted across 


several regions, including Europe, whereas many others are conducted solely outside of the EEA. 


Regulation (EC) No EC/726/2004 states in recital 16:  


“There is also a need to provide for the ethical requirements of Directive 2001/20/EC of 4 April 


2001 of the European Parliament and of the Council on the approximation of the laws, 


regulations and administrative provisions of the Member States relating to the implementation 


of good clinical practice in the conduct of clinical trials on medicinal products for human use to 


apply to medicinal products authorised by the Community. In particular, with respect to clinical 


trials conducted outside the Community on medicinal products destined to be authorised within 


the Community, at the time of the evaluation of the application for authorisation, it should be 


verified that these trials were conducted in accordance with the principles of good clinical 


practice and the ethical requirements equivalent to the provisions of the said Directive.” 


Paragraph §8 of the Preamble – Introduction and General Principles of Annex 1 to Directive 


2001/83/EC states: 


“All clinical trials, conducted within the European Community, must comply with the 


requirements of Directive 2001/20/EC of the European Parliament and of the Council on the 


approximation of the laws, regulations and administrative provisions of the Member States 


relating to the implementation of good clinical practice in the conduct of clinical trials on 


medicinal products for human use. To be taken into account during the assessment of an 


application, clinical trials, conducted outside the European Community, which relate to 


medicinal products intended to be used in the European Community, shall be designed, 


implemented and reported on what good clinical practice and ethical principles are concerned, 


on the basis of principles, which are equivalent to the provisions of Directive 2001/20/EC. They 
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shall be carried out in accordance with the ethical principles that are reflected, for example, in 


the Declaration of Helsinki.” 
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The EMA Work Programme for 2008 (http://www.ema.europa.eu/pdfs/general/direct/emeawp/ 


EMEA_Work_Programme_2008_full.pdf) set out a number of objectives relating to the acceptance, in 


MAAs submitted to the EMA, of clinical trials conducted in countries outside the EEA on medicinal 


products for human use. All such trials are required to meet internationally agreed ethical and data 


quality standards. These objectives need to be built into the process of clinical development. They 


need to be addressed before and during the conduct of the clinical trials and not only by assessment 


and inspection at the time of MAA by which point the trials have been completed, in some cases 


several years earlier.  


Actions to meet this objective therefore need to encompass EMA processes having an impact on clinical 


trials commencing prior to early phase clinical development. These processes include development of 


guidelines, Scientific Advice, Orphan Product Designation and Paediatric Investigation Plans and 


continue through to the finalisation of the CHMP opinion on the MAA, and post-authorisation activities. 


In Dec 2008 the EMA published a strategy paper “Acceptance of clinical trials conducted in third 


countries for evaluation in Marketing Authorisation Applications” (http://www.ema.europa.eu/ 


Inspections/docs/22806708en.pdf) outlining four areas for action. These are: 


1. Clarify the practical application of ethical standards for clinical trials, in the context of European 165 


Medicines Agency activities. 


2. Determine the practical steps undertaken during the provision of guidance and advice in the drug 167 


development phase. 


3. Determine the practical steps to be undertaken during the Marketing Authorisation phase 169 


4. International cooperation in the regulation of clinical trials, their review and inspection and capacity 170 


building in this area. 


In 2009 the EMA established a Working Group on third country clinical trials on medicinal products for 


human use. This working Group has been asked to develop practical proposals for tasks and 


procedures or guidance to address the four action areas set out above.  The present document reflects 


the results of the discussion of this Working Group.  


The best approach to achieving these objectives is to ensure that a robust framework exists for the 


oversight and conduct of clinical trials, no matter where in the world the clinical investigators’ sites are 


located and patients recruited. An international network of regulators from all countries involved, 


working together to share best practices, experiences and information and working to standards 


agreed and recognized by all, can provide an effective platform for such a robust framework. The EMA 


will seek to build and extend its relationship with regulators in all part of the world and with 


international organisations in order to work to achieve this. 


The Reflection Paper highlights and emphasizes the need for cooperation between Regulatory 


Authorities involved in the supervision of clinical trials and the need to extend and link networks to 


support these activities.  


The specific scope of this Reflection Paper extends to clinical trials conducted in third countries and 


submitted in marketing authorisation applications to the EMA in respect of medicinal products for 


human use. 
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3.  Clarification of the practical application of ethical 190 


standards for clinical trials on medicinal products for human 191 


use in the context of the European Medicines Agency 192 


activities 193 


For the purpose of research, three ethical principles should be adhered to: a) respect for persons, b) 


beneficence/non-maleficence and c) justice, where respect for persons includes the respect for 


autonomy and the protection of dependent and vulnerable persons, beneficence/non- maleficence is 


defined as the ethical obligation to maximize benefits and to avoid or minimize harms, and justice is a 


fair distribution of the burdens and benefits of research1.  


“The rights safety and wellbeing of the trials subjects are the most important consideration and should 


prevail over the interests of science and society”. 2 


Clinical trials conducted in third countries and used in Marketing Authorisation Applications in the EEA 


or in applications for a Scientific Opinion under article 58 of the Regulation (EC) No. 726/2004, must 


be conducted on the basis of principles equivalent to the ethical principles and principles of good 


clinical practice applied to clinical trials in the EEA3.  


Ethical principles have been established mainly by intergovernmental organisations such as the Council 


of Europe or WHO, or by professional bodies such as the World Medical Association, as well as in 


national or regional legislation or guidance.  The latter often refer directly or indirectly to the 


internationally established principles. 


Ethical principles governing the conduct of clinical trials in the EEA are set out in the Charter of 


Fundamental Rights of the European Union (2000)i the Council of Europe’s Convention on Human 


Rights and Biomedicine (1997)ii and its Additional Protocol on Biomedical Research (2005)iii, the 


Universal Declaration of Human Rights (1948)iv, the Convention for the protection of Human Rights 


and fundamental Freedoms (1950)v, the United Nations’ Convention on the Rights of the Child 


(1989)vi, the Universal Declaration on Bioethics and Human Rights (UNESCO, 2005)vii, the Universal 


Declaration on the Human Genome and Human Rights (UNESCO, 1997)viii, the International 


Declaration on Human Genetic Data (UNESCO, 2003)ix, the CIOMS-WHO International Ethical 


Guidelines for Biomedical Research Involving Human Subjects (Geneva 2002)x, the Declaration of 


Helsinki of the World Medical Association (2008)xi, Opinion 17 of the European Group on Ethics


(2003)xii and the EU Ethical considerations for clinical trials on medicinal products conducted wit


paediatric population (2008)xiii. Practical steps to implement ethical requirements are set out in th


CPMP/ICH/135/95 guideline on Good Clinical Practice (1995) (ICH E6)xiv and ICH E11 Note for 


guidance on clinical investigation of medicinal products in the paediatric p


The European pharmaceutical legislation sets out the ethical requirements for the conduct of clinical 


trials in Directive 2001/20/ECxvi, Directive 2005/28/ECxvii and Directive 2001/83/ECxviii. Provisions of 


the European Paediatric Regulation 1901/06/EC are equally taken into considerationxix. 


Provisions for the protection of personal data are laid down in Directive 1995/46/ECxx, 


The extent to which these various documents pertinent to clinical trials (both legal and ethical 


instruments) are taken into account in National or regional legislation within or outside EU is variable. 


They overlap in many areas, but some given greater precision on certain points whilst on others there 


 
1 WHO (CIOMS) Guidelines 2 
2 Paragraph 2.3 of ICH-E6 
3 Paragraph 8 of the Preamble of Annex 1 to Directive 2001/83/EC 
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are differences in approach. The aim of the present document is not to establish a new, additional, set 


of principles but rather to describe how the regulatory processes of the EMA can take these into 


account in a practical way.  


230 


231 


232 


234 


235 


236 


237 


238 


239 


240 


241 


242 


243 


244 


245 


246 


247 


248 


249 


250 


251 


252 


253 


254 


255 


256 


257 


258 


259 


260 


261 


262 


                                              


3.1.  Local ethics committee and national regulatory authority oversight 233 


Most countries now have a regulatory authority to which application should be made before a clinical 


trial may commence.  These requirements must be met in each country in which a clinical trial is 


conducted.   It is an important element of international cooperation that regulators support compliance 


with local requirements in each country as well as reinforcing international ethical and good clinical 


practice standards.  


In every case the trial must receive a positive opinion or approval from an ethics committee with 


appropriate jurisdiction for the investigator sites and trial concerned. 


Research may only be undertaken if the research project has been approved by an ethics committee 


(or other bodies authorised to review clinical research on human beings) after independent 


examination of its scientific merit, including assessment of the importance of the aim of research, and 


multidisciplinary review of its ethical acceptability.4 Ethics committees have to be pluralist, 


multidisciplinary and independent.5 


“Ethical review committees may be created under the aegis of national or local health administrations, 


national (or centralised) medical research councils or other nationally representative bodies”. 6 


The ethics committee must be independent of the research team and sponsor, and any direct financial 


or other material benefit they may derive from the research should not be contingent on the outcome 


of their review7, and should be declared. 


All the information which is necessary for the ethical assessment of the research project shall be given 


in written form to the ethics committee. 8 The ethics committee, in preparing its opinion shall consider 


amongst others the points set out in art. 3, 4, 5 and 6 of the Directive 2001/20/EC, the Appendix to 


the Additional protocol on biomedical research (COE- Information to be given to the ethics committee), 


and chapters 2 and 3 of ICH E 6 and WHO (CIOMS) guidelines 2. The ethics committee must be 


satisfied that no undue influence, including that of a financial nature (or limiting or increasing access to 


medical care), will be exerted on persons to participate in research. In this respect, particular attention 


must be given to vulnerable or dependent persons. 9 


The ethics committee shall give clearly stated reasons for its positive or negative conclusions. 10 


“The ethics committee should also check that the content of the protocol is scientifically sound with 


respect to paediatric subjects protection11. “No change to the protocol may be made without 


consideration and approval by the ethics committee”.12 Directive 2001/20/EC specifies this should 


 
4 Art. 6 (2) and Art. 9 (2) of Directive 2001/20/EC, Art.9 and 10 Additional Protocol on biomedical research (COE), 
Paragraph 15 of Declaration of Helsinki, WHO (CIOMS) guidelines 2. 
5 Art.19 International Declaration on Bioethics (UNESCO); ICH E6 paragraphs 1.27 and 3 
6 WHO (CIOMS) guideline 2. 
7 WHO (CIOMS) guideline 2. 
8 Art. 11 of Additional Protocol on biomedical research (COE). 
9 Art.12 of Additional Protocol on biomedical research (COE). 
10 Art. 6 (5) of Directive 2001/20/EC; Art.9 Additional Protocol on biomedical research (COE) Explanatory report paragraph 
42. 
11 Paragraph 8.2 of EU Ethical Considerations for clinical trials on medicinal products conducted with the paediatric 
population 
12 Paragraph 15 of Declaration of Helsinki 
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apply to substantial amendments.13 Research projects shall be re-examined if this is justified in the 


light of scientific developments or events arising in the course of the research. 
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14  


“The ethics committee must have the right to monitor ongoing studies”15 “and to report to institutional 


or governmental authorities any serious or continuing non-compliance with ethical standards as they 


are reflected in protocols that they have approved or in the conduct of the studies”.16  


Where a clinical trial is to be conducted in countries that have limited frameworks for ethical review or 


regulatory oversight, the sponsor should consider submitting the study protocol for ethical and 


scientific review to an ethics committee(s) that operates within an established regulatory framework 


with ethical standards equivalent to those applying in the EU, in addition to doing to in the country 


concerned by the trial. This would be particularly relevant where the study design (e.g. choice of 


comparator) or the vulnerability of the proposed patient population might give rise to additional 


concerns. The deliberations and conclusions of that committee(s) should be made available to the local 


ethics committee and regulatory authority, making clear to what extent the committee has considered 


the location and circumstances in which the trial is to be conducted.  Such an approach does not 


substitute for the need to apply to, and follow the requirements of, a local ethics committee or to 


submit to the regulatory authority of the country where the trial is to be conducted.  The local ethics 


committee(s) and competent authority in the country where the trial is to be conducted should review 


the trial, ensuring that the proposed research is ethical, takes into account the local conditions, that 


the local sites are suitable and that circumstances and arrangements for the conduct of the research 


are appropriate for that country and the study population concerned.  In multicentre studies, a central 


ethics committee could review the study from a scientific and ethical standpoint, and the local ethics 


committee could verify the practicability of the study in their communities, including the 


infrastructures, the state of training, and ethical considerations of local significance.17 It should be 


remembered that ethical review in one country or region will usually be focussed on their own local 


conditions and requirements unless they have been specifically asked to consider other countries and 


have the knowledge, expertise and capacity to do so.  


It should be clear that any ethics committee reviewing the trial at an international level, and the ethics 


committee(s) and the National Regulatory Authority in the country where the trial is to be conducted, 


should be able to withhold approval of research proposals. When there are objective grounds for 


considering that the conditions in the request for this authorisation are no longer met, or there is 


information raising doubts about the safety or scientific validity of the clinical trial, it should be possible 


to suspend or prohibit the trial notifying the sponsor thereof. 18 


The ethics committee in the country where the trial is to be conducted should have, as either members 


or consultants, persons with understanding of the community's customs and traditions.” Such persons 


should be able, for example, to indicate suitable members of the community to serve as intermediaries 


between investigators and subjects and to advise on whether material benefits or inducements may be 


regarded as appropriate in the light of a community's gift-exchange and other customs and traditions”. 
19 


There should be assurance that the review is independent and that there is no conflict of interest that 


might affect the judgment of members of the ethics committee in relation to any aspect of the 


research. Any members with a special or particular, direct or indirect, interest in a proposal should not 


take part in its assessment if that interest could subvert the member’s objective judgment. 
 


13 Art. 10 (a) of Directive 2001/20/EC 
14 Art. 24 of Additional Protocol on biomedical research (COE)  
15 Paragraph 15 of Declaration of Helsinki  
16 WHO (CIOMS) guideline 2 
17 WHO (CIOMS) Guideline 2. 
18 Art. 12 of Directive 2001/20/EC 
19 WHO (CIOMS) Guideline 3. 
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A declaration of possible conflict of interest should be provided by any of the ethics committee 


members.
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20  


When the sponsor is an international organisation, its review of the research protocol must be in 


accordance with its own independent ethical-review procedures and standards and the research 


protocol should be submitted for ethical and scientific review in the country of the sponsoring 


organisation and the ethical standards applied should be no less stringent than they would be for 


research carried out in that country. 21 


National or local ethics committee should be so composed as to be able to provide complete and 


adequate review of the research proposals submitted to them.  Membership should include physicians, 


scientists and other professionals such as nurses, lawyers, ethicists, clergy, as well as lay persons 


including patients’ representatives, qualified to represent the cultural and moral values of the 


community and to ensure that the rights of the research subjects will be respected. “When uneducated 


or illiterate persons form the focus of a study they should also be considered for membership or invited 


to be represented and have their views expressed” 22 


Ethics committees shall include appropriate paediatric expertise or take advice in clinical, ethical and 


psychosocial problems in the field of paediatrics when reviewing protocols involving paediatric 


population. Similarly relevant expertise should be included where studies involve subjects with mental 


health disorders or other vulnerable populations.  Paediatric expertise may be defined on the basis of 


education, training and experience on the various aspects of child development, ethics and 


psychosocial aspects as well as on the basis of the experience in paediatric care and direct experience 


of clinical trials with children. “Expertise used should be documented and recorded by the ethics 


committee”.23 


Regulatory action/ action plan 327 


1. Failure to submit a protocol to an independent ethics committee is a serious violation of ethical 328 


standards. 329 


2. EU Competent authorities should refuse to consider data obtained in such an unethical manner, 330 


when submitted in support of a MAA in accordance with Directive 2001/83 EC or Regulation EC 331 


726/2004. 332 


3. Requirements for submission to the national regulatory authority of each country in which the trial 333 


is conducted and to the ethics committee(s) in those countries must be complied with, and 334 


evidence of both submissions and approvals provided. 335 


4. The applicant for a MAA should provide EU Competent Authorities with a summary of ethics 336 


committee, and National Regulatory Authority approvals of each clinical trial supporting the MAA. 337 


This information should form part of the clinical study report in accordance with ICH E3. 338 


5. EU Competent Authorities should identify those studies that may give rise to special ethical 339 


concern (e.g. arising from their design, the local regulatory framework within which they are 340 


conducted, the vulnerability of the study subjects) and where applicable to seek additional 341 


assurance that the trials have been ethically conducted. 342 


6. Where clear serious concerns are identify the EU competent Authority should communicate these 343 


concerns to the National Regulatory Authority of the Country (ies) concerned. 344 


                                               
20 WHO (CIOMS) Guideline 2. 
21 WHO (CIOMS) Guideline 3. 
22 WHO (CIOMS) Guideline 2. 
23 Art. 4 of Directive 2001/20/EC and Paragraph 8 of EU Ethical Considerations for clinical trials on medicinal products 
conducted with the pediatric population  
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3.2.  Information/Consent procedure 345 


Scientific research as well as any preventive, diagnostic or therapeutic medical intervention involving 


human subjects is only to be carried out with the prior, free, express, specific, documented and 


informed consent of the person concerned, based on adequate and comprehensible information 
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362 


24 


provided both in writing and orally.  Furthermore, consent should, be given, and may be withdrawn, by 


the person concerned at any time and for any reason without disadvantage or prejudice. 25 “Informed 


consent is documented by means of a written, signed and dated informed consent form”.26  Refusal to 


give consent or withdrawal of consent to participation in research shall not lead to any form of liability 


(particularly of a financial nature) and/or to any form of discrimination against the person concerned, 


in particular regarding the right to medical care 27. The same level of care and information should be 


maintained during treatment or investigations. 


The informed consent of each subject shall be renewed if there are significant changes in the 


conditions or procedures of the research or if new information becomes available that could affect the 


willingness of subjects to continue to participate, and in long-term studies at pre-determined intervals, 


even if there are no changes in the design or objectives of the research. 28 


In particular studies alternative ways of documenting the informed consent may need to be established 


as described below. For persons who are not capable of exercising autonomy, special measures are to be taken to 


protect their rights and interests. Research on a person without the capacity to consent (children, adults with severe 


mental disability, 29 or behavioural disorders30  and research in emergency situations may be undertaken 


only if the necessary authorisation has been given specifically and in writing by the legal representative or an authority, 


person or body provided for by law and having received adequate information, taking into account the person’s previously 


expressed wishes or objections. 
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An adult not able to consent shall as far as possible take part in the information/authorisation procedure.31 In proportion to 


age and degree of maturity, the child should participate in the (informed) consent process together with the 


parents and provide assent. The process of informed consent should be conducted with enough time 


and at the same time as obtaining consent from the parent(s) or the legal representative, so that the 


informed consent reflects the presumed will of the minor or of the adults who don’t have the capacity 


to consent. The information process provided to the child and the child’s response should be 


documented. “Strong and definitive objections from the child should be respected”. 32 


“If a subject is unable to read or if a legally acceptable representative is unable to read an impartial 


witness should be present during the entire informed consent discussion. After the written informed 


consent form and any other written information to be provided, is read and explained to the subject or 


the subject’s legally acceptable representative, and after the subject or the subject’s legally acceptable 


representative has orally consented to the subject’s participation in the trial and, if capable of doing so, 
 


24 Art.2 (j), art. 3.2 (b) and art. 4-5 of Directive 2001/20/EC; Art. 5-6, 16 (iv) (v)-17 of Convention on Human Rights and 
Biomedicine of the Council of Europe (COE); Art. 13-16 of Additional protocol on Biomedical research (COE), 2005; Art. 5 
and 9 of Universal declaration on Human genome and Human Rights; Art. 8-9 of International Declaration on Human 
Genetic Data (2003); Paragraphs 22,24,26,27,28 and 29 of Declaration of Helsinki (2008); Art. 3 (2) of Charter of 
Fundamental Rights of the European Union (2000); Art. 5 of Universal Declaration on Bioethics and Human Rights (UNESCO 
, 2005); Paragraph 1.28 and 2.9 of ICH E6 
25 Art. 3.2 (e) of Directive 2001/20/EC; Art. 6 of Universal Declaration on Bioethics and Human Rights (Unesco,2005); Art. 
14 Additional Protocol on Biomedical research (COE), 2005 
26 Art. 2 (j) of Directive 2001/20/EC; Paragraph 1.28 of ICH E6, 1995 
27 Art. 14 section 2 of the Additional Protocol on Biomedical Research to the Convention on Human Rights and Biomedicine 
and section 80 of its Explanatory report 
28 WHO(CIOMS) Guideline 6 
29 Art. 3.2 (d), 4 and 5 of Directive 2001/20/EC; Art. 6 of Convention on Human Rights and Biomedicine of the Council of 
Europe (COE) 
30 WHO (CIOMS) International guidelines n. 15 
31 Art. 4 (a), (b) and (c) and art. 5 (a), (b) and (c) of Directive 2001/20/EC; Art. 14 and 15 of Additional protocol on 
Biomedical research (COE), 2005 
32 Paragraphs 7- 7.2 of Ethical considerations for clinical trials on medicinal products conducted with the pediatric 
population. 
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has signed and personally date the informed consent form, the witness should sign and personally date 


the consent form. By signing the consent form, the witness attests that the information in the consent 


form and any other written information was accurately explained to, and apparently understood by, the 


subject or the subject’s legally acceptable representative, and that informed consent was freely given 


by the subject or the subject’s legally acceptable representative”
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33. Mechanisms should be put in place 


to ensure that the trial subject has understood the information and process being entered into.   


“In appropriate cases of research carried out on a group of persons or a community, additional agreement of the legal 


representatives of the group or community concerned may be sought. In no case should a collective community agreement 


or the consent of a community leader or other authority substitute for an individual’s informed consent”34. “In some 


cultural context an investigator may enter a community to conduct or approach prospective subjects 


for their individual consent only after obtaining permission from a community leader, a council of 


elders, or another designated authority. Such customs must be respected. In no case, however, may 


the permission of a community leader or other authority substitute for individual informed consent” 35 


The consent process and the information provided should take into account the needs of persons who 


are unfamiliar with medical concepts and technology36. All documentation (information and 


consent/assent) must be written in a lay-friendly language, wording appropriate to age, psychological 


and intellectual maturity and must be designed to protect vulnerable and poorly educated subjects 


involved in research. 


Sponsors and investigators should develop culturally appropriate ways to communicate information 


that is necessary for adherence to the standard required in the informed consent process. “Also, they 


should describe and justify in the research protocol the procedure they plan to use in communicating 


information to subjects” 37 


“For collaborative research in developing countries the research project should, if necessary, include 


the provision of resources to ensure that informed consent can indeed be obtained legitimately within 


different linguistic and cultural settings”38. 


Where appropriate, a cultural mediator, familiar with medical terminology, independent from the 


sponsor and investigator, experienced in the language, social habits, culture, traditions, religion and 


particular ethnic differences should be available to provide help in the process of obtaining informed 


consent, but should not consent on behalf of the subject. 39 


Nevertheless, cultural diversity and pluralism are not to be invoked to infringe upon human dignity, human rights and 


fundamental freedoms or to limit their scope. 40 409 


410 “Sponsors and investigators have a duty to refrain from unjustified deception, undue influence, or 


intimidations” 41and “to renew the informed consent of each subject if there are significant changes in 


the conditions or procedures of the research or if new information becomes available that could affect 


the willingness of subjects to continue to participate” 


411 


412 
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415 


                                              


42 


 


 


 
33 Paragraph 4.8.9 of ICH E6 
34 Art. 6 of Universal Declaration on Bioethics and Human Rights (UNESCO, 2005) 
35 WHO (CIOMS) Guideline 4 
36 WHO (CIOMS) Guideline 4 
37 WHO(CIOMS) Guideline 4 
38 WHO (CIOMS) Guideline 4 
39 Paragraph 6.3 of Ethical considerations for clinical trials on medicinal products conducted with the pediatric population  
40 Art. 12 of Universal Declaration on Bioethics and Human Rights (UNESCO, 2005)  
41 WHO (CIOMS) Guideline 6 
42 WHO (CIOMS) Guideline 4 and 6 
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Regulatory action/ action plan: 416 


1. Failure to obtain informed consent (and/or assent where applicable) is a serious violation of ethical 417 


standards. 418 


2. EU Competent Authorities should refuse to consider data obtained in such an unethical manner, 419 


when submitted in support of a MAA in accordance with Directive 2001/83 EC or Regulation EC 420 


726/2004.  421 


3. The applicant for a MAA should provide EU drug regulatory authorities with a summary of the 422 


consent processes used and any variations of those processes in the clinical trials supporting the 423 


MAA. and include sample information sheets on consent forms. This information should form part 424 


of the clinical study report in accordance with ICH E3. 425 


4. EU Competent Authorities should identify those studies that may give rise to special ethical 426 


concern regarding the consent process (e.g. arising from the patient population included and their 427 


capacity to provide informed consent, the regulatory framework within which they are conducted, 428 


the vulnerability of the study subjects) and where applicable to seek additional assurance that 429 


consent was properly obtained. 430 


5. Additional good practice guidelines on the communication of the information to the potential 431 


participants in research may be required to better describe some research situations and should be 432 


developed, with input from patients’ organisations and community groups as well as other experts 433 


in ethics and clinical trials. 434 
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3.3.  Confidentiality 435 


Any information of a personal nature collected during biomedical research shall be considered as 


confidential and treated according to the rules relating to the protection of individuals with regard to 


the processing of personal data43. 


“To the greatest extent possible, such information should not be used or disclosed for purposes other 


than those for which it was collected or consented to, consistent with international law, in particular 


international human rights law”.44 


Any participant in research shall be entitled to know any information collected on his/her health. Other 


personal information collected for a research project will be accessible to him/her in conformity with 


the applicable laws on the protection of individuals with regard to processing of personal data45.  


In accordance with European Directive 95/46/EC on the protection of individuals with regard to the 


processing of personal data and on the free movement of such data, data must be46: fairly and lawfully 


processed; processed for limited purposes; adequate; relevant and not excessive; accurate; not kept 


longer than necessary; processed in accordance with the data subject’s rights; secure; not transferred 


to countries without adequate protection. 


“An investigator who proposes to perform genetic tests of known clinical or predictive value on 


biological samples that can be linked to an identifiable individual must obtain the informed consent of 


the individual or, when indicated, the permission of a legally authorised representative. Conversely, 


before performing a genetic test that is of known predictive value or gives reliable information about a 


known heritable condition, and individual consent or permission has not been obtained, investigators 


 
43 Art. 3.2(c) of Directive 2001/20/EC 
44 Art. 9 of Universal Declaration on Bioethics and Human Rights (UNESCO, 2005); art. 14 International Declaration of 
Human Genetic Data; art 8 Charter of fundamental rights of the European Union 
45 Art. 26 of Additional Protocol on Biomedical research (COE), 2005 
46 Art. 6 of Directive 95/46/EC 
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must see that biological samples are fully anonymized and unlinked; this ensures that no information 


about specific individuals can be derived from such research or passed back to them”. 
455 
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If research gives rise to information of relevance to the current or future health or quality of life of 


research participants, this information must be offered to them. That shall be done within a framework 


of health care or specific counselling48, most of all in the case of predictive genetic tests. “In 


communication of such information, due care must be taken in order to protect confidentiality and to 


respect any wish of a participant” [including the minor and/or his/her legal representative] ”not to 


receive such information”, in accordance with national law.49 


“During the process of obtaining informed consent the investigator should inform the prospective 


subjects about the precautions that will be taken to protect confidentiality”.50 


The written information and informed consent form to be provided to subjects should include 


explanations: 


a) of the extent to which the monitor(s), the auditor(s), the ethics committee and the regulatory 


authority(ies) will be granted direct access to the subject's original medical records for verification of 


clinical trial procedures and/or data, without violating the confidentiality of the subject, to the extent 


permitted by the applicable laws and regulations and that, by signing a written informed consent form, 


the subject or the subject's legally acceptable representative is authorising such access.  


b) “that records identifying the subject will be kept confidential and, to the extent permitted by the 


applicable laws and/or regulations, will not be made publicly available. If the results of the trial are 


published, the subject’ identity will remain confidential”.51 


Biobank sample retention and the need for consent to such use (and reuse) should be described in the 


protocol. 


The trial documents should be archived for a duration that takes into consideration the potential need 


for long-term review of trials performed in children (long-term safety). 


Where personal information is collected, stored, accessed, used, or disposed of, a researcher should 


ensure that the privacy, confidentiality and cultural sensitivities of the subject and/or the collectivity 


are respected, most of all when children are involved52. 


 


Regulatory action/ action plan: 483 


1. EU Competent Authorities will refuse to consider reports which fail to properly protect the 484 


confidentiality of the trial subjects, when submitted in support of a MAA in accordance with 485 


Directive 2001/83 EC or Regulation No (EC) 726/2004. These reports should be returned to the 486 


applicant and the breaches of confidentiality rectified prior to eventual resubmission. 487 


2. The applicant for a MAA should provide EU Competent Authorities with a summary of the steps 488 


taken to protect confidentiality and the consent obtained to enable the use of and access to the 489 


subjects’ data. This information can form part of the clinical study report section on ethical 490 


considerations and informed consent in accordance with ICH E3. 491 


                                               
47 WHO (CIOMS) Guideline 18 
48 Art 27 of additional Protocol on Biomedical research (COE), 2005 
49 Art. 10 of Convention on Human Rights and Biomedicine of the Council of Europe (COE); Art. 27 of Additional Protocol 
on Biomedical research (COE), 2005  
50 WHO (CIOMS) Guideline 18 
51 Paragraph 4.8.10 of ICH E6 
52 Paragraph 18 of Ethical considerations for clinical trials on medicinal products conducted with pediatric population. 
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3. EU Competent Authorities should identify those studies that may give rise to special concern 492 


regarding confidentiality (e.g. arising from the use of genetic information or bio banked samples) 493 


and where applicable seek additional assurance that confidentiality has been properly maintained. 494 
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3.4.  Fair compensation 495 


Article 3.2 (f) of Directive 2001/20/EC requires that provision is made for insurance or indemnity.  


Art 31 of the Additional Protocol on Biomedical research of Council of Europe states that “The person 


who has suffered damage as a result of participation in research shall be entitled to fair compensation 
53 according to the conditions and procedures prescribed by law" 


The WHO-CIOMS Guideline 19 recommends that research subjects who suffer injury as a result of their 


participation should be entitled to free medical treatment for such injury and to such financial or other 


assistance as would compensate them equitably for any resultant impairment, disability or handicap. 


In the case of death as a result of their participation, their dependants are entitled to compensation.  


“Subjects must not be asked to waive the right to compensation or required to show negligence or lack 


of a reasonable degree of skill on the part of the investigator in order to claim free medical treatment 


or compensation. The informed consent process or form should contain no words that would absolve 


an investigator [or sponsor] from responsibility in the case of accidental injury, or that would imply 


that subjects would waive their right to seek compensation for impairment, disability or handicap. 


Prospective subjects should be informed that they will not need to take legal action to secure the free 


medical treatment or compensation for injury to which they may be entitled. They should also be told 


what medical service or organisation or individual will provide the medical treatment and what 


organisation will be responsible for providing compensation”. 54 


Before the research begins, the sponsor, whether a pharmaceutical company or other organisation or 


institution, should agree to provide compensation for any physical injury for which subjects are entitled 


to compensation, or come to an agreement with the investigator concerning the circumstances in 


which the investigator must rely on his or her own insurance coverage (for example, for negligence or 


failure of the investigator to follow the protocol, or where government insurance coverage is limited to 


negligence). In certain circumstances it may be advisable to follow both courses.  


“Sponsors should provide insurance or should indemnify (legal and financial coverage) the 


investigator/the institution against claims arising from the trial, except for claims that arise from 


malpractice and/or negligence”.55 


“Both the informed consent discussion and the written informed consent form and any other written 


information to be provided to subjects involved in research should include explanations of the 


compensation and/or treatment available to the subject in the event of trial-related injury”.56 


Information shall be provided to the ethics committee on details of any insurance, indemnity or 


compensation to cover damage arising in the context of the research project57 (in particular “provision 


for indemnity or compensation in the event of injury or death attributable to a clinical trial, and any 


insurance or indemnity to cover the liability of the investigator and sponsor”). 58 


 
53 Art. 31 of Additional Protocol on Biomedical research (COE) 2005 
54 WHO (CIOMS) Guideline 19 
55 Paragraph 5.8 of ICH-E6 
56 Paragraph 4.8.10 of ICH-E6  
57 Art 11 juncto appendix of Additional Protocol on Biomedical research (COE)2005; Paragraph 3.1.2 of ICH-E6. 
58 Art. 6.3 (h) and (i) of Directive 2001/20/EC 
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In preparing its opinion, the ethics committee (and where required the National Regulatory Authority) 


should consider these provisions


529 


530 


531 


532 


59 and should pay careful attention to waivers of liability in the 


insurance contract, in particular with respect generally to long term effects and on development for 


children included in research. However, “unrecognised congenital defects are generally excluded”.60 


Regulatory action/action plan 533 


1. Failure to provide fair compensation by insurance or indemnity is a serious violation of ethical 534 


standards 535 


2. The applicant for a MAA should provide EU Competent Authorities with a summary of the 536 


provisions made to provide for the fair compensation of subjects for trial related injury. This 537 


information can form part of the clinical study report section on ethical considerations and informed 538 


consent in accordance with ICH E3. 539 


3. EU Competent Authorities should identify those studies that may give rise to special concern 540 


regarding insurance, indemnity or compensation for research related injury and where applicable 541 


to seek additional assurance that trial subjects’ interest have been protected. 542 


544 


545 


546 


547 


548 


549 


550 


551 


552 


553 


554 


555 


556 


557 


558 


559 


560 


561 


562 


563 


564 


565 


566 


                                              


3.5.  Vulnerable populations 543 


“Vulnerability” is defined as susceptibility of being wounded. Vulnerability is applied both to individuals 


and to populations. “Vulnerable persons are those who are relatively (or absolutely) incapable of 


protecting their own interests”,61 that means “individuals whose willingness to volunteer in a clinical 


trial may be unduly influenced by the expectation, whether justified or not, of benefits associated with 


participation, or of a retaliatory response from senior members of a hierarchy in case of refusal to 


participate”62 “More formally, vulnerable persons may have insufficient power, intelligence, education, 


resources, strength, or other needed attributes to protect their own interests” 63 


Example of vulnerable subjects are patients with incurable diseases, persons in nursing homes, 


unemployed or impoverished persons, patients in emergency situations, homeless persons, nomads, 


refugees, prisoners, minor and those incapable of giving consent. Other groups or classes may also be 


considered vulnerable (e.g. elderly persons, people receiving welfare benefits or social assistance some 


ethnic and racial minority groups and individuals who are politically powerless). “Vulnerable subjects 


include “members of a group with a hierarchical structure, such as medical, pharmacy, dental, and 


nursing students, subordinate hospital and laboratory personnel, employees of the pharmaceutical 


industry, members of the armed forces, and persons kept in detention”.64 “Persons who have serious, 


potentially disabling or life-threatening diseases are highly vulnerable”.65  


“Children represent a vulnerable population with developmental, physiological and psychological 


differences from adults, which make age- and development- related research important for their 


benefit”.66 Clinical research on children should be ethical and of high quality and should be carried out 


under conditions affording the best possible protection for these subjects, without subjecting paediatric 


population to unnecessary trials.67 To this aim an application for Marketing Authorisation for medicinal 


products be regarded as valid only if requirements of the article 7 of Regulation No (EC) 1901/2006 on 


medicinal products for paediatric use are complied with. 


 
59 Art. 6.3 of Directive 2001/20/EC 
60 Paragraph 22 of Ethical considerations for clinical trials on medicinal products conducted with paediatric population. 
61 WHO (CIOMS) Guideline 13 
62 Paragraph 1.61 of ICH-E6, 
63 WHO (CIOMS) Guideline 13 
64 Paragraph 1.61 of ICH-E6  
65 WHO (CIOMS) Guideline 13 
66 Recital 3 of Directive 2001/20/EC 
67 Recital 4 and art. 1 of Regulation EC/1901/2006 and art. 4 of Directive 2001/20/EC. 
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Certain groups, such as racial minorities, the economically disadvantaged, the very sick, and the 


institutionalized may continually be sought as research subjects, owing to their ready availability in 


settings where research is conducted, or the conditions they suffer from (e.g. renal insufficiency). 


“Given their dependent status and their frequently compromised capacity for free consent, they should 


be protected against the danger of being involved in research solely for administrative convenience, or 


because they are easy to manipulate as a result of their illness or socioeconomic condition”.


567 
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68 


To the extent that these and other classes of people have attributes resembling those of classes 


identified as vulnerable, the need for special protection of their rights and welfare should be reviewed 


and applied, where relevant. “Medical research involving a disadvantaged or vulnerable population or 


community is only justified if the research is responsive to the health needs and priorities of this 


population or community and if there is a reasonable likelihood that this population or community 


stands to benefit from the results of the research”.69 


Chapter V of the Additional protocol on Biomedical Research of the Council of Europe titled “Protection 


of persons not able to consent to research Chapter” discusses research in certain populations where 


particular vulnerabilities exist – in particular in articles 15 (Protection of persons not able to consent to 


research), 18 (Research during pregnancy or breastfeeding) and 20 (Research on persons deprived of 


liberty). Research should only be undertaken in such groups when particular conditions are met. 


Such consideration include whether the results of the research have the potential to produce real and 


direct benefit to the trial subject (or to that of the embryo, foetus or child after birth in the case of 


pregnant women), whether research of comparable effectiveness cannot be carried out on individuals 


capable of giving consent (or on women who are not pregnant, or on persons who are not deprived of 


liberty), whether the person undergoing research has been informed of his or her rights and the 


safeguards prescribed by law for his or her protection, unless this person is not in a state to receive 


the information, whether the necessary authorisation has been given specifically and in writing by the 


legal representative, and the person (or pregnant woman) concerned does not object.   


Exceptionally and under the protective conditions prescribed by law, where the research may not have 


the potential to produce results of direct benefit to the health of the person concerned, such research 


may be authorised, if it can contribute to the benefit of the group concerned whilst fulfilling the other 


conditions described above. The research should have the aim of contributing, through significant 


improvement in the scientific understanding of the individual's condition, disease or disorder, to the 


ultimate attainment of results capable of conferring benefit to the person concerned or to other 


persons in the same age category or afflicted with the same disease or disorder or having the same 


condition (or conferring benefit to other women in relation to reproduction or to other embryos, 


foetuses or children, or benefit to persons deprived of liberty)  The research should entail only minimal 


risk and minimal burden for the individual concerned; and any consideration of additional potential 


benefits of the research shall not be used to justify an increased level of risk or burden. 


Benefit for the group (e.g. children affected by the same disease, or a disease which shares similar 


features and for which the medicinal product could be of benefit) could be defined by increased 


knowledge of the condition and/or treatment, which would eventually result in better diagnosis, 


treatment or prevention. 


“Measures of such benefit would include the importance of knowledge gained, severity of the issue to 


be addressed, commonality of the issue, likelihood of obtaining results from proposed research, and 


usefulness of benefits obtained”.70 


 
68 Belmont Report: ethical principles and guidelines for the protection of human subjects of research, Section D 3. 
69 Art. 17 of Declaration of Helsinki (2008).  
70 Paragraph 12 of Ethical considerations for clinical trials on medicinal products conducted with pediatric 
population 
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In addition vulnerable subjects should not be recruited into a trial where this was not explicitly 


foreseen in the trial protocol or other information provided to and approved by the ethics committee. 


Any special consent procedures or other precautions required should have been explicitly described to 


the ethics committee and approved by them. 


610 


611 


612 


613 


614 The decision to include vulnerable subjects in a trial should be fully justified by the sponsor. 


Regulatory action/action plan: 615 


1. The inclusion of vulnerable subjects in a clinical trial without the approval of the ethics committee 616 


and without implementation of the appropriate consent processes is a serious violation of ethical 617 


standards. 618 


2. EU Competent Authorities should refuse to consider data obtained in such an unethical manner, 619 


when submitted in support of a MAA in accordance with Directive 2001/83 EC and Regulation No ( 620 


EC) 726/2004. 621 


3. The applicant for a MAA should provide drug regulatory authorities with an adequate and 622 


appropriate justification for inviting vulnerable individuals or groups to serve as research subjects 623 


and the description of the specific measures and means implemented to protect their rights and 624 


welfare. This information can form part of the clinical study report in accordance with ICH E3. 625 


4. EU Competent Authorities should identify those studies that may give rise to special ethical 626 


concern regarding the inclusion of vulnerable populations and where applicable to seek additional 627 


assurance that the inclusion of such populations was justified and their rights and welfare 628 


protected. 629 


631 


632 


633 


634 


635 


636 


637 


638 


639 


640 


641 


642 


643 


644 


645 


646 


647 


648 


649 
                                              


3.6.  Placebo and active comparator 630 


“Research shall neither delay nor deprive trial participants of medically necessary preventive, 


diagnostic or therapeutic procedures”.71 A clinical trial cannot be justified ethically unless it is capable 


of producing scientifically reliable results. “In some circumstances it may be acceptable to use an 


alternative comparator, such as placebo or "no treatment”,72 whilst taking into account that “the 


rights, safety and wellbeing of the trials subjects are the most important considerations and should 


prevail over the interests of science and society”.73 


The use of placebo is permissible in accordance with principles foreseen in the Directive 2001/20/EC, 


Directive 2005/28/EC, the WHO (CIOMS) Guidelines 8 and 11, paragraph 32 of the Declaration of 


Helsinki (2008), article 23 of the Additional Protocol on Biomedical Research of the Council of 


Europe(2005), paragraph 2.1; 2.2; 2.3 and 2.12 of the Note for Guidance on Good Clinical Practice 


(CPMP/ICH/135/95), paragraphs 9.2.1 and 9.2.3 of the guideline on ethical considerations for clinical 


trials on medicinal products conducted with the paediatric population (2008) and ICH E10 (Choice of 


Control Group). The CPMP position statement on the use of placebo in clinical trials (28 June 2001 


EMEA/17424/01) should also be taken into account.74 


Studies carried out in third countries should meet the same ethical principles and standards applied to 


studies performed in the EEA. Derogation from these principles should not be accepted in particular in 


the context of the marketing authorisation procedure. 


EU Competent Authorities should neither require nor expect study designs, involving placebo or other 


comparator, which would not be ethically acceptable in the EEA. 
 


71 Article 23 of Additional protocol on biomedical research (COE), 2005 
72 WHO (CIOMS) Guideline 11 
73 Paragraph 2.3 of ICH-E6 
74 http://www.ema.europa.eu/pdfs/human/press/pos/1742401en.pdf 
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“Economic [or logistical] reason for the unavailability of an established effective intervention cannot 


justify a placebo-controlled study in a country of limited resources when it would be unethical to 


conduct a study with the same design in a population with general access to the effective intervention 


outside the study”. 


650 


651 
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653 


654 


655 


656 


657 


658 


659 


660 


661 


662 


663 


664 


665 


75 


Lack of access of patients in community within, or outside of, the EEA, to the EEA-licensed (or 


equivalent) comparator cannot be a justification to withhold this treatment option to those patients 


when participating in a trial regardless of the reasons for the lack of access (e.g. no reimbursement, no 


national marketing authorisation). Regardless of the location of the trial, all patients participating in 


these trials should receive the same or a similar standard of care and comparable treatment options as 


trial participants within the EEA. 


EU Competent Authorities should verify that the study has been reviewed by the ethics review 


committees and that they have determined: whether the use of placebo or other comparator is 


ethically acceptable in the context of that trial; whether the safety and rights of the subjects have been 


fully protected and whether prospective subjects would be fully informed about the use of placebo 


and/or other comparators and available alternative treatments, in accordance with above cited ethical 


principles. 76 


Regulatory action/action plan: 666 


1. Sponsors should describe in detail in the protocol and in the clinical study report the justification 667 


for the use of placebo and/or choice of active comparator in accordance with the ethical principles 668 


referred to above. This information can form part of the clinical study report in accordance with 669 


ICH3 and protocol in accordance with ICH E6. 670 


2. EU Competent Authorities will identify those studies that may give rise to special ethical concern 671 


regarding the use of placebo or other comparators and where applicable to seek additional 672 


assurance that the design was appropriate and ethically acceptable. 673 


3. Where it is determined that a study design was not acceptable in accordance with the 674 


aforementioned criteria, it should not be accepted in support of a MAA in accordance with Directive 675 


2001/83 EC and Regulation No (EC) 726/2004. 676 


4. Sponsors should seek scientific advice on study design before carrying out the trials. 677 


3.7.  Access to treatment post trial 678 


The availability of an intervention shown to be successful to the participants in the research once the 


research is complete is a question that researchers, sponsors ethics committees, and regulatory 


Authorities/Governments have to consider in research related to healthcare concerns. Because 


resources for healthcare are scarce in developing countries, this issue is often particularly difficult to 


address. For many impoverished people, participation in a trial may offer access to significantly better 


medical care and treatment than would otherwise be available to them. The cessation of such care and 


treatment, once a trial is over, has been widely criticized as exploitation of vulnerable people who  will 


seldom be in a position to negotiate the extended provision of better medical care and treatment at the 


termination of a clinical trial. 
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The nature of access to treatment post trial has proved to be a controversial topic. Whilst there are 


many common considerations there are also inconsistencies of emphasis or expectation in the 


recognized documents 


 
75 WHO (CIOMS) Guideline 11 
76 WHO (CIOMS) Guideline 11 
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When considering whether it is appropriate to conduct a specific research study within a low to middle 


income country one issue that should be considered by the sponsor, ethics committee and National 


Regulatory Authority is whether the intervention being studied is likely to be available in that country if 


it is shown to be effective. 
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Paragraph 14 of the Declaration of Helsinki requires that the research protocol describes arrangements 


for post-study access by study subjects to interventions identified as beneficial in the study or access 


to other appropriate care or benefits. 


If a product developed or knowledge generated by research is unlikely to be reasonably available to, or 


applied to the benefit of, the population of a proposed host country or community after the conclusion 


of the research, and if the sponsor doesn’t foresee arrangements to make it available, the ethics of 


conducting the research in that country or community need to be carefully considered, reflecting on 


the need for access to treatment and on the risks and benefits that would apply to those participating 


in the trial and to their community (including the medical care environment of that 


country/community). 


Before undertaking research in a population or community with limited resources, every effort should 


be taken by the Sponsor, ethics committees and Competent to ensure that : a) the research is 


responsive to the health needs and the priorities of the population or community in which it is to be 


carried out; and b) there is a reasonable likelihood that this population or community stands to benefit 


from the results of the research and that any intervention or product developed, or knowledge 


generated, will be made reasonably available for the benefit of that population or community.77 


“At the conclusion of the study, patients entered into the study are entitled to be informed about the 


outcome of the study and to share any benefits that result from it, for example, access to interventions 


identified as beneficial in the study or to other appropriate care or benefits”.78 


Before consenting, subjects must be informed, whether, when and how any products or interventions 


proven by the research to be safe and effective will be made available to them after they have 


completed their participation in the research, and whether they will be expected to pay for them.79 


Obligations of sponsors to provide health-care services will vary with the circumstances of particular 


studies and the need of host countries. The sponsor’s obligations in particular studies should be 


clarified before the research is begun. The research protocol should specify what health care services 


will be made available during and after the research, to the subjects themselves, to the community 


from which the subjects are drawn, or to the host country, and for how long. The details of these 


arrangements should be agreed by the sponsor, officials of the host country, other interested parties, 


and, when appropriate, the community from which the subjects are to be drawn. The agreed 


arrangements should be specified in the consent process and documentation. 


Although sponsors are, in general, not obliged to provide health-care services beyond that which is 


necessary for the conduct of the research, it is morally praiseworthy to do so. 


Finally, sponsors should ensure the availability of:  


• “health-care services that are essential to the safe conduct of the research; 728 


• treatment for subjects who suffer injury as a consequence of research interventions; and,  729 


 
77 WHO(CIOMS) Guideline 10 and art. 17 of Declaration of Helsinki (2008)  
78 Art.33 of Declaration of Helsinki (2008)  
79 WHO (CIOMS) Guideline 5 
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• services that are a necessary part of the commitment of a sponsor to make a beneficial 730 


intervention or product developed as a result of the research, reasonably available to the 


population or community concerned”.


731 


732 80 


Regulatory action/action plan: 733 


1. Sponsors should describe in the protocol and in the clinical study report the provisions made with 734 


respect to access to treatment post trial. This information can form part of the clinical study report 735 


in accordance with ICH E3. 736 


2. EU Competent Authorities should identify those studies that may give rise to special ethical 737 


concern regarding access to treatment post trial and where applicable to seek additional assurance 738 


that the solution was appropriate and ethically acceptable. 739 


3. The applicant should explain in the MAA how the medicinal product has been/will be made 740 


available in the countries where the trials were conducted and this information should be  741 


summarised in the European Public Assessment Report (EPAR). 742 


744 


745 


746 
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748 


749 


750 


751 


                                              


3.8.  Applicability of data to EEA population 743 


There are several issues relating to the applicability of third country trials to European populations. 


These involve factors both intrinsic and extrinsic to the study population and EEA population. 81 


These are discussed in the “Reflection Paper on the extrapolation of results from clinical studies 


conducted outside the EU to the EU population” xxi 82 (Doc. Ref. EMEA/CHMP/EWP/692702/2008) and 


the ICH 1998 E5(R1) Ethnic Factors in the Acceptability of Foreign Clinical Data 


(http://www.ich.org/LOB/media/MEDIA481.pdf). 83xxii 


The choice of active comparator should be relevant to the EEA population and made in accordance with 


EEA guidelines and take into account the peculiarities of paediatric population.84. 


 
80 WHO (CIOMS) Guideline 21 
81 ICH 1998 E5 (R1) Ethnic Factors in the Acceptability of Foreign Clinical Data  
82 Reflection paper on the extrapolation of results from clinical studies conducted outside the EU to the EU population 
EMEA/CHMP/EWP/692702/2008  
83 ICH 1998 E5(R1) Ethnic Factors in the Acceptability of Foreign Clinical Data 
84 ICH E10 Choice of Control Group in Clinical Trials 
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 752 


756 
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790 


4.  Determine the practical steps to be undertaken during the 753 


provision of guidance and advice in the drug development 754 


phase 755 


The European Medicines Agency plays a role in stimulating innovation and research in the 


pharmaceutical sector. The Agency gives scientific advice and protocol assistance to companies for the 


development of new medicinal products and draws up scientific guidelines aimed at helping applicants 


develop medicinal products in order to support marketing-authorisation applications for medicinal 


products for human use. The tasks and responsibilities of the Agency under the Paediatric Regulation 


include the provision of objective scientific decisions on the development plan for medicines for use in 


children. 


The European pharmaceutical legislation (and that in other regions of the world also) requires clinical 


trials to be performed prior to the granting of a marketing authorisation. The analytical, 


pharmacotoxicological and clinical requirements in respect of testing of medicinal products are set out 


in the Annex 1 of Directive 2001/83/EC. Additional requirements and incentives apply to encourage the 


conduct of clinical trials for the development of medicines for the treatment of children and for the 


treatment of patients with rare (orphan) diseases. These requirements increase the number and scope 


of clinical trials being conducted, not all of which can or need to be carried out in Europe. Clinical trials 


conducted in the EEA will need to comply with applicable laws and regulations. In addition, future 


applicants in the EEA are recommended to consult with EEA regulators about the design and ethical 


conduct of clinical trials prior to their commencement when those trials are planned to be conducted in 


third countries. EEA regulators should ensure that every opportunity is taken prior to the 


commencement of clinical trials to influence their design and ensure their ethical conduct. 


Several operational or technical considerations lead to the conduct of clinical trials in a widening range 


of countries:  


• Availability of patients willing to participate in clinical trials, and with the relevant disease profile, 777 


• Availability of qualified investigators willing and available to conduct the trials, 778 


• Preparation for marketing authorisation application, in those other countries, 779 


• Lower costs in some countries,  780 


• More rapid approval of trials,  781 


• Willingness of patients to participate in trials due to the trial facilitating access to higher standard 782 


of care and / or medication(s) not otherwise available to them,  


• Small number of relevant patients existing in Europe, 784 


• Availability of patients who are naïve to treatment, 785 


• Difficulty in recruiting patients due to differences in standard of care across developed countries. 786 


The identification of these issues or other circumstances influencing the location of clinical trials outside 


the EEA should be identified. 


The applicant should provide appropriate justification for the location of a clinical trial and detail its 


plan for addressing ethical and operational issues related to its proposed development plan.  
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Agency working groups should take into consideration the circumstances driving the location of trials 


when considering requests for advice, establishing requirements for the conduct of trials or developing 


guidelines and should:  


791 


792 


793 


796 


798 


800 


803 


804 


805 


808 


810 


813 


814 


815 


818 


819 


822 


823 


825 


828 


• highlight these circumstances and their related risks  794 


• try to minimize the risk by recommending some corrective actions or other alternatives  for the 795 


drug development plan or clinical trials proposals  


• make the applicant aware of those potential issues before the trial is conducted whenever possible, 797 


or before the MA application 


• clearly identify the potential impact on the ethical aspects of trials and the quality of clinical data to 799 


be generated. 


4.1.  Assessment of therapeutic needs in the EEA and relationships with its 801 
drug development plan 802 


When addressing the targeted indication(s) and its applicability to the European population, both the 


applicant and European Medicines Agency parties/ committees should specifically consider the following 


issues that could influence the decision to conduct trials outside the EU: 


• Condition(s) less frequent in the EEA than in other non-EEA countries 806 


• Small number of affected subjects worldwide due to the rarity of the condition (e.g. orphan 807 


diseases) 


• Applicability of the targeted drug claim in the European population when the disease is 809 


predominant mainly outside Europe (e.g. tropical diseases) 


• Different therapeutic needs in the European population 811 


• Clinical data to be generated may be of little relevance to the European population (e.g. notable 812 


difference in disease management). 


When applicable according to the procedure applied for, the applicant should consider the relevance of 


its clinical program, in relation to: 


• Applicability of the proposed indication and the therapeutic needs of the European population 816 


• Prevalence of the condition in non-EEA countries and in EEA countries. 817 


The consequences of drug development with clinical trials conducted outside the EEA (completely or 


partially) should be considered with regards to: 


• Limitations of data extrapolation from non-EU patients to the EEA  820 


• Impact of the geographic source of patients on the efficacy and safety results and their 821 


extrapolation the European population in the context of disease management (e.g. national 


characteristics of disease management and patient care) 


• Validity of the selected comparators (active or placebo) for enabling assessment of the Risk/Benefit 824 


balance of the product for the European population 


• Pre-specified subgroup analyses based on ethnicity and/or regions of the world 826 


• Evaluation of the level of adherence to standard background treatment regimes for a specific 827 


disease 
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• Take into consideration possible differences in genetic profiles which could influence the drug 829 


response. 830 


831 
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833 
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864 


866 


Where a scientific advice, guidance or assessment relates to an application for a scientific opinion in 


the context of article 58 of Regulation No (EC) 726/2004 the considerations should relate to the 


population for which the medicinal product is to be used, rather than the EU population. 


4.2.  Issues related to feasibility of clinical trials 834 


The applicant should provide available information on its development plan: 


• Details on the locations of the trials planned in the EEA and outside 836 


• Criteria for the selection of the non-EEA countries 837 


A feasibility assessment for recruiting the targeted number of patients in a clinical trial should be 


provided in order to allow consideration of the possible consequences on the future MAA and results 


interpretation. This feasibility assessment should include as a minimum: 


• Recruitment plan for patients in the EEA and outside 841 


• Selection criteria and numbers of centres per country or regions outside the EU 842 


• Duration of trial recruitment and expected impact of comparability of results over time in case of 843 


very long recruitment (e.g. duration of recruitment longer than 3 years for rare disease). 


4.3.  General measures to assure data quality when conducting trials 845 
outside the EU 846 


Issues that may have an impact on the quality of data to be generated should be clearly identified and 


minimised when appropriate: 


• Duration of the study  849 


• Complexity of the trial design, e.g.: requirement for blinding / shipments of samples (e.g. tissues)/ 850 


specific or high level of technology platforms required (e.g. MRI)/ frequency of 


biological/radiological monitoring 


• Restricted access to specific tests and laboratory with possible impact on final data quality (e.g. 853 


testing of HIV resistance) 


• Access to active comparators/ placebo/ age-appropriate formulation at the national level or when 855 


provided by the applicant 


• Differences in Patients-Reported Outcomes 857 


• Limitations for long term follow up of patients after treatment (active comparator and study drug) 858 


discontinuation 


• Anticipated quality of data monitoring and training of investigators 860 


Specific measures to be taken into consideration in order to assure the quality of results should 


include: 


• Identification of limitations in extrapolating data from non-EU patients to the EEA populations, such 863 


as different ethnicities, underlying specific conditions  


• Appropriateness of study design in accordance with the European guidelines and the most up to 865 


date scientific recommendations and ethical requirements  







 
  
 25/47
 


• Choice of claim for superiority versus non inferiority in relation to a proper identification of 867 


therapeutic needs and respective recruitment capacity in the EEA and outside 868 
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• Identification of standards of care for the targeted disease among countries 869 


• Drug and study acceptability by the patients in the targeted countries and by the national ethics 870 


committees 


• Research responsive to the health needs and priorities of the population or community in which it 872 


is carried out. 


4.4.  Considerations for designing clinical trials: 874 


The applicant should pay particular attention when designing trials outside the EEA in order to avoid 


generating data not relevant for the intended purpose: 


• Study design: 877 


− Risk of futility when efficacy assessment based on an inaccurate statistical hypothesis (e.g. 


inappropriate claim of superiority due to an underestimation of disease outcome in the 


countries outside the EEA ) 


− Choice and access to active comparators and availability of other therapeutics required for best 


disease management  in the selected countries 


− Level of overall management care in the targeted countries 


− Stopping rules in case of lack of efficacy or safety issue 


− Existence and responsibilities of the independent Data and Safety Monitoring Board and/ or 


Data Monitoring Board 


• Analysis of factors potentially impacting on the ability to extrapolate the clinical trial results to the 887 


EU population, such as: 


− Sources of data variability 


disease outcome and management 


parameters impacting the drug effect variability  


standards of patients management care 


specific measures for assessment of treatment adherence in some specific cases 


− Validation of assessment scale to be used in the non- EEA population (e.g. Quality Of Life 


scoring)  


− Implementation and interpretation of biomarkers and surrogate end-points 


Regulator action/action plan: 897 


1. Clinical trials are conducted not only for submission to the EEA but also to many other regulators 898 


worldwide. In order to minimise risk of non-approvability of the application due to the choice of 899 


study populations not applicable to the EEA population or trial designs not acceptable in the EEA 900 


sponsors should seek EU scientific advice prior to the conduct of those trials. 901 


2. EMA Committees and working Parties (and assessors) evaluating requests for Scientific Advice, 902 


Orphan designation, and Paediatric Investigation Plans should systematically consider the issues 903 
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raised in this reflection paper and apply the proposals during their assessments and 904 


recommendations/opinions provided to the applicants. 905 


3. Applicants should clearly explain why data from the patient populations selected are applicable to 906 


the EEA population unless the product is intended to be used outside the EEA. 907 


910 


911 


912 


913 


914 


915 


916 


917 


918 


919 


920 


921 


922 


923 


924 


925 


926 


927 


930 


931 


933 


935 


936 


938 


939 


940 


941 


942 


5.  Determine the practical steps to be undertaken during the 908 


marketing authorisation phase 909 


Submission, validation, assessment and inspection of the clinical trials contained in the 


Marketing Authorisation Application 


Recital 16 of Regulation (EC) No 726/2004 states that, with respect to clinical trials conducted outside 


the Community on medicinal products destined to be authorised within the Community, at the time of 


the evaluation of the application for authorisation, it should be verified that these trials were conducted 


in accordance with the principles of good clinical practice and the ethical requirements equivalent to 


the provisions of the said Directive. 


Article 6(1) of the same regulation requires that the application include a statement to the effect that 


clinical trials carried out outside the European Union meet the ethical requirements of Directive 


2001/20/EC. 


Article 56 (4) of the same regulation foresees that the Committee for Medicinal Products for Human 


Use may, if they consider it appropriate, seek guidance on important questions of a general scientific 


or ethical nature. 


As a consequence, the Marketing Authorisation evaluation should ensure that these GCP principles 


have been applied to all submitted clinical trials, and, that ethical guidance is sought if required. 


Furthermore, an application for Marketing Authorisation for medicinal products for any population shall 


be regarded as valid only if requirements of the art.7 of the European Paediatric Regulation are also 


complied with. 


5.1.  Points to consider during the assessment process: identify assessment 928 
issues and processes 929 


Background 


Three scenarios are considered:  


• The first relates to acceptability of foreign data for the EU, from a scientific viewpoint. This is 932 


already adequately covered elsewhere (see section 3.8). 


• The second relates to concern over the conduct of the study, and data reliability – this should 934 


trigger requests for clarification from the applicant, and also discussion with inspectors as to 


whether a GCP inspection may be appropriate or required (see 5.2). 


• The third relates to concern over the design of studies in relation to acceptability in Europe. Such 937 


concerns may relate to the use of placebo or duration of use of placebo, poorly optimised 


background therapy, use of inappropriate comparator, inappropriate investigations, lack of consent 


etc. Many of these issues include ethical concerns. This aspect is addressed below. 
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Review procedures 943 


945 


947 


948 


949 


950 


951 


952 


953 


954 


955 


957 


958 


959 


960 


961 


962 


963 


964 


966 


969 


972 


974 


975 


977 


978 


980 


981 


982 


983 


984 


• At the time of the application, information should be provided on where each clinical trial was 944 


performed and on how ethical requirements were met. 


• As part of the review of the MAA, assessors should determine whether or not there are ethical 946 


concerns relating to the studies that have been included in the dossier to support the MAA. 


Assessors should confirm in the Assessment Report that they have not identified any ethical issues 


in their assessment of the studies, that the studies have been approved by the concerned ethics 


committee and by the National Regulatory Authority, that the sponsor has provided the statement 


that the studies have been conducted as set out in Annex 1 of Directive 2001/83, and that there 


are no concerns identified regarding the conduct of the study. Particular attention should be given 


where vulnerable patients are included within the trial population, and/or trials are conducted in 


low to middle income countries, and/or where no EEA ethics committee has reviewed and approved 


the study/studies for trials performed outside the EU. 


• In considering the design of studies, assessors should be aware of international guidelines for 956 


biomedical research involving human subjects where the recommendations are that research is 


responsive to the health needs and priorities of the population or community in which it is carried 


out and any intervention or product developed or knowledge generated will be made reasonably 


available for the benefit of that population or community. Whilst it is not possible for assessors to 


conclude definitively, questions or concerns in relation to this area should also be included in the 


List of Questions to the applicant to request further information about the conduct of the trials.  


 


The EU assessment report should reflect: 


1. That steps have been taken to determine that all clinical trials were conducted in accordance with 965 


the principles of good clinical practice and the above mentioned ethical requirements , 


2. The ethical concerns that have been raised, if any. 967 


3. How these ethical concerns have been solved and whether they had an impact on the assessment 968 


of the quality, safety and efficacy of the product, 


4. Whether the CHMP has sought additional ethical expertise, 970 


5. The reasons for and outcome of any GCP inspections requested (these may be routine or 971 


triggered), 


6. Discussion of applicability of data to the EEA population 973 


 


Actions to take if there are concerns over the ethics of studies 


1. Where the assessor is concerned that a study may not have been conducted ethically, the 976 


assessors should seek further clarification from the applicant who should be given the opportunity 


to justify their position. 


2. In addition the CHMP should develop appropriate links with those with expertise in ethics who 979 


could advise on these aspects as appropriate. A proposal for the establishment of a pool of experts 


supporting the CHMP in its assessment of the ethical aspects of CTs submitted with the MAA could 


be set up. A structure similar to a SAG might be envisaged. It is essential that if actions were to 


follow CHMP’s assessment of a study as ‘not conducted in accordance to the appropriate ethical 


requirements’, the justification for the assessment should be robust. 
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Consequences of a study being considered unethical 985 


987 


988 


989 


991 


992 


993 


994 


995 


996 


997 


999 


1000 


1. If, (after taking appropriate advice if necessary), the CHMP concludes that a study has not been 986 


carried out in accordance with the appropriate ethical requirements then the CHMP must conclude 


upon additional steps. No single solution will be applicable to all situations, and issues are likely to 


be complex. 


2. Therefore the European Medicines Agency /CHMP must have a number of possible tools at its 990 


disposal. These may include the following: 


2.1. Assessment of the application without data from the studies or part of the studies deemed 


unethical. Additional analyses may be required. This may result in an application that is not 


approvable. 


2.2. The possibility to making public the circumstances and details of studies which were found 


not to have been conducted in accordance with ethical requirements. 


2.3. A graded system of potential actions should be developed (see 5.3). 


3. Regulatory authorities should have some degree of discretion over how, when and if to take action, 998 


taking into account the circumstances of the trial, and the nature and severity of the issues that 


have been identified. 


Regulatory action/action plan 1001 


1. The European Medicines Agency should establish a pool of experts to advise the CHMP in its 1002 


assessment of the ethical aspects of clinical trials submitted with the MAA, and define their 1003 


membership, required expertise, mandate and procedures, and the process by which the CHMP, 1004 


EMA or other agency scientific committee, may consult them. Such consultation may be on general 1005 


matters of principle involved in establishing requirements and guidance, or specific cases involving 1006 


particular trials and products. 1007 


2. EU Competent Authorities should develop a system for review of MAA dossiers, and identification of 1008 


studies of potential ethical or GCP concern, involving review at the time of validation by the EMA 1009 


product team, and during the assessment by the assessment team and CHMP, supported by the  1010 


EMA product team. 1011 


1013 


1014 


1015 


1016 


1017 


1018 


1019 


1020 


1021 


1022 


1023 


1024 


1025 


5.2.  Inspections: Triggers for inspection to be identified by assessor 1012 


GCP inspection is an important tool for monitoring compliance with requirements.  A programme of 


routine inspections is required to ensure that information is available to the  regulator on a regular 


basis and in the absence of any particular concern triggering a specific inspection to investigate the 


issues giving rise to concern. In addition to GCP inspections conducted by EU inspectors, the possibility 


for communication and exchange of information with the regulators in the countries concerned, should 


be expanded. 


Inspection triggers: 


During the review of an application for a marketing authorisation, concerns can be raised by CHMP 


related to the compliance of the study conduct with current local and international legal and regulatory 


provisions, and to the reliability of the data submitted. 


During the review several criteria may act as triggers for a GCP inspection. Some of these criteria are 


study-related aspects while others relate to the fact that the study was conducted in countries outside 


the EU. 
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Study-related triggers for an inspection are in general focused around four main issues: 1026 


1028 


1029 


1030 


1031 


1032 


1033 


1034 


1036 


1037 


1038 


1039 


1040 


1042 


1043 


1044 


1045 


1046 


1047 


1048 


1050 


1051 


1052 


1053 


1054 


1055 


1057 


1058 


1059 


1060 


1. Existence and characteristics of trial subjects, distribution of subjects. 1027 


1.1. Rate of inclusion in a specific centre 


1.2. Centres involved late during the course of the study in order to boost the recruitment) 


1.3. Centres with a burst of fast recruitment following a long period of inactivity 


1.4. Unusual trends in analysis/efficacy data, enrolment, drop-out rate, SAE 


1.5. Study data suggesting attendance on the required day on every occasion 


1.6. Compliance with entry criteria 


1.7. Study data indicating specific centre effects 


2. Quality and administration of investigational medicinal products. 1035 


2.1. Identity of the IMP and treatments unclear 


2.2. Any modification of the product during the study 


2.3. Any concern identified with treatment compliance and treatment duration 


2.4. Any concern identified with treatment blinding or un-blinding 


2.5. Concerns regarding concomitant medications 


3. Efficacy and safety evaluation criteria and data. 1041 


3.1. Unclear definition of the variables used in the study 


3.2. Method of measurement unclear 


3.3. Inconsistent, inaccurate or incomplete data recording and reporting 


3.4. Major changes to the protocol (e.g. change in primary endpoints or in statistical methods) 


during the study 


3.5. Data with abnormal variation or distribution 


3.6. Unexpectedly low levels of (S)AE reporting. 


4. Ethical and regulatory aspects of study and trial team. 1049 


4.1. Lack of information about regulatory requirements followed in conducting the trials, in the 


clinical study report 


4.2. Information about  review by an Independent ethics committee is missing 


4.3. Adequacy and completeness of the written information given to the patients is questionable 


If a study has been conducted in third country(ies), additional triggers may be identified during the 


review process. Some of these triggers may be: 


1. Design of the study raises ethical concerns.  Whilst these specific points relate to trial design, 1056 


which is apparent from the review process without inspection, they may sometimes raise a more 


general concern about the conduct of the trial. 


1.1. Inadequate justification of the use or duration of use of placebo 


1.2. Poorly optimised background therapy 
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1.3. Use of inappropriate comparator 1061 


1062 


1064 


1065 


1066 


1068 


1072 


1073 


1074 


1075 


1.4. Use of inappropriate investigations 


2. Conduct of the study raises ethical concerns 1063 


2.1. Inclusion of vulnerable patients, e.g. children, women, unconscious patients 


2.2. High incidence of illiteracy in the study population 


2.3. Specific requirement for witness  


3. Lack of familiarity or concerns with/unawareness of the local legislative regulatory or ethical 1067 


framework on the part of EU Regulators 


4. Lack of previous or recent inspections by EEA inspectors in the country concerned 1069 


5. The study was conducted mainly/solely outside EEA 1070 


6. Concern about the stability of IMP in a non-temperate climate 1071 


The list of triggers is by no means complete, but in case of concerns identified during the review of an 


application for Marketing Authorisation, questions should be addressed to the sponsor, as well as 


discussed between assessors and inspectors, and an inspection triggered whenever required. 


Inspections may also be requested as part of a programme of routine inspections. 


Regulatory action/action plan 1076 


1. The criteria used as the basis for both routine and triggered GCP inspections should be further 1077 


developed. 1078 


2. The processes for identifying triggers for GCP inspections should be further developed and 1079 


systematised. 1080 


3. Frameworks for contact with National Regulatory Authorities, to gain information on the GCP 1081 


compliance and local inspection, in the countries where clinical trials take place should be 1082 


developed. 1083 


1085 


1086 


1087 


1088 


1089 


1090 


1091 


1092 


1093 


1094 


1095 


1096 


1097 


1098 


1099 


5.3.  Actions available in response to non compliance  1084 


The underlying philosophy of this reflection paper is that pro-active steps should be taken to reinforce 


the regulatory framework for the conduct of ethical, scientifically valid clinical trials, and the protection 


of trial subjects.  Ideally such measures would ensure that significant non-compliance would not occur.  


The processes available to address situations where requirements have not been followed, should 


strive to further refine and reinforce the framework for the conduct of trials and the understanding of 


requirements by all involved.  The range of actions available should recognise this need and include 


activities that involve communication, education and refinement as the preferred course.  In some 


circumstances this will not always be possible, or appropriate, not least because by the time the 


Marketing Authorisation Application is made, the clinical trials in question are generally completed and 


little can be done to remedy deficiencies in the conduct of those particular trials.   


Trial subjects and their communities also need to be assured that their rights and welfare will be 


supported and reinforced by regulators, both locally, and internationally.  That assurance is a central 


requirement as the entire process of development of medicines relies on the willingness of individuals 


to participate in clinical trials. 
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Particular emphasis should be given to trials conducted in third countries. There is a need to ensure 


that the role and authority of the ethics committees and National Regulatory Authorities in the 


countries where the trials are conducted are supported. when non compliance with GCP regulatory 


obligations and ethical concerns is detected, action should be taken in this context, and include 


communication with the National Regulatory Authority concerned. The action to be taken should be 


proportionate to the consequences of the observed violation of the rights and welfare of the trial 


subjects and of the deficiencies of the data integrity. 


1100 


1101 


1102 


1103 


1104 


1105 


1106 


1107 


1108 


1109 


1110 


1111 


1112 


1113 


1114 


1115 


1116 


1117 


1118 


1119 


1120 


1121 


1122 


1123 


1124 


1125 


1126 


1127 


1128 


1129 


1130 


1131 


1132 


1133 


1134 


1135 


1136 


1137 


1138 


1139 


1140 


1141 


1142 


1143 


There is the need to define and to make public the consequences of non compliance with GCP and 


above mentioned ethical concerns in designing, conducting, recording and reporting of the clinical trials 


included in the MAA. 


Non compliance which significantly affects the rights, safety or well being of the subjects or the quality 


and integrity of the data reported is not acceptable, and will result in rejection of data and/or other 


regulatory actions. 


Regulatory Actions/Action Plan: 


Regulatory options include the following: 


Information and possible action by third country regulators 


Information on non-compliance should be available to the Regulatory Authority in the country in which 


the trial non-compliance has been identified and to other regulators in the international network, 


(subject to appropriate confidentiality arrangements if applicable). 


Request for additional information or action by the sponsor 


The sponsor may be asked to supply additional information or explanation, conduct further analyses or 


data collection/review, or to commission further monitoring or independent audits of a wider range of 


sites. 


Inspection or re-inspection 


(Further) sites involved in the same trial/and or further trials and/or sponsor site/Marketing 


Authorisation Holders may be inspected to determine the extent of non-compliance. 


The COMP or PDCO might request an inspection of a clinical trial at the time of their evaluation in 


coordination with the Clinical Trial Facilitation Group (where the trial is conducted in the EU) and the 


EEA GCP IWG (Inspectors Working Group) where concerns arise about the conduct of a trial(s). 


Rejection of data/exclusion of trial/negative opinion  


Data obtained from clinical site(s) or from a trial found to be seriously non compliant with GCP and/or 


ethical requirements should be excluded from use in support of the Marketing Authorisation 


Application. 


Education and Facilitation 


Applicants and/or Marketing Authorisation Holders may be informed of non-compliance and advised on 


how this can be remedied for future trials, and in some cases action may be possible for the trial in 


question. 


Warning 


The European Medicines Agency may issue a formal warning reminding Applicants and/or Marketing 


Authorisation Holders of their GCP obligations in conducting clinical trials in accordance with above 


mentioned ethical requirements 


Transparency regarding clinical trial conduct and compliance including non-compliant Marketing 


Authorisations 


The European Public Assessment (EPAR) report should describe any serious non-compliance 
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encountered and discuss the steps taken as a consequence. This should be done whether the CHMP 


opinion is positive or negative or the application is withdrawn prior to the opinion. 


1144 


1145 


1146 


1147 


1148 


1149 


1150 


1151 


1152 


1153 


Suspension of the Marketing Authorisation/Urgent Safety restriction /Revocation of the Marketing 


Authorisation 


Suspension/Urgent safety restriction/revocation of the Marketing Authorisation should be considered 


where the non-compliance is identified after the MA has been granted in accordance with the 


legislation, guidance and rules applicable. 


Penalties  


The possibility of applying specific penalties should be considered and the mechanism for application of 


those penalties identified. 


Regulatory action/action plan 1154 


1. EU Competent Authorities should develop a system for regulatory action in case of non compliance 1155 


with ethical and GCP requirements. 1156 


2. Where clear serious concerns are identify the EU competent Authority should communicate these 1157 


concerns to the National Regulatory Authority of the Country (ies) concerned. 1158 


1161 


1162 


1163 


1164 


1165 


1166 


1167 


1168 


1169 


1170 


1171 


5.4.  Transparency, including improvement of EPAR content and 1159 
consistency 1160 


The European Public Assessment Report (EPAR) summarises the quality, safety and efficacy data 


evaluated and the outcome of that evaluation during the marketing authorisation process in order to 


ensure that consistent and appropriate information is provided to the public on the clinical trials 


included in the Marketing Authorisation Application. The EPAR is produced to a standard format and its 


content based on the CHMP Assessment Report (AR) after deletion of commercially confidential 


information. 


The CHMP assessment report is obtained from the assessments at the different phases of the CHMP 


review. The application of GCP and ethical requirements and steps taken to confirm this, or any related 


issues should be reflected in the EPAR. 


The guidance to assessors outlines the kind of clinical trial information that should be included in the 


assessment report at Day 80 and in the CHMP assessment report/EPAR. (see Guidance Document –  


Day 80 Clinical Assessment Report http://www.ema.europa.eu/pdfs/human/chmptemplates/CHMP-1172 


D80-AR-Guidance/D80AR_Clinical_Guidance_rev10_09.pdf ). 1173 


1174 


1175 


1176 


1177 


1179 


1180 


1181 


1182 


1183 


1184 


Inclusion in the guidance of the items listed below, and the consistent application of this, will 


substantially improve the content of assessment reports and hence the EPAR in respect of ethical and 


GCP compliance.  


The assessment report and the EPAR should address the following aspects: 


• The standard GCP review which should be summarised in an annex to the Assessment Report and 1178 


to the EPAR, should list, for each clinical trial submitted the protocol identification and title, start 


and end date, identification of the sponsor, of the countries where each trial was conducted and 


the numbers of subjects recruited in each country.  The nature of the patient population should 


also be described (age and gender and any particular considerations of vulnerability). The 


standards to which the trials were conducted should be identified.  This summary should be based 


on information to be supplied, electronically, by the applicant. 



http://www.ema.europa.eu/pdfs/human/chmptemplates/CHMP-D80-AR-Guidance/D80AR_Clinical_Guidance_rev10_09.pdf

http://www.ema.europa.eu/pdfs/human/chmptemplates/CHMP-D80-AR-Guidance/D80AR_Clinical_Guidance_rev10_09.pdf





 
  
 33/47
 


• During the course of the assessment, any relevant ethical issue such as access to treatment post 1185 


trial, use of placebo or treatment interruptions, choice of active comparators, treatment of 


vulnerable populations and applicability of data to EEA population should be highlighted as part of 


the assessment of the individual trial. 


1186 


1187 


1188 


1190 


1191 


1193 


1194 


1196 


1197 


1198 


1199 


1200 


1201 


1202 


• GCP inspection. When performed, the reason(s) for inspection should be described. The outcome 1189 


and consequences on the assessment of marketing authorisation application should be further 


elaborated. Relevant information from the inspection report may be made publicly accessible. 


• When GCP/ethical concerns have been raised, the assessment report should present the issue, 1192 


describe any external expertise sought and the advice received, and discuss the ethical aspects 


and their consequences on the assessment of the quality, safety and efficacy of the product. 


• The actions taken should be reflected in the EPAR. 1195 


The EPAR should describe the justifications for the study designs, choice of comparators and selection 


of study populations, with particular emphasis on those studies that involve increased ethical 


sensitivity due to their design, indication, patient population or location of conduct. The applicability of 


the trial to the EEA population should be demonstrated where relevant. 


The steps taken to evaluate and provide assurance regarding the ethical conduct of the trials should be 


described as should any significant deficiencies and how they have been addressed 


A comment that “no ethical issues were identified” may be sufficient where applicable. 


Regulatory action/action plan 1203 


1. The CHMP assessment report and the European Public Assessment Report should describe clearly 1204 


the clinical trials included in the Marketing Application dossier, listing the trials and details 1205 


concerning their conduct.  The applicant should provide tabular listings of this information to 1206 


facilitate this process. 1207 


2. The EPAR should describe the assessment of the ethical issues and GCP compliance of the trials in 1208 


the Marketing Authorisation Application, steps (including inspection) taken to confirm this and 1209 


expert advice sought. The EPAR should confirm that the trials have are considered to have fulfilled 1210 


requirements, or, if that is not the case should describe the circumstances and details of studies 1211 


which have been found not conducted in accordance with ethical requirements and GCP, and the 1212 


actions taken as a consequence. 1213 
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6.  International cooperation in the regulation of clinical 1214 


trials, their review and inspection and capacity building in 1215 


this area 1216 


International cooperation has been clearly identified as a key foundation in developing a robust 


international framework for the conduct of clinical trials.   


1217 


1218 


1219 


1220 


1221 


1222 


1223 


1224 


1225 


1226 


1227 


1228 


1229 


1230 


1231 


1232 


1234 


1235 


1238 


1240 


1242 


1244 


1245 


1246 


1247 


1248 


1249 


1250 


1251 


1252 


As more and more clinical trials on medicinal products marketed in the EU are performed in countries 


outside of the EU, enhanced international cooperation is seen as essential to ensure that, as far as 


possible, there is a common international approach to the oversight of clinical trials. In addition the 


clinical trials are conducted, increasingly in countries, with which EU regulators have limited formal 


contacts or experience in the domain of clinical trials.  Building contact with, and between, the National 


Regulatory Authorities in these countries, their regional networks and associations, and the 


establishment of an international network of clinical trial regulators should therefore be a fundamental 


objective. 


The scope of this section is to specifically reflect on how to enhance international cooperation in the 


regulation of clinical trials performed including countries outside the EEA, including considerations for 


information exchange, capacity building and interaction with, and coordination between existing 


initiatives. 


The ultimate objective should be to ensure that wherever clinical trials are performed, at least the 


following instruments are in place: 


1. Regulations that permit trials of medicinal products only if the trial is authorised by the national 1233 


regulatory authority and by the concerned ethics committee(s) in that country and that sanction  


violations; 


2. Ethics committees that are truly independent , professionally sound and adequately resourced; 1236 


3. Systems of follow-up of clinical trials by the National Regulatory Authority and concerned ethics 1237 


committee(s), with ower to suspend or/and stop clinical trials when needed.  


4. Systems of control of clinical trials before, during and after their conduct, through the use of GCP 1239 


Inspection by the National Regulatory Authority ; 


5. Regulations that permit the marketing of medicinal products only if authorised and that sanction 1241 


any non compliance; 


6. Regulations that allow the possibility of refusal by Regulatory Agencies of the marketing 1243 


authorisation of medicinal products when safety and efficacy have not been shown through trials 


conducted in accordance with GCP and ethical requirements. 


Such an approach will promote confidence among ethics committees and Regulatory Authorities, avoid 


unnecessary duplication and multiplication of on site inspections, and allow exchange of valuable 


information.  


It is recognised that achieving this objective is a long-term goal; nonetheless in order to reach that 


goal it is necessary to identify and take steps , in a phased manner, .towards its achievement.  


In order to set priorities and identify the possible steps to be taken in achieving the objective described, 


a number of concerns and opportunities have been considered. 
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6.1.  Identification of priorities 1253 


It is recognised that with limited resources, there is be a need to prioritise particular activities and/or 


interaction with particular regions/countries.  A first step is to identify the countries where growing 


number of clinical trials are performed, followed by communication with the National Regulatory 


Authorities and the sharing of information on the regulatory systems in these countries. 


1254 


1255 


1256 


1257 


1258 


1259 


1260 


1261 


1262 


1263 


1266 


1269 


1272 


1273 


1274 


1275 


1276 


1277 


1278 


1279 


1280 


1281 


1282 


1283 


1284 


1285 


1287 


1289 


1291 


1292 


The following criteria have been considered:  


Countries that recruit a significant number of patients. 


The European Medicines Agency has prepared statistics on the numerical distribution of patients 


participating in pivotal trials included in Marketing Authorisations Applications (MAA) submitted to the 


Agency during the period January 2005 to December 2009, it has been noted that certain non-EU 


countries (excluding USA/Canada/EFTA) have contributed about 26% of patients:   


• Africa: South Africa (2.6%) 1264 


• Middle East/Asia/Pacific: India (1.5%), Israel (1.3%), Philippines (0.9%), China (0.7%) and 1265 


Thailand (0.7%) 


• Australia/New Zealand: Australia (1.2%) 1267 


• Central/South America: Brazil (2.6%), Argentina (2.2%), Mexico (1.3%), Costa Rica (0.7%) and 1268 


Peru (0.6%). 


• Commonwealth of Independent States: Russia (2.9%) and Ukraine (0.8%) 1270 


• Eastern Europe-non EU: Croatia (0.5%). 1271 


Therefore some of these countries and others where there is an increase in the number of clinical trials 


or patient participation in trials, should be considered as a priority. Since the European Medicines 


Agency information is limited to centrally authorised products, collecting equivalent information from 


Member States and other regulatory partners, including WHO, and non-EU regulatory agencies, and 


form sponsor associations (in particular on ongoing trends) should also be considered. 


Type of Regulatory System in place 


Those countries that have a limited regulatory system or one that is still under development should 


also be considered as a priority. It will be useful to obtain high level information from all countries from 


which clinical trials are submitted to the EU in order to identify these countries. 


Information available on the regulation and conduct of biomedical research activities: Countries where 


there is little information available and/or where information suggests that ethics committees may not 


be properly established should also be identified as priorities. 


In order to evaluate the level of priority in the context of the aforementioned criteria, it is proposed 


that a high level “mapping” of information be established and maintained in relation to: 


• the level of activity in the field of clinical trials, identifying subcategories of those clinical trials (e.g. 1286 


Phase I, Bioequivalence studies, phase II and III in specified therapeutic areas); 


• the established and functional regulatory framework for clinical trial authorisation (competent 1288 


authorities and ethics committees), GCP inspections. 


• the infrastructure for and levels of investigator support and training. 1290 


This ‘mapping’ should identify the strengths and weaknesses of the national systems, should identify 


whether capacity building or related development activities are ongoing and should help to select areas 
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for possible cooperation: the selection of the areas for cooperation (i.e. GCP inspections, strengthening 


of Regulatory Systems or Ethics Committees (strengthened cooperation, capacity building and/or 


focussed, joint, training)) will depend on the needs identified in the countries included in the priority 


list and should be oriented to avoid duplication with other initiatives in the same area of intervention.  


1293 


1294 


1295 


1296 


1297 


1298 


1299 


This mapping should also identify the opportunities for cooperation with all countries including those 


where the systems are already developed, and authorities already exist and functional (see section 


6.2.). 


Regulatory action/action plan 1300 


1. The EMA will prioritise the third countries with which it will focus its interaction based firstly on the 1301 


numbers of trial subjects recruited there as part of clinical trials submitted to EMA and secondly on 1302 


a review of the regulatory systems in place for the supervision of clinical trials in those countries. 1303 


1306 


1307 


1308 


1309 


1310 


1311 


1312 


1317 


1318 


1322 


1323 


1324 


1325 


1326 


1327 


6.2.  Identification of opportunities and partners  1304 


6.2.1.  Identification of other initiatives 1305 


In order to avoid duplication of effort, any work performed by the European Medicines Agency Working 


Groups should be complementary to the other numerous initiatives being carried out by international, 


European, regional and national organisations in this field. The aim should be to look for synergies and 


avoid duplication of effort and activities. 


Existing initiatives in many instances are implemented without having a clear picture of what has been 


done already, what the results have been and what is being done in the same geographical area, in the 


same field of study etc..  As a consequence, there may be little knowledge of: 


• neglected areas of intervention; 1313 


• the necessity for complementary interventions that can be more effective; 1314 


• previous initiatives with favourable or unfavourable results; 1315 


• the risk of duplication of initiatives.  1316 


The group is aware of different initiatives at different levels carried out by different organisations. 


These initiatives can be categorised as follows:  


6.2.2.  Categories of initiatives and actions  1319 


• Assessment of National Regulatory Authorities and systems  1320 


• Strengthening National Regulatory Authorities  1321 


− Competent authority 


− Ethics committee  


− Other stakeholders  


Examples of initiatives are provided in section 6.5. 


 


 







 
  
 37/47
 


6.2.3.  Establishment of contact with key initiatives  1328 


Relevant contact points for these different initiatives and countries of interest should be identified and 


good communication established in order to obtain:   


1329 


1330 


1335 


• updated knowledge of the situation in each of the priority countries  1331 


• an evaluation on what has already been done to date; 1332 


• reciprocal knowledge of what is being done in this field; 1333 


• a continuous update on what is going to be done. 1334 


This will facilitate the identification of partnerships for joint, common or coordinated activities.  


Regulatory action/action plan 1336 


1. The EMA will identify other initiatives that are being carried out in the area of clinical trials 1337 


supervision, mapping of regulatory systems in place and capacity building. 1338 


2. EMA will identify contact points with the other initiatives in order to identify partnerships for joint, 1339 


common or coordinated activities. 1340 


1342 


1346 


1347 


1349 


1350 


1351 


1352 


1354 


1355 


1356 


1358 


1359 


1360 


1361 


1362 


6.3.  Action plan 1341 


Three major directions are identified: 


• Increasing the efficiency and effectiveness of GCP inspection  1343 


• Improving the capacity of National Regulatory Authorities  1344 


• Motivating sponsors, Marketing Authorisation applicants to ensure adequate levels of control of 1345 


their own clinical trials.  


The proposed action plan addresses the first two of these. 


6.3.1.  Core activities 1348 


The core set of actions consists in ensuring planned and coordinated contribution of GCP inspectors, 


clinical trial assessors and experts in the following areas of intervention depending on the needs 


identified in conjunction with the priority countries and based on the information obtained on the 


existence of other initiatives carried out by other organisations: 


• GCP Inspection: 1353 


− Increase the number of inspections in the priority countries 


− Encourage observed and joint inspections with National Regulatory Authorities 


− Develop frameworks and priority topics for information exchange  


• Regulatory authorities (evaluation and inspection sectors): 1357 


− Assistance with the establishment and operation of National Regulatory Authority systems for 


review and oversight of clinical trials, and evaluation of the processes established 


− Training (courses, workshops, support in the preparation of guidelines/SOPs etc.) 
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− Scientific / technical support: 1363 


1364 


1365 


1366 


1367 


1369 


1370 


1371 


1372 


1373 


1374 


1375 


1376 


1377 


1378 


1379 


1381 


1382 


1383 


1385 


1386 


1387 


1388 


1389 


1390 


1391 


1392 


1393 


1394 


1395 


1397 


1398 


1400 


Protocol assistance/Scientific Advice 


Support for Assessment of clinical trials. Seek the contribution of the Clinical Trial Facilitation 


Group.  


− Explore and establish frameworks for different types of information exchange.  


• Ethics committees: 1368 


− Assistance with the establishment and operation of ethics committees, and evaluation of their 


processes 


− Training (courses, workshops, support in the preparation of guidelines/SOPs etc.) 


− A registry of ethics committees and documentation on their composition and activity could be 


established 


− Evaluation of clinical trials by ethics committees – the cooperation of EU ethics committees can 


be sought  


− Investigation of systems for accreditation 


− Explore and establish frameworks for different types of information exchange  


This core set of actions should be refined in accordance with the results and will contribute to the 


update of the short term and long term activities, described hereunder. 


6.3.2.  Short Term activities: 1380 


In the following context, regional groups and associations of national regulatory authorities or ethics 


committee bodies will often facilitate activities and improve the efficiency and effectiveness of the 


activities involved. 


• Establishing and maintaining high level information on: 1384 


− the established regulatory frameworks for clinical trial authorisation (National Regulatory 


Authorities and ethics committees), GCP inspections, and investigator support and training in 


priority countries in order to identify and prioritise the areas for increased cooperation; this 


action can be  done by assessment of the available systems, partly as a collaborative work with 


other established initiatives.  


− the level of activity in the field of clinical trials (numbers, types and purpose [national 


market/’export’] of clinical trials), in order to identify the interest of the country. This action 


requires identification of other sources of information (e.g. registries of clinical trials, National 


Regulatory Authorities etc). 


− information on relevant activities underway by other regulatory authorities or international 


organisations/initiatives/partnerships. 


• Establishing, sharing and maintaining a list of relevant contact points for the organisations , 1396 


authorities and initiatives (international, regional, national etc.) involved in these areas including 


the priority countries  


• Establishing links – formal and informal – with other projects and initiatives in relation to the 1399 


priority countries: 
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− Inventory of all organisations and initiatives (international, regional and national e.g. WHO 


mediated groups, ASEAN, African initiatives such as Health Organization (WAHO) and ECOWAS 


etc.) and training and other capacity building initiatives already implemented and ongoing by 


these organisations. 


1401 


1402 


1403 


1404 


1405 


1406 


1407 


1409 


1410 


1411 


1412 


1416 


1418 


1419 


1420 


1421 


1422 


1423 


1424 


1425 


1427 


1429 


1430 


1433 


− Inventory of the models of initiatives implemented and their real efficacy  


− Information on relevant activities underway by other regulatory authorities and international 


partners. 


6.3.3.  Long Term activities: 1408 


The establishment of a “Service” or “Centre” that could enable sharing - through continuous links with 


the international organisations,  the European Union Member States and institutions and those of third 


countries, as well as NGOs (non-governmental organisations) - the following (and other) information 


for each country where a relevant number of clinical trials are conducted: 


1. the laws and regulations governing this field;  1413 


2. Information on National Regulatory Authorities, ethics committees and GCP Inspectorates; 1414 


3. Centres or Research Groups with experience on conducting  trials according to the above 1415 


mentioned ethical and GCP requirements, as shown by favourable reports from GCP Inspectorates; 


4. models of initiatives implemented and information on obstacles encountered and their real efficacy. 1417 


This could provide a useful support for implementing interventions that can be more targeted to the 


real needs, more selective, complementary and avoiding duplication. The interventions should be 


defined on the basis of the results of experiences already carried out with success, to contribute to the 


process of ensuring that research on medicinal products respects GCP and ethical requirements in 


accordance with the international human rights law.  


In this way, such a  “Service” would allow the participating partner countries and international 


organisations to be up to date on the latest developments in the field could be particularly useful for in 


the following contexts: 


1. when the European Medicines Agency and National Regulatory Agencies need to verify compliance 1426 


to the principles of GCP for a certain clinical trial; 


2. when the European Medicines Agency and other international, regional and national organisations 1428 


or NGOs want to support a country through capacity building initiatives, such as training 


programmes for investigators or for members of ethics committees or GCP inspectors; 


3. when a scientific institution or a pharmaceutical company wants to conduct a clinical trial; 1431 


4. when a qualified institution wants to provide advice on the preparation of regulations or procedures 1432 


in this field. 


Regulatory action/action plan 1434 


1. Refer to the Action Plan outlined in section 6.3 of the Reflection paper for detailed actions. 1435 
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 1436 


1438 


1439 


1440 


1446 


1447 


1448 


1449 


1450 


1451 


6.4.  Resource considerations 1437 


It is recognised that additional resources will be needed to address these objectives, both short and 


long-term. Liaison and communication with the actors identified below will help to establish possible 


funding and collaboration opportunities. 


• The European Medicines Agency  1441 


• Interested EU Member States  1442 


• EU Commission  1443 


• National Regulatory Authority partners interested or concerned by such initiatives 1444 


• International and regional organisations:  1445 


− Organisations responsible for funding projects 


− Organisations responsible for organizing the activities (without funding): to be categorized for 


areas of activity (e.g. training, legislation, GCP, etc.) 


− Organisations that fall under both categories  


In this context it is recognised that WHO in particular has a range of activities ongoing that are of 


particular relevance and interest. 


Regulatory action/action plan 1452 


1. EMA will identify resource requirements and budget to support EMA participation to capacity 1453 


building activities, as part of its work programmes for 2011 and onwards. 1454 


2. EMA will identify and work with other funding bodies in order to benefit from potential funds to 1455 


support EMA or EU Member State experts contribution to capacity building exercises. 1456 


3. EMA will identify and work with other funding bodies in order to identify funds that may help 1457 


delegates from concerned third countries to participate and benefit from capacity building 1458 


exercises. 1459 


1461 


1464 


1465 


1466 


1467 


1469 


1470 


1471 


6.5.  Example of initiatives 1460 


GCP Inspections: 


• Increase the number of inspections in developing countries 1462 


• Encourage observed and joint inspections with local authorities 1463 


The EMA and FDA have agreed to launch an initiative on GCP, with the following key objectives: 


1. To conduct Periodic Information Exchanges on GCP-Related Information 


2. To conduct collaborative GCP  


3. To share information on interpretation of GCP 


• Harmonization of practice 1468 


The European Medicines Agency, through its GCP IWG (Inspectors Working Group) organises every 


year specific training for EU inspectors. Since 2007 it has included representation from WHO 


(2007, 2008 and 2009), and other non EU regulatory authorities (e.g. Argentina, Brazil, Ghana, 
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South Africa and USA were involved in the 2008 training course, and Argentina, Australia, Canada, 


India, Japan, Mexico and USA in 2009), in order to contribute to increase the communication and 


sharing of best practices and expertise among regulatory authorities from within the EU and from 


third countries in relation to GCP inspection activities. 


1472 


1473 


1474 


1475 


1477 


1478 


1479 


1480 


1481 


1483 


• About joint inspections, harmonisation of practice and information exchange, the EMA and FDA 1476 


have agreed to launch an initiative on GCP, with key objectives including: 


− Periodic Information Exchange on GCP-Related Information 


− To conduct collaborative GCP inspections 


− To share information on interpretation of GCP and best practice 


Regulatory authorities (evaluation and inspection sectors): 


• Assessment of / assistance in implementing National Regulatory Authorities  1482 


WHO, Immunization standards, strengthening national regulatory authorities, 


www.who.int/immunization_standards/vaccine_regulation/nra_rp_info/en/index 1484 


1487 


1491 


1492 


1493 


1494 


• Training (courses, workshops, support in the preparation of guidelines/SOPs etc.) 1485 


• EDCTP training course on GCP, Gambia, 7-11 May 2007 1486 


Scientific / technical support: 


• Protocol assistance/Scientific Advice 1488 


• Assessment of clinical trials and clinical data   1489 


• The European Medicines Agency is working, in cooperation with the European Commission DG 1490 


Development and with WHO on a project to help regulators from less well developed National 


Regulatory Authorities, to develop their expertise in the review of Marketing Authorisation 


Applications. 


Ethics Committees: 


• Assessment of / assistance in implementing ethics committees  1495 


• FERCAP initiative, www.fercap-sidcaer.org 1496 


• Training (courses, workshops, support in the preparation of guidelines/SOPs etc.) 1497 


• Evaluation of clinical trials. 1498 


• Investigation of systems for accreditation 1499 


• Information exchange 1500 



http://www.who.int/immunization_standards/vaccine_regulation/nra_rp_info/en/index

http://www.fercap-sidcaer.org/
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7.  Regulatory action overview 1501 


Regulatory actions described in the text are summarised in this chapter. 1502 


1507 


1509 


1510 


1512 


1513 


1515 


1516 


1518 


1519 


1520 


1522 


1525 


1527 


1528 


1530 


1531 


1532 


1534 


1535 


1536 


1537 


1539 


7.1.  Clarify the practical application of ethical standards for clinical trials, 1503 
in the context of EMA activities 1504 


7.1.1.  Local Ethics Committee and national Regulatory Authority oversight 1505 


• Failure to submit a protocol to an independent ethics committee is a serious violation of ethical 1506 


standards. 


• EU Competent authorities should refuse to consider data obtained in such an unethical manner, 1508 


when submitted in support of a MAA in accordance with Directive 2001/83 EC or Regulation EC 


726/2004. 


• Requirements for submission to the national regulatory authority of each country in which the trial 1511 


is conducted and to the ethics committee(s) in those countries must be complied with, and 


evidence of both submissions and approvals provided. 


• The applicant for a MAA should provide EU Competent Authorities with a summary of ethics 1514 


committee, and National Regulatory Authority approvals of each clinical trial supporting the MAA. 


This information should form part of the clinical study report in accordance with ICH E3. 


• EU Competent Authorities should identify those studies that may give rise to special ethical concern 1517 


(e.g. arising from their design, the local regulatory framework within which they are conducted, 


the vulnerability of the study subjects) and where applicable to seek additional assurance that the 


trials have been ethically conducted. 


• Where clear serious concerns are identify the EU competent Authority should communicate these 1521 


concerns to the National Regulatory Authority of the Country (ies) concerned. 


7.1.2.  Information/Consent Procedure 1523 


• Failure to obtain informed consent (and/or assent where applicable) is a serious violation of ethical 1524 


standards. 


• EU Competent Authorities should refuse to consider data obtained in such an unethical manner, 1526 


when submitted in support of a MAA in accordance with Directive 2001/83 EC or Regulation EC 


726/2004.  


• The applicant for a MAA should provide EU drug regulatory authorities with a summary of the 1529 


consent processes used and any variations of those processes in the clinical trials supporting the 


MAA. and include sample information sheets on consent forms. This information should form part 


of the clinical study report in accordance with ICH E3. 


• EU Competent Authorities should identify those studies that may give rise to special ethical concern 1533 


regarding the consent process (e.g. arising from the patient population included and their capacity 


to provide informed consent, the regulatory framework within which they are conducted, the 


vulnerability of the study subjects) and where applicable to seek additional assurance that consent 


was properly obtained. 


• Additional good practice guidelines on the communication of the information to the potential 1538 


participants in research may be required to better describe some research situations and should be 
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developed, with input from patients’ organisations and community groups as well as other experts 


in ethics and clinical trials. 


1540 


1541 


1544 


1545 


1546 


1548 


1549 


1550 


1552 


1553 


1556 


1558 


1559 


1560 


1562 


1563 


1566 


1567 


1569 


1570 


1572 


1573 


1574 


1576 


1577 


7.1.3.  Confidentiality 1542 


• EU Competent Authorities will refuse to consider reports which fail to properly protect the 1543 


confidentiality of the trial subjects, when submitted in support of a MAA in accordance with 


Directive 2001/83 EC or Regulation No (EC) 726/2004. These reports should be returned to the 


applicant and the breaches of confidentiality rectified prior to eventual resubmission. 


• The applicant for a MAA should provide EU Competent Authorities with a summary of the steps 1547 


taken to protect confidentiality and the consent obtained to enable the use of and access to the 


subjects’ data. This information can form part of the clinical study report section on ethical 


considerations and informed consent in accordance with ICH E3. 


• EU Competent Authorities should identify those studies that may give rise to special concern 1551 


regarding confidentiality (e.g. arising from the use of genetic information or bio banked samples) 


and where applicable seek additional assurance that confidentiality has been properly maintained. 


7.1.4.  Fair Compensation 1554 


• Failure to provide fair compensation by insurance or indemnity is a serious violation of ethical 1555 


standards 


• The applicant for a MAA should provide EU Competent Authorities with a summary of the provisions 1557 


made to provide for the fair compensation of subjects for trial related injury. This information can 


form part of the clinical study report section on ethical considerations and informed consent in 


accordance with ICH E3. 


• EU Competent Authorities should identify those studies that may give rise to special concern 1561 


regarding insurance, indemnity or compensation for research related injury and where applicable to 


seek additional assurance that trial subjects’ interest have been protected. 


7.1.5.  Vulnerable populations 1564 


• The inclusion of vulnerable subjects in a clinical trial without the approval of the ethics committee 1565 


and without implementation of the appropriate consent processes is a serious violation of ethical 


standards. 


• EU Competent Authorities should refuse to consider data obtained in such an unethical manner, 1568 


when submitted in support of a MAA in accordance with Directive 2001/83 EC and Regulation No ( 


EC) 726/2004. 


• The applicant for a MAA should provide drug regulatory authorities with an adequate and 1571 


appropriate justification for inviting vulnerable individuals or groups to serve as research subjects 


and the description of the specific measures and means implemented to protect their rights and 


welfare. This information can form part of the clinical study report in accordance with ICH E3. 


• EU Competent Authorities should identify those studies that may give rise to special ethical concern 1575 


regarding the inclusion of vulnerable populations and where applicable to seek additional assurance 


that the inclusion of such populations was justified and their rights and welfare protected. 
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7.1.6.  Placebo and Active Comparator 1578 


• Sponsors should describe in detail in the protocol and in the clinical study report the justification 1579 


for the use of placebo and/or choice of active comparator in accordance with the ethical principles 


referred to above. This information can form part of the clinical study report in accordance with 


ICH3 and protocol in accordance with ICH E6. 


1580 


1581 


1582 


1584 


1585 


1587 


1588 


1592 


1593 


1595 


1596 


1598 


1599 


1603 


1604 


1605 


1607 


1608 


1609 


1611 


• EU Competent Authorities will identify those studies that may give rise to special ethical concern 1583 


regarding the use of placebo or other comparators and where applicable to seek additional 


assurance that the design was appropriate and ethically acceptable. 


• Where it is determined that a study design was not acceptable in accordance with the 1586 


aforementioned criteria, it should not be accepted in support of a MAA in accordance with Directive 


2001/83 EC and Regulation No (EC) 726/2004. 


• Sponsors should seek scientific advice on study design before carrying out the trials. 1589 


7.1.7.  Access to treatment post trial 1590 


• Sponsors should describe in the protocol and in the clinical study report the provisions made with 1591 


respect to access to treatment post trial. This information can form part of the clinical study report 


in accordance with ICH E3. 


• EU Competent Authorities should identify those studies that may give rise to special ethical concern 1594 


regarding access to treatment post trial and where applicable to seek additional assurance that the 


solution was appropriate and ethically acceptable. 


• The applicant should explain in the MAA how the medicinal product has been/will be made available 1597 


in the countries where the trials were conducted and this information should be summarised in the 


European Public Assessment Report (EPAR). 


7.2.  Determine the practical steps undertaken during the provision of 1600 
guidance and advice in the drug development phase. 1601 


• Clinical trials are conducted not only for submission to the EEA but also to many other regulators 1602 


worldwide. In order to minimise risk of non-approvability of the application due to the choice of 


study populations not applicable to the EEA population or trial designs not acceptable in the EEA 


sponsors should seek EU scientific advice prior to the conduct of those trials.  


• EMA Committees and working Parties (and assessors) evaluating requests for Scientific Advice, 1606 


Orphan designation, and Paediatric Investigation Plans should systematically consider the issues 


raised in this reflection paper and apply the proposals during their assessments and 


recommendations/opinions provided to the applicants. 


• Applicants should clearly explain why data from the patient populations selected are applicable to 1610 


the EEA population unless the product is intended to be used outside the EEA. 
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7.3.  Determine the practical steps to be undertaken during the Marketing 1612 
Authorisation phase 1613 


7.3.1.  Points to consider during the assessment process: identify 1614 
assessment issues and processes 1615 


• The European Medicines Agency should establish a pool of experts to advise the CHMP in its 1616 


assessment of the ethical aspects of clinical trials submitted with the MAA, and define their 


membership, required expertise, mandate and procedures, and the process by which the CHMP, 


EMA or other agency scientific committee, may consult them. Such consultation may be on general 


matters of principle involved in establishing requirements and guidance, or specific cases involving 


particular trials and products. 


1617 


1618 


1619 


1620 


1621 


1623 


1624 


1625 


1628 


1630 


1632 


1633 


1636 


1638 


1642 


1643 


1644 


1646 


1647 


1648 


1649 


1650 


• EU Competent Authorities should develop a system for review of MAA dossiers, and identification of 1622 


studies of potential ethical or GCP concern, involving review at the time of validation by the EMA 


product team, and during the assessment by the assessment team and CHMP, supported by the  


EMA product team. 


7.3.2.  Inspections: triggers for inspection to be identified by assessor 1626 


• The criteria used as the basis for both routine and triggered GCP inspections should be further 1627 


developed. 


• The processes for identifying triggers for GCP inspections should be further developed and 1629 


systematised. 


• Frameworks for contact with National Regulatory Authorities, to gain information on the GCP 1631 


compliance and local inspection, in the countries where clinical trials take place should be 


developed. 


7.3.3.  Actions available in response to non compliance 1634 


• EU Competent Authorities should develop a system for regulatory action in case of non compliance 1635 


with ethical and GCP requirements. 


• Where clear serious concerns are identify the EU competent Authority should communicate these 1637 


concerns to the National Regulatory Authority of the Country (ies) concerned. 


7.3.4.  Transparency, including improvement of EPAR content and 1639 
consistency 1640 


• The CHMP assessment report and the European Public Assessment Report should describe clearly 1641 


the clinical trials included in the Marketing Application dossier, listing the trials and details 


concerning their conduct. The applicant should provide tabular listings of this information to 


facilitate this process. 


• The EPAR should describe the assessment of the ethical issues and GCP compliance of the trials in 1645 


the Marketing Authorisation Application, steps (including inspection) taken to confirm this and 


expert advice sought.   The EPAR should confirm that the trials have are considered to have 


fulfilled requirements, or, if that is not the case should describe the circumstances and details of 


studies which have been found not conducted in accordance with ethical requirements and GCP, 


and the actions taken as a consequence.. 
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7.4.  International cooperation in the regulation of clinical trials their 1651 
review and inspection and capacity building in this area 1652 


7.4.1.  Identification of Priorities 1653 


• The EMA will prioritise the third countries with which it will focus its interaction based firstly on the 1654 


numbers of trial subjects recruited there as part of clinical trials submitted to EMA and secondly on 


a review of the regulatory systems in place for the supervision of clinical trials in those countries. 


1655 


1656 


1659 


1661 


1666 


1668 


1670 


1671 


7.4.2.  Identification of Opportunities and partners 1657 


• The EMA will identify other initiatives that are being carried out in the area of clinical trials 1658 


supervision, mapping of regulatory systems in place and capacity building. 


• EMA will identify contact points with the other initiatives in order to identify partnerships for joint, 1660 


common or coordinated activities. 


7.4.3.  Action Plan 1662 


• Refer to the Action Plan outlined in section 6.3 of the Reflection paper for detailed actions. 1663 


7.4.4.  Resource considerations 1664 


• EMA will identify resource requirements and budget to support EMA participation to capacity 1665 


building activities, as part of its work programmes for 2011 and onwards. 


• EMA will identify and work with other funding bodies in order to benefit from potential funds to 1667 


support EMA or EU Member State experts contribution to capacity building exercises. 


• EMA will identify and work with other funding bodies in order to identify funds that may help 1669 


delegates from concerned third countries to participate and benefit from capacity building 


exercises. 
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