NATIONALBIOETHICS COMMISSION

OPINION
on the establishment of ethics committees that review biomedical research

The National Bioethics Commission met upon invitation by the President
thereof on 18.02.05, 15t and 22.04.05 and organized experts hearings on 29.03.05 in
order to consider the ethical and social issues within its jurisdiction which arise from
the establishment and operation of Review Ethics Committees (RECs) in biomedical
research (review ethics committees/ research ethics committees/ local ethics
committees).

The Commission's Opinion on clinical trials of medicinal products (21.01.2005)
dealt with issues of protection of persons taking part in biomedical research. In
addition, it specified the critical points of the general statutory framework upon which
the ethical review of clinical trials of medicinal products is based with a view to
facilitating its implementation. The Commission repeats that according to law clinical
trials of medicinal products are subject to ethics review by the National Ethics
Committee for Clinical Trials.

Clinical trials of medicinal products, however, account only for part of
biomedical research. This domain also includes other means or methods of treatment
as well as research involving the processing of biological human samples or biological
personal data.

The Commission has already promulgated specific proposals on these issues in
previous Opinions. It acknowledges, however, that these research projects are not
systematically submitted to ethical review in Greece. This derogation from the
internationally established standards and practices mars the authority of research
conducted in our country because, on the one hand, it may entail risks for the persons
involved and, on the other hand, it hinders international co-operation, financing or
even the publication of results in authoritative scientific journals.

It should be mentioned at this point that current legislation (Act 2519/1997)
provides for specialized boards within hospitals which are responsible for protecting
the rights of patients in general. These boards have a wide responsibility to hear
complaints from patients and to settle problems regarding the exercise of their rights,
as specified in article 57 of Act 2071/19921. However, they cannot adequately meet

! These are three-member committees set up by decision of the Board of Directors in the
communication departments of public hospitals. There is no need to amend this law, particularly to the
extent that these issues also fall in the remit of independent authorities (Ombudsman, Data Protection
Agency). Besides, responsibility for such matters also rests with the Review Committee of the Ministry
for Health (art. 1 Act 2519/1997) which has the authority to carry out inspections.
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the requirements of ethics review in biomedical research as specified by international
norms.

The starting point for considering Review Ethics Committees was: a) a question
to that effect brought by the General Secretariat of Research and Technology, b)
requests received at various times by the Bioethics Commission from individual
researchers seeking competent opinion bodies for their research projects, and, c)
guestions submitted by higher education institutions seeking guidelines for the
establishment and operation of RECs.

The purpose of the present Opinion is: (a) to inform all concerned citizens of
the role of RECs, (b) to outline the present situation in Greece, and, (c) to make a
proposal on the establishment and operation of RECs.

A. The role of RECs

The RECs are usually advisory and auxiliary boards for researchers or research
agencies. They consider all matters regarding the protection of persons about to
participate or participating in research projects which are submitted for approval to
the responsible authorities. They also review projects involving the use of biological
human samples or the data emanating from them.

The task of RECs is to evaluate research projects according to internationally
recognized ethical principles and good professional practice models. As this review is
critical both for the participants or research candidates as well as for researchers, the
procedure and composition of these committees are essential parameters for the
quality of evaluation.

It is acknowledged internationally that proper evaluation depends on
observing four principles: independence, competence, pluralism and transparency.

In the performance of their tasks, RECs verify compliance with the rules of law
incorporated in international and national legislation (e.g. the Oviedo Convention and
its Additional Protocols) as well as with the ethical rules of the International Code of
Medical Ethics and the Helsinki Declaration?. The International Code of Medical Ethics
lays down the principles that should govern medical practice in general and defines
the obligations of physicians vis-a-vis patients, society and their colleagues. The
Helsinki Declaration specifies these principles in the field of biomedical research on
human subjects.

B. The situation in Greece
The facts

With the present Opinion, the Commission attempted a broad outline of the
ethics boards operating in national hospitals and research centers. It concluded the
following:

2 See Opinion and accompanying Report on Clinical Trials.
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In the Regional Health and Welfare System (RHWS) only 23,5% of the RECs
stipulated by law are actually implemented. Of the hospitals under the National Health
System (NHS), 15% have separate RECs, distinct from Scientific Boards, while in 65%
the Scientific Board also doubles as an REC. A number of big hospitals set up as private
law corporations (in either the public or the private sector) also have RECs.

At all events, regardless of the public or private character of hospitals, more
than 90% of ethics boards are comprised exclusively of physicians with one pharmacist
and one nurse or midwife. Law experts, clergy members or representatives of local
authorities sit only exceptionally.

In research centers carrying out biomedical research, the establishment and
operation of RECs is the exception given that only 20% of such centers have one.
Among higher education institutions, one University has adopted a code of conduct
for researchers which provides for a REC while at least two others are in the process
of adopting a similar code.

Legal status

Currently, the law provides a system of ethical review in biomedical research
only for clinical trials of medicinal products.

As stated in the Opinion on Clinical Trials, community Directive 2001/20 was
transposed in our national legislation. A National Ethics Committee for Clinical Trials
within the NOM (National Organization for Medicines) is provided for.

In addition, the law provides for RECs within the RHWS (art. 2 Act 2889/2001)
with general jurisdiction but only for NHS hospitals. These committees are entrusted
specifically with a potential "first instance" review of clinical trials of medicinal
products, issuing an opinion for the NOM Committee.

Finally, legislation was passed some time ago stipulating that Ethics
Committees in Health Sciences must be created in all hospitals either public or private
(art. 61 (4) Act 2071/1992). However, these are delegating provisions that have
remained idle. Pursuant to Act 2889/2001 (art. 5), specifically as regards the NHS, the
tasks of these committees are performed by the Scientific Boards of NHS hospitals.
Scientific Boards, however, are not suitable for ethics review because they include
only professionals from health sciences in violation of the principle of pluralism, on
the one hand, and because board members are elected to office, which leaves them
exposed to pressure and undue influence against the principle of independence, on
the other hand.

As of yet the law does not provide for RECs in clinical trials of other - than
medicinal products - means or methods of treatment neither for research requiring
the processing of biological human samples or biological personal data.

Moreover, it does not set down rules for the structure and operation of RECs,
except for the NOM Committee.



C. Proposals

Clinical research involving human subjects - testing either medicinal products
or other treatments - and biomedical research involving the processing of human
biological samples or personal data must meet certain ethical norms on the protection
of participants.

The funding of biomedical research by public authorities (e.g. the EU) as well
as the publication of results (either for publicly or privately funded research) are
conditional upon safeguards ensuring research complied with these standards. In this
respect, research ethics has an ultimate impact on scientific validity itself.

Ethics review should be efficient and safeguard the rights of participants whilst
offering appropriate solutions in order not to discourage research.

In this spirit, the Commission proposes the following:

1. Any form of biomedical research (clinical or involving processing of human
biological samples or personal data - in higher education institutions or
private/ public hospitals) should be subject to ethics review by a REC at least
on one level to ensure certification of suitability.

2. RECs must be independent, they should be established and they should
operate in accordance with fixed and internationally accepted rules,
compliance to which should possibly be attested by the appropriate body of
the supervising authority of each research unit (e.g. the National Board of
Medical Ethics of the Ministry for Health, the Bioethics Commission of the
General Secretariat of Research and Technology). The National Bioethics
Commission provides draft guidelines in the attached Annex.

3. Clinical research conducted in hospitals or in higher education institutions
should be reviewed on a geographical division level - within the respective
geographical district; RECs should be created by law specifically for research in
the relevant regional or local sections of the Ministry for Health. The ethics
committees provided within the RHWS are probably inadequate because their
jurisdiction extends only to NHS hospitals (therefore, research should be
exempted from their responsibilities).

4. In the context of clinical trials of medicinal products, the approval granted by
a REC should be considered as an opinion to assist the NOM Committee in the
performance of its tasks.

5. Thereview of non-clinical research conducted by research agencies supervised
by the General Secretariat for Research and Technology (GSRT) should come
under the jurisdiction of the GSRT Bioethics Commission.

6. The review of non-clinical research conducted in higher education institutions
should be entrusted in RECs whose establishment and operation, in
accordance with the guidelines specified in the Annex, are to be encouraged
by the Ministry for Education.



7. By way of supplementary measures, the Ministry for Health and the GSRT
should encourage (via relevant information campaigns) the establishment of
ethics boards in research units (hospitals or other). Review by such boards
enhances the credibility of research proposals and facilitates the work of the
responsible RECS as specified above.

8. Legislation should be cleared of unnecessary (and idle) provisions. In
particular, the jurisdiction of Scientific Boards in NHS hospitals to consider
ethical issues causes a typical confusion of duties which is incompatible with
international norms.



ANNEX
Guidelines on the establishment and operation of Review Ethics Committees
1. Aim - Role of RECs

In biomedical sciences, the purpose of ethical review of research projects
involving human subjects or requiring the use of nominal biological samples or of the
ensuing data is to protect the rights of participants or candidates. In this way, RECs
safeguard the work of researchers and warrant the credibility of research studies.

The role of a REC is to evaluate research proposals and decide whether they
comply with internationally established models of good professional practice and
ethics; also to monitor the proper conduct of such research.

2. Composition

The composition of RECs must warrant the necessary global consideration and
evaluation of the scientific, methodological, legal and ethical issues arising from
research and ensure independence of judgment free of bias and undue influence.

The number of committee members should preferably range from seven to
nine. It would be appropriate to include experts from medical and biological sciences,
one jurist, one philosopher or social scientist or theologist and laypersons. At least one
third should be comprised of persons outside the biomedical sciences not entertaining
relations of dependence with the organization that conducts the research or any other
vested interests that may affect their judgment.

Deputy members should be appointed to ensure full composition in case a
conflict of interest arises. Conflict may arise, in particular, when a REC member, head
of department or employee or co-worker thereof participates in the project under
evaluation.

3. Meetings and quorum

RECs should meet frequently and regularly. A quorum is obtained when the
members present are more than the absent members and at least one member
present does not come from biomedical sciences.

4, Decisions

RECs may decide legally if there is a quorum, provided that research applicants
have put forward all supporting documents. RECs may seek the opinion of
independent experts, if they think it fit. Decisions are made without guests present
and, if possible, unanimously. Members with conflict must abstain from decision-
making.

5. Obligations and tasks

RECs must motivate their decisions and the recitals should be communicated
in writing to the research applicants. They must keep records of submitted
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applications and motivated decisions. In addition, they must monitor the course of the
research project, make a new evaluation of the research - if they have sufficient
grounds to do so - and verify the timely publication of the results, irrespectively of
whether they confirm the assumptions of the research or not.

6. Scope of review

The scope of review involves mainly issues pertaining to:

compliance with the rules of law incorporated in related international and
national legislation (e.g. Oviedo Convention and its Additional Protocols).
the information to be provided to participants prior to obtaining their
consent, as it constitutes an essential element of validity.

For this purpose, RECs consider the content of the information
materials drawn up for the research in question in order to verify that they
are simple and understandable (to a primary school graduate) and avoid
the use of technical terms. They also verify if the information provided to
candidates is complete and approve the consent form.

In case new information that should be known to volunteers is added
in the course of research, the form must be adjusted accordingly and
resubmitted for approval to the REC.
the protection of personal data of participants.

Sensitive personal data (e.g. medical and/or genetic data) may be
legitimately collected, processed and stored provided the Personal Data
Authority has granted an authorization to that effect. Although medical
confidentiality covers physicians provided they do not communicate such
data to third parties, in research, the physician is not always the same
person as the researcher. Besides, third researchers often need to access
such data. Therefore, the appropriate procedure for the researcher is to
produce an authorization from the Data Protection Authority and, in all
cases, to communicate to the REC (a) the names and qualification of the
people who will have access to the personal data of the participants, (b)
the measures taken to safeguard the confidentiality of such data and
samples, if nominal, and, (c) the place and duration of keeping such
records.
the selection and prospecting for volunteers.

In evaluating research proposals, RECs consider and, if necessary,
suggest improvements on matters related with: (a) the characteristics of
the population group from which volunteers will be drawn, including sex,
age, education, financial situation, nationality and cultural background, (b)
the way volunteers will be approached, (c) the way volunteers will be
informed, and, (d) the criteria of selection and rejection of volunteers
the protection of health and security of participants.

Critical issues to be considered by RECs in biomedical research include:
(a) the provision of health services to the participants during and after



completion of research, (b) the suitability of medical follow up and the
psychological and social support to be given to participants, (c) measures
to restore eventual damages incurred to participants as a result of their
participation in the research, (d) measures for indemnification and
insurance of participants in the event of harm.

e the social impact of research.

RECs consider, if applicable, the impact of the proposed research on
the community, especially the particular communities the participants
originate from. Moreover, it examines the ways in which the community is
informed about the research and the expected benefits for it. Finally, it
reviews the way of communication of the results to the concerned
community and the participants.

7. The pedagogical role of RECs

RECs are encouraged to organize seminars and public debates on ethical issues
in order to inform and sensitize the staff of research institutes within their jurisdiction.
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