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Abstract

The industrialization and internationalization of biomedical research is not without
consequences on the regulation of research or, at least, on the interpretation of
that regulation. As more research is done at the international level, the pharma-
ceutical industry and the research community are calling for a harmonized regula-
tion to limit the administrative burden of controlling clinical trials and to fasten
the R&D process. The purpose of this paper is to analyse briefly the role of the
national laws in that process. Part I will outline the structure and the nature of
the international regulation of research in a European perspective. Using the
examples of research ethics committees (RECs), informed consent and the question
of liability and liability insurance, Part II will analyze the importance of the
national laws in the implementation of this international regulation.

Introduction

During the last decade, there has been a trend towards industrialization and inter-
nationalisation of biomedical research. In the 90s, the share of research financed
by the pharmaceutical industry increased from 40 to 80 %.1 Of course, this is
not without raising serious concerns about the independence and integrity of
science. There are growing concerns about the conflicts of interest that may occur,
for instance, when research is conducted with private funding in universities. The
industrialization of research is also linked to an increase of its international di-
mension. The costs of drug development are such that products need to be
marketed worldwide to meet profitability. According to the Tufts Centre for the
Study of Drug Development, average drug R&D costs have reached $ 802 million
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in 2001. In order to speed up the development process and increase the chances
of obtaining the necessary authorization for marketing, the research industry has
become increasingly internationalized. For instance, in July/August 2003, the Im-
pact Report of the Tufts Centre acknowledged the fact that “During 2000-02, one
third of all U.S.-based contract research organizations (CROs) opened a foreign
office and increased their global recruitment of clinical trial subjects and that
eastern Europe is the most attractive arena for recruiting clinical trial participants
outside of the United States, western Europe, and Japan.”2 It is interesting to note
the attractiveness of Eastern Europe. The dramatic increase of the research activities
in this region may in part be explained by the interest of the pharmaceutical in-
dustry to have access to this new and promising market. Its interest may have more
to do also with the availability of facilities to conduct research in those countries.

The industrialization and internationalization of biomedical research is not
without consequences on the regulation of research or, at least, on the interpretation
of that regulation. As more research is done at the international level, the pharma-
ceutical industry and the research community are calling for a harmonized regula-
tion to limit the administrative burden of controlling clinical trials and to fasten
the R&D process. The purpose of this paper is to analyse briefly the role of the
national laws in that process. In part I, we will outline the structure and the nature
of the international regulation of research in a European perspective. In part II,
using the examples of research ethics committees (RECs), informed consent and
the question of liability and liability insurance, we will analyze the importance
of the national laws in the implementation of this international regulation.

I. The international regulation of biomedical research

1.1 In general

At first sight, the international regulation of biomedical research is characterized
by a large number of rules, whether deontological, ethical or legal.3 The Code
of Nuremberg (1947) enunciated for the first time some fundamental principles
aimed at the protection of the human subjects, in particular the rule of informed
consent. No research can be carried out if the human research subjects have not
given their free and informed consent prior to their participation. In principle, the
rule of free and informed consent as stated in the Nuremberg Code prohibits
research with children or incapacitated adults. Indeed, the Code of Nuremberg
has been praised as well as criticized for the very fact that it seems to authorize
solely research with persons capable of giving their consent.4 We should keep
in mind that it was adopted in reaction against the crime against humanity com-
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mitted in the name of the Nazi science. The understanding of biomedical research
has dramatically improved during the last few decades. The public interest to
pursue research with children or incapacitated adults is now widely recognized.5

Those researches are not by themselves immoral contrary to the famous quote
of Jean Bernard: “Research is necessary immoral but morally necessary”.

Nevertheless, two major international law conventions confirmed that prohi-
bition, namely the UN Covenant on civil and political rights (1966) insisting on
the fact that “no one shall be subjected without his free consent to medical or
scientific experimentation”, assimilating research “to torture or to cruel, inhuman
or degrading treatment or punishment”, as well as the Geneva Conventions (1949)
prohibiting any type of human experimentation in time of war.6 To the best of
our knowledge, there has been so far no case in front of the International Court
of Justice or report to the Human Rights Committee of the United Nation address-
ing the prohibition of biomedical research with children and incapacitated adults.
Anyhow the main rules of international law applying in the field of biomedical
research remain rather conservative.7

In the early 90s, with a strong support of the pharmaceutical industry, the first
ICH meeting took place in Brussels.8 ICH stands for The International Conference
on Harmonisation of Technical Requirements for Registration of Pharmaceuticals
for Human Use. The objective of ICH was the development of harmonized guid-
ance on technical issues concerning the marketing of drugs. The idea was to
eliminate the unnecessary duplication of tests and procedures in the authorization
for marketing process, thus, creating a minimum of delay in making new treatments
available to the patients. Among other more technical matters, the ICH also
developed guidelines on clinical trials. Those are the Good Clinical Practice:
Consolidated Guideline (hereafter: ICH-GCP) adopted in 1996 and later introduced
in the regulation of the European Medicine Evaluation Agency (EMEA), the US
Food and Drug Administration (FDA) and the Ministry of Health, Labour and
Welfare in Japan.

The ICH-GCP cannot be considered as a treaty in public international law.
The participating authorities are not involved as representatives of their govern-
ment. Theses guidelines are not submitted to the usual process of signature and
ratification of international treaties. They are adopted by each regulatory authority
as one of their own guidelines. Their legal force is therefore limited.9 As men-
tioned in its introduction:

“Good Clinical Practice (GCP) is an international ethical and scientific quality standard
for designing, conducting, recording and reporting trials that involve the participation of
human subjects. Compliance with this standard provides public assurance that the rights,
safety and well-being of trial subjects are protected, consistent with the principles that
have their origin in the Declaration of Helsinki, and that the clinical trial data are credible.”
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As we can see, the ICH GCP refers to another essential international code of
conduct for researchers: the World Medical Association Declaration of Helsinki
on the Ethical Principles for Medical Research Involving Human Subjects, first
adopted in 1964 and since revised five times in 1975, 1983, 1989, 1996 and 2000
(seven times if we include the notes of clarification added in 2002 and 2004).10

As indicated in the Declaration of Helsinki:

“The World Medical Association has developed the Declaration of Helsinki as a statement
of ethical principles to provide guidance to physicians and other participants in medical
research involving human subjects.”

The Declaration of Helsinki is mainly targeted at the medical profession. As such,
the Declaration of Helsinki is not a binding document but is intended to guide
the researchers in their practice. It remains an ethical code. In fact, the Declaration
stresses that “research investigators should be aware of the ethical, legal and
regulatory requirements for research on human subjects in their own countries
as well as applicable international requirements.” The Declaration is subsidiary
to existing regulatory framework. It has yet acquired a new legal status with the
entry into force of the new Commission Directive 2005/28/EC of 8 April 2005
laying down principles and detailed guidelines for good clinical practice as regards
investigational medicinal products for human use, as well as the requirements for
authorisation of the manufacturing or importation of such products.11 According
to article 3 of this new directive:

“Clinical trials shall be conducted in accordance with the Declaration of Helsinki on Ethical
Principles for Medical Research Involving Human Subjects, adopted by the General
Assembly of the World Medical Association (1996).”

It is interesting to notice that the directive refers to the 1996 version of the Declara-
tion, which corresponds to the version annexed to the ICH-GCP. This provision
in the European legislation gives a new dimension to the Declaration of Helsinki
that certainly deserves more attention for the future.

In the early 80s, another international set of rules was developed by the Council
of International Organization of Medical Sciences (CIOMS). The CIOMS was
created under the auspices of WHO and the United Nations Educational, Scientific
and Cultural Organization (UNESCO) in 1949 with among its mandates that of
maintaining collaborative relations with the United Nations and its specialized
agencies, particularly with UNESCO and WHO. In 1982, the CIOMS adopted
the first version of its International Ethical Guidelines for Biomedical Research
Involving Human Subjects, later revised in 1993 and 2002. As mentioned in their
background, those guidelines are:
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“Designed to be of use, particularly to low-resource countries, in defining national policies
on the ethics of biomedical research, applying ethical standards in local circumstances,
and establishing or redefining adequate mechanisms for ethical review of research involving
human subjects.”

The CIOMS guidelines are responding to the specific needs of least developed
countries, offering guidance in the conduct of North-South research projects. As
the ICH-GCP and the Declaration of Helsinki, the CIOMS guidelines are a non
binding document.

This brief overview of the regulation of biomedical research at the international
level shows a tension between rather conservative (even prohibitive) rules and
those more favourable to research. The present trend seems to go toward a regula-
tion more responding to the needs of the researchers and the sponsors, even if
the protection of the human subjects remains a crucial objective. Recent contro-
versies, especially concerning the latest revision of the placebo rule of the CIOMS
guidelines,12 showed the difficulties to reach an agreement on those conflicting
interests.

1.2. In Europe

Biomedical research at the European level is regulated by both the European Union
and the Council of Europe.13 In the field of drug trials, there is the Directive
2001/20/EC of the European Parliament and of the Council of 4 April 2001 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 use14 (hereafter the
Directive on Clinical Trials). The scope of this directive covers all clinical trials
with medicinal products for human use carried out in one or several Member States
of the European Union. It is meant to harmonize the implementation of the Good
Clinical Practices in the conduct of drug trial within the European Union. The
Directive 2001/20/EC has recently been completed by the new Commission
Directive 2005/28/EC of 8 April 2005 laying down principles and detailed guide-
lines for good clinical practice as regards investigational medicinal products for
human use, as well as the requirements for authorisation of the manufacturing
or importation of such products.15

According to the annex 1 of the Directive 2001/83/EC of the European Parlia-
ment and of the Council of 6 November 2001 on the Community code relating
to medicinal products for human use,16 “All clinical trials, conducted within the
European Community, must comply with the requirements of Directive 2001/20/
EC”. Even more “to be taken into account during the assessment of an application,
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clinical trials, conducted outside the European Community, which relate to medi-
cinal 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 shall be carried out in accordance with the ethical
principles that are reflected, for example, in the Declaration of Helsinki.” Thus,
if the Directive on Clinical Trial is aimed at protecting human subjects, it has also
for an objective to facilitate the recognition of clinical data on the efficacy and
safety of drugs during and after the procedure of authorization for marketing. It
could be said that this regulation is “market oriented” as it is primarily linked to
the control of the medicinal products’ market in Europe. This creates some prob-
lems of implementation. For instance, the drug agencies – as the competent author-
ities in assuring the safety of the medical products market – may not always have
the necessary resources to control clinical trials, such control having more often
to do with medical practice than with medical products.

Another important regulatory instrument of biomedical research in Europe is
the Convention for the protection of Human Rights and dignity of the human
beings with regards to the application of biology and medicine: Convention on
Human Rights and Biomedicine, Oviedo, April 4, 199717 (hereafter: the Conven-
tion on Biomedicine). According to article 1, the purpose of the Convention is
to “protect the dignity and identity of all human beings and guarantee everyone,
without discrimination, respect for their integrity and other rights and fundamental
freedoms with regard to the application of biology and medicine.” Specific provi-
sions regulate biomedical research, namely article 15 to 18. In contrast with the
Directive on Clinical Trials, the Convention on Biomedicine is mainly oriented
toward the protection of human rights in the field of biomedicine. On June 30,
2004, the Committee of Ministers of the Council of Europe completed the Conven-
tion by adopting the Additional Protocol to the Convention on Human Rights and
Biomedicine on Biomedical Research (hereafter: the additional protocol).18 The
scope of the additional protocol is all research on a person, except epidemiological
studies and research with biological material.

With the Directive on Clinical Trials, and the Convention on Biomedicine and
its additional protocol, it seems that the harmonization process of the legal frame-
work of biomedical research in Europe is at an advance stage. Those sets of rules
demonstrate a strong political will to guarantee for all patients in Europe a high
standard of protection in the field of clinical trial. One would expect that the same
conditions apply now from the south of Italy to the North Pole and that every
human subject in Europe is entitled to the same level of protection. Yet, there are
still many steps before speaking about uniformly harmonized regulation. In fact,
the very nature of the European legislation illustrates the difficulties to achieve
some degree of harmonization.
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The doctrine of direct effect is a legal principle that underpins EU law. Such
supremacy of EU law created a means for individuals to pull the EU law into
national policy debates and an obligation for national courts to set aside laws and
policies that violate European law.19 One of such obligatory documents are the
directives as stated for the first time in 1963 Van Gend en Loos case.20 However,
a directive in the EU legislation is only meant to impose an obligation to the
Member States to take the necessary measures for its implementation. “A directive
is binding with regard to the result to be achieved but allows Member States to
choose the means to achieve that result”.21 Obligatory directives will remain
declarative provisions at the national level if a Member State does not undertake
necessary actions to implement it. However, in such case the Commission, as the
“treaty guardian”, or other Member States can invite the non complying State to
provide explanation or put it on trial for non compliance to the given directive.

On the other hand, though means and remedies for a directive implementation
are prerogatives of choice of the Member States, a State is not absolutely free
in this process. The national remedies have to properly reflect the content of the
directive and a EU Member State must chose the most proper forms and methods
for incorporating the provisions of a directive.22 Thus, a directive is not in prin-
ciple directly applicable in the Member States, but it obliges the national subjects
– legislators, government and all those who are directly or indirectly responsible
for implementation of the provisions of a directive – to act purposefully and
competently.23

According to its articles 23ff, it is the duty of the parties to the Convention
on Biomedicine to provide appropriate judicial protection, compensation and
sanction in case of unlawful infringement of the rights and principles set forth
in the Convention. There is no provision granting an appeal to the European Court
of Human Rights if a State fails to fulfil its responsibilities in this matter. At best,
a plaintiff may invoke the Convention on Biomedicine in the interpretation of the
European Convention on Human Rights in a case in front of the European Court
of Human Rights. This is also true for the additional protocols to the Conven-
tion.24

In both cases, the Directive and the Convention, the EU Member States and
the parties to the Convention bare important responsibilities in their implementa-
tion. This is confirmed in the wording of those laws. For instance, article 22 of
the Directive states that:

“1. Member States shall adopt and publish before 1 May 2003 the laws, regulations and
administrative provisions necessary to comply with this Directive. They shall forthwith
inform the Commission thereof.
2. Member States shall communicate to the Commission the text of the provisions of
national law which they adopt in the field governed by this Directive.”
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End of 2004, six Member States had not yet made the necessary changes in their
legislation or, at least, had not yet informed the Commission to what extent their
legislation already met the requirements of the Directive.25 As we will see in
part II of this paper, this may not mean that those States are reluctant to implement
the Directive, but more simply that they are satisfied with their present system
of protection of the human subjects in clinical trials. According to article 30 of
the Convention on Biomedicine:

“On receipt of a request from the Secretary General of the Council of Europe any Party
shall furnish an explanation of the manner in which its internal law ensures the effective
implementation of any of the provisions of the Convention.”

Yet, as mentioned above, there is no direct sanction against a State which has
ratified the Convention if it does not meet its obligation to implement it.

II. National laws in the implementation of the international regula-
tion

To assess the degree of protection granted by the Directive on Clinical Trial and
the Convention on Biomedicine, it is necessary in any case to refer to the national
legislation. We should now analyse more in detail in a comparative law perspective,
the rules on research ethics committees (REC), on research with minors and
incapacitated adults (especially in relation with their informed consent and their
legal representative), and on liability and liability insurance in clinical trials. In
this process, we will refer in particular to the legislation in the Baltic countries,
namely Estonia, Lithuania and Latvia.26

2.1. Research Ethics Committees (RECs)

In the 1975 Tokyo revision of the Declaration of Helsinki was introduced the
obligation to submit the protocol of all clinical trials for review by an “independent
committee” prior to their initiation. It is now a common rule in all regulation of
biomedical research, whether ethical or legal, that such review takes place to assess
the scientific merits of the research project, its ethical acceptability and the ade-
quate level of protection of the human subjects. Such bodies can be designated
as “research ethics committee” (REC), “ethical review committee”,27 “independent
ethics committee”(IEC),28 or “institutional review board” (IRB) in the US regula-
tion.
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According to paragraph 1.27 of the ICH-GCP:

“The legal status, composition, function, operations and regulatory requirements pertaining
Independent Ethics Committees may differ among countries, but should allow the IEC
to act in agreement with GCP as described in this guideline.”

Neither the Directive on Clinical Trials, nor the Convention on Biomedicine is
more explicit concerning the research ethics committees. Article 6 paragraph 1
of the Directive only prescribes that “for the purposes of implementation of the
clinical trials, Member States shall take the measures necessary for establishment
and operation of Ethics Committees.” In fact, the status and organization of the
REC are different in each country due to various factors, such as the organization
of the healthcare system and the universities, or the existence of a centralized or
decentralized administration. Some legislations are rather detailed, while others
leave the competence to local or regional authorities to define the operating
procedures of the REC. Several models of legislation can be identified.29

For instance, in France or in Denmark, the laws on biomedical research define
precisely the composition of the RECs, their jurisdiction, under which authority
they accomplish their task, their funding, etc. There are even provisions on the
appeal procedure in case of a REC’s negative opinion. It may be interesting to
point out that in France, RECs are called “Commission for the protection of
persons participating in biomedical research” or “Commission for the protection
of persons”. This stresses their primary duty which is indeed the protection of
the human subjects, and not to provide a service to the investigators or the
sponsors. Other countries, such as Germany, have opted for a more flexible
regulation. The law imposes some minimal standards but it is up to the local
authorities to implement them. According to the Drug Act of Germany, it is the
competence of the Länder to regulate the REC, which can be done either in their
health legislation or through the legislation of the universities. In many countries,
the trend is to define the jurisdiction of the REC on a geographical basis, meaning
that they are competent to review clinical trials in a given region or local area.
Sometimes, there can be several competent RECs in the same region (e.g. in
France), but in general only one REC is recognized in a given territory, thus
avoiding the risk of forum shopping, and of possible conflicts between the RECs.
In some countries, RECs are linked to an institution (hospital, university, research
centre), as in the US model of the IRB. This may prove problematic for the review
of clinical trials performed outside those institutions. The review system may be
lacking in such case. Some countries, such as the United Kingdom, have also a
different network of REC for multi-centre clinical trials. It should be underlined
that for such multi-centre research, the Directive on Clinical Trial imposes a single
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opinion in each country.30 This may create some difficulties in countries where
local RECs have a veto right on research carried out in their jurisdiction.

In Estonia, article 13 paragraph 4 of the Medical Products Act of 1996 pre-
scribes that “A clinical trial of a medicinal product shall not commence without
the approval of the medical ethics committee for clinical trials.” This Act is
completed by more detailed regulation from the Minister of Social Affairs, mainly:
- Procedure for Conduct of Clinical Trials of Medicinal Products, Regulation

No. 79 of the Minister of Social Affairs of 9 July 2001;
- Requirements for Membership of Medical Ethics Committee for Clinical Trials,

Rules of Procedure of Committee, Rate of Fee for Evaluation of Clinical Trials
and List of Information to Be Submitted in Order to Obtain Approval, Regula-
tion No. 77 of the Minister of Social Affairs of 9 July 2001.

There are presently two RECs in Estonia, one in Tallinn, linked to the National
Institute for Health Development and the other in Tartu, linked to the University.
The jurisdiction of the REC is not specified in the legislation, but article 9 para-
graph 1 of the Requirements for Membership of Medical Ethics Committee for
Clinical Trials, Rules of Procedure of Committee, Rate of Fee for Evaluation of
Clinical Trials and List of Information to Be Submitted in Order to Obtain Ap-
proval states that “the applicant for approval is not permitted to address another
ethics committee”. Forum shopping for a more lenient Ethics committee seems
therefore prohibited in Estonia.

In Latvia, biomedical researches are regulated first by the Pharmacy Law of
1998. There is one Central Medical Ethics Committee and three regional RECs
designated by the Minister of Health. Section 5 paragraph 6 of the Pharmacy Act
gives the Cabinet of Ministers the authority “to determine the procedures for
conducting clinical trials”. According to the section 6 paragraph 7, it is the respons-
ibility of the Minister of Health to “approve the model by-law for the medicinal
products clinical trials ethics committees and the membership of such committees”.
It is also in his or her jurisdiction to determine the requirements for Good Clinical
Practice based on paragraph 8 of the same provision.

The Pharmacy Law was completed in 2000 with the Procedure for clinical
trials on medicines and pharmaceutical products and for observational studies
(Cabinet regulation No. 312). Paragraph 31 of this procedure specifies the require-
ment for submitting a protocol to an Ethics Committee. The procedure for assessing
the compliance with the standard of Good Clinical Practice (Cabinet Regulation
no. 374) defines the authority of the State Agency of Medicines in controlling
clinical trials. Interestingly, article 11 specifies that the Agency is entitled to
involve the Ethics committee that has given its favourable opinion about a specific
protocol in the evaluation of that protocol. It seems that the regional RECs are
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linked to given research institution, but it is unclear whether their jurisdiction is
limited by those institutions.

In Lithuania, requirements and principles applying to biomedical research, the
procedure for giving approval to conduct biomedical research, the procedure for
controlling biomedical research and the liability for infringement of these require-
ments are set forth by 2000 May 11 Law on Ethics of Biomedical Research No.
VIII-1679 (2004-07-04 edit31) and its regulations of implementation.

The scope of this law is not limited to clinical trials with medical products,
but includes all research, the subjects of which being individuals or groups,
foetuses, tissues, organs, cells and genetic material, cadavers and medical docu-
ments. Such researches can be carried out only if previously approved by the
Lithuanian Bioethics Committee or the Regional Biomedical Research Ethics
Committee. Permission for clinical trials of medicinal products shall be issued
by the State Medicines Control Agency with the approval of Lithuanian Bioethics
Committee or the Regional Biomedical Research Ethics Committee. Conduct of
biomedical research without prior approval is unlawful (Article 12).

The basic rules of the Lithuanian Bioethics Committee are defined by law.
According to article 13, the Lithuanian Bioethics Committee shall be established
and its composition and regulations shall be approved by the Ministry of Health.
It is granted an important role in the field of biomedical researches according to
article 14 of the law. The Lithuanian Bioethics Committee is responsible for
defining the quotas of representation in the Regional Biomedical Research Ethics
Committees, the number of members and composition of those committees, as
well as the territory of their jurisdiction. The same article sets forth that Regional
Biomedical Research Ethics Committees shall be created in the counties having
universities (4 out of the 10 existing counties in Lithuania). So far only one was
established on December 12th, 2001 in the Kaunas county by command No. 09-44
of the Lithuanian Bioethics Committee’s chairperson. The scope of activities of
those Regional Biomedical Research Committees is defined by the Lithuanian
Bioethics Committee which can give them some specific functions and which is
also in charge of their control.

As we can see, there is a mix between centralized and regional jurisdiction
of the REC in the Baltic countries.

2.2. Research with children and incapacitated adults

According of article 3 paragraph 1 of the Directive on Clinical Trial, “Member
States shall, insofar as they have not already done so, adopt detailed rules to protect
from abuse individuals who are incapable of giving their informed consent”.
Article 4 of the Directive defines the requirements for doing research with children,
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while article 5 concerns research with incompetent adults. In both cases, the rule
of informed consent as stated in article 3 paragraph 2 littera d applies. It reads
as follows: “A clinical trial may be undertaken only if, in particular: […] the trial
subject or, when the person is not able to give informed consent, his legal rep-
resentative has given his written consent after being informed of the nature,
significance, implications and risks of the clinical trial.”

Concerning research with children and incapacitated adults, the Convention
on Biomedicine also imposes a higher degree of protection to human research
subjects. Article 6 paragraph 2 states that “Where, according to law, a minor does
not have the capacity to consent to an intervention, the intervention may only be
carried out with the authorisation of his or her representative or an authority or
a person or body provided for by law.” The same rule exists for incompetent adults
(article 6 paragraph 3). Beside the rule of informed consent by the legal represent-
ative, article 17 specifies then under which conditions research can be carried out
with persons not able to consent.

In both the Directive and the Convention, the definitions of a minor, in other
words the legal age limit between childhood and adulthood, of the capacity to
consent and of the legal representatives are not found.32 The answer to these
questions lays in the national legislation. Thus it is necessary to refer to these
national laws to implement the Directive and the Convention and assess whether
they are respected. One key problem is that none of these issues are regulated
within the legislation of biomedical research. Those questions are dealt primarily
in the Civil Code or in private law. It is therefore necessary to examine the civil
law concerning the rights of personality to analyse more precisely the actual level
of protection granted to minors and incapacitated adults in the field of biomedical
research. This alone demonstrates the difficulty to harmonize the regulation of
biomedical research when such sensitive concepts are outside the scope of that
regulation.

In the three Baltic countries, a minor is defined as a person under the age of
18 years old. Such age limit tends to become the rule in most European countries,
but this has not always been the case. The three legislations also authorize a
minor’s emancipation:

For example, in Lithuania, a minor can be declared legally competent by the
age of 16 (Civil Code, article 2.9). This is also true in Latvia, but excluded in
Estonia. In case of marriage, the minor is also emancipated from that day (Lithu-
anian Civil Code, article 2.5). The permitted age to contract a marriage is set forth
in the Civil Code, article 3.14. The person intending to marry before the age of
18 should request permission from a court which may, in a summary procedure,
reduce for him or her the legal age for consenting to be married, but by no more
than three years. In case of a pregnancy, the court may give its authorization even
for a minor under 15 years old.33 As such, the Civil Code of the Republic of
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Lithuania does not prescribe a minimal age, contrary to the law in Latvia and
Estonia which set the limit at 16. Anyway, in case of divorce or vitiation of the
marriage, the minor does not lose his or her declared legal competence. In this
situation, it is unclear whether he or she should be granted the same level of
protection as a minor in a clinical trial.

This brief review of the legal age to become an adult shows some difference
in the Baltic region. An important element is also the fact that there are instances
when persons under 18 are entitled to the same rights as adults, thus raising the
question whether the stricter rules of protection apply to them or not. Even if such
cases are rare, they should be taken into consideration as they raise difficult legal
problems that can not be solved with certainty by applying the regulation of
biomedical research alone.

Comparing the regulation of biomedical research in each country shows even
more differences and possible problems of interpretation. In Estonia and in Latvia,
the child’s own desire shall always be taken into consideration when he or she
is above seven years old.34 Such requirement is conformed to the rule of informed
consent in the Directive and in the Convention. For instance, according to article
6 paragraph 3 of the Convention, “The opinion of the minor shall be taken into
consideration as an increasingly determining factor in proportion to his or her age
and degree of maturity.” The fact that the Estonian and Latvian regulations make
it an obligation since the age of seven is reinforcing the effectiveness of that rule.
Surprisingly, the Lithuanian Law on Ethics of Biomedical Research does not
mention such an age from which it is necessary to obtain the minor’s consent.35

Could this be interpreted as a denial of the children right to consent? Fortunately,
a closer look at article 3.164 of the Lithuanian Civil Code and article 12 of the
Convention on the Rights of the Child shows that this right also exists according
to the Lithuanian legal order. In fact, the Lithuanian law proves to be even more
protective as it also requires a specific approval of the Children’s rights protection
agency of the city or the district before conducting a research involving minors.

Concerning research with incapacitated adults, it is authorized in Estonia and
Latvia under similar conditions than the ones set forth in the Directive and the
Convention. In particular, the subject’s legal representative must have given his
or her approval and the subject’s own consent must be taken into consideration,
subject to the extent of his or her capacity. The situation is different in Lithuania
where, in principle, research with incapacitated adults is prohibited. Such limitation
is based on article 21, part 4, of the Constitution of the Republic of Lithuania,36

which reads as follows “No person may be subject to scientific research or medical
tests without his free and informed consent“.

Article 5 of the Law on Ethics of Biomedical Research identifies competent
adults suffering from mental disorders as a vulnerable group. Article 7 states that
biomedical research with such persons is lawful only if their consent is attested
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by two witnesses and by the head of the health care establishment where the
research is conducted. Both the approval of the Medical Ethics Commission and
the competent Research Ethics Committee must also be obtained. The same
requirements can be found at article 18, part 3, of the Lithuanian Law on Mental
Health Care (1995-06-06 No.I-924).

Any scientific or medical trial without the human subject’s free and informed
consent seems thus prohibited in Lithuania. This prohibition prevents the develop-
ment of adequate treatment for all patients who lack legal competency. This is
important because with the aging of the population, the number of legally incompe-
tent persons, who need such trials, is growing. The present ban in the Lithuanian
law is limiting their right of obtaining the care corresponding to their health status.
Of course, there are new drugs available today which respond to their needs, drugs
that have been tested with the participation of incapacitated patients in other
countries. If Lithuania prohibits doing research with such patients, it would then
be coherent that the use of those new drugs would also be prohibited as they were
tested under unacceptable conditions according to Lithuanian laws. The situation
is not new. For instance, it was the one existing in France before the adoption
of the new law on biomedical research in 1988. It should also be remembered
that the Lithuanian law is congruent on that issue with the international law
instruments that we discussed above, namely the Nuremberg Code and the UN
Covenant on Civil and Political Rights, even if circumstances of their enactment,
as we have already analysed, were different. This is a challenge to the Lithuanian
legislature to face that problem, and solve the incoherence of the present law. This
is certainly a complex problem that requires further analysis and discussion to
identify the fundamental principles at stake and find the appropriate solution
according to the needs of one of the most vulnerable group of the population.

So far, the Constitutional Court of the Republic of Lithuania has not provided
an interpretation of the above mentioned provisions of the Constitution and the
specific laws on biomedical research and mental health care. If some defend that
the prohibition is absolute and unconditional, it should be underlined that the Court
would still need to balance all the rights and interest at stake before reaching its
conclusion. In this process, it would have first to take into consideration the fact
that the legislature has already introduced an exception to that rule by allowing
research with minors, even when they do not have the capacity to consent. Second,
if the risks for the subjects remain minimal, and the tested medical intervention
is potentially beneficial for the subjects and it concerns a severe condition, the
prohibition to conduct the study may prove to be more prejudicial for the subjects
than the research itself. At last, as we have already mentioned, a too strict inter-
pretation of this rule would lead to an overall prohibition of all treatments which
were not developped in accordance with that requirement. This would mean a
severe limitation of the patient’s right to health care.
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2.3. Biomedical research liability and liability insurance

Concerning the coverage of research induced damages, article 3 paragraph 2 of
the Directive requires that: “A clinical trial may be undertaken only if, in particular:
[…] (f) provision has been made for insurance or indemnity to cover the liability
of the investigator and sponsor”. Article 31 of the additional protocol on biomedical
research of the Convention on Biomedicine also prescribes that: “The person who
has suffered damage as a result of participation in research shall be entitled to
fair compensation according to the conditions and procedures prescribed by law”.

Research is by definition a risky business and the human subjects ought to
be informed about the associated risks. Yet, the mere fact they have agreed to
participate does not imply that the human subjects should bare all those risks in
case of damages. On the contrary, it is a moral and a legal obligation to take all
the necessary measures to prevent the occurrence of those risks, to provide the
human subjects with a medical follow-up, and, when needed, an adequate treatment
and a fair compensation. The latest note of clarification of the Declaration of
Helsinki insists on the need that “every patient entered into the study should be
assured of access to the best proven prophylactic, diagnostic and therapeutic
methods identified by the study” (paragraph 30). This obligation is even stricter
when a human subject suffered from his or her participation in a protocol. Thus,
in principle, the need to protect the human subject for trial-related injuries is widely
admitted. But again, this principle remains undetermined in the international rules
and its implementation may vary from one country to another. In a recent study
mandated by the Dutch Ministry of Health on liability for and insurability of
biomedical research with human subjects in several European States, the authors
reached the conclusion that “it might be clear that in the field of biomedical
research involving human subjects, national regulations concerning insurance and
liability remain of great importance for the protection of test subjects in case of
trial-related injuries”.37

The Lithuanian law provides detailed rules on this issue. Articles 6 and 11
of the Law on Ethics of Biomedical Research set forth that biomedical researches
can only be carried out when the principal investigator and the sponsor are covered
for civil liability by an authorized insurance company. On December 20th, 2000,
the Minister of health confirmed by prescription No. 745 the rules of compulsory
civil liability insurance for the principal investigator and the sponsor (hereafter:
the Insurance Rules), and set forth that these provisions must be incorporated into
each insurance contract. Item 20 of the Insurance Rules prescribed that the insured
sum is established by agreement of the insurer and the policyholder, but can be
no less than 100.000 Lt (29000 C=) for damages which were inflicted during or
occurred because of the subject’s participation in the research.38 Such provision
raises a problem when the foreseeable risks are above the minimal sum as the
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competent Research Ethics Committee is not formally granted the authority to
require that the insured sum be adapted in accordance. Based on the fundamental
responsibility of the Research Ethics Committee to protect the dignity, rights and
welfare of the human subjects, the Committee should have in any case the com-
petency to refuse approval if the insured sum appears insufficient to cover the
expected risks. Furthermore, article 6.251 and 6.254 part 2 of the Civil Code
require that the person responsible for causing damages is due to compensate
completely his or her victim, even above the maximal amount covered by insur-
ance. Of course, the effectiveness of this rule depends on the financial capacity
of the liable person. Another limitation in the protection of the human subjects
in case of damages is given by item 19 of the Insurance Rules. According to that
provision the insurance is not obliged to compensate damages when, for instance:

- the research has been conducted outside the Republic of Lithuania;
- if during the biomedical research, the research subject was infected by one

or several of the following viruses: human T lymphotrophic virus I, human
T lymphotrophic virus II, human immunodefficiency virus, hepatitis virus;

- if the research was unlawful (for instance, the study was not conducted in
accordance with the Law on Ethics of Biomedical Research or when the insured
or the researchers deliberately infringed the rules of Good Clinical Practice).

In this case, the sponsor and the researchers will be directly liable for covering
the damages at their own expenses. For the subjects, this means that they are less
likely to be compensated and only after a long procedure. Such provision is
favourable to insurance companies, but for the research subjects, regardless of
their own responsibilities, it means that they could suffer twice – not only the
damage is inflicted upon them, but they may never be compensated. In this case,
one should question the liability of the Research Ethics Committee and the com-
petent authorities for having authorized the research to be carried out in such
conditions if there were evidence from the beginning that the investigator could
not face his or her liability.

In Latvia, the paragraph 20 of the Procedure for clinical trials on medicines
and pharmaceutical products and for observational studies also imposes an obliga-
tion for the sponsor to have an insurance covering possible injury and damages
during the trial. Yet, surprisingly, paragraph 21 excludes the liability of the sponsor
for “the injury caused to the trial subject by the investigator or other persons,
involved in the clinical investigation, intentionally or due to negligence.” Apparent-
ly, in such case, the damage should be covered directly by investigator or his or
her aides. Thus, the liability of the sponsor is limited to case where the investigator
acted with due care and in accordance with the protocol. This creates a potential
for abuses as the human subjects who should deserve the greatest protection are
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in fact less protected than those being followed by the best trained and experienced
investigators. The law does not mention what type of liability should apply in such
case. Most likely, the applicable rules would be those of medical liability, which
can be expected to be less favourable to the subjects.

In Estonia, according to § 13 paragraph 9 of the Medicinal Products Act: “(1)
A doctor, dentist or veterinarian conducting a clinical trial of a medicinal product
shall be liable for a violation of his or her obligations only if circumstances
depending on the doctor, dentist or veterinarian occur. (2) If a doctor, dentist or
veterinarian who conducts a clinical trial of a medicinal product is acting upon
conducting the clinical trial of the medicinal product on the basis of an employment
contract or another contract entered into with a third person, the third person shall
be liable together with the doctor, dentist or veterinarian.” According to § 13
paragraph 5, the investigator should submit – among other things– to the Ethics
committee a copy of the insurance certificate. Yet, there is no specific provision
on the minimal requirements concerning the insurance coverage. More detailed
insurance rules are certainly needed to guarantee a better protection to the research
subjects.

Table 139

Germany France Austria

Compulsory in-
surance

Yes, but only for drugs
and medical devices

Yes, for all biomedical
research

Yes, but only for drugs
and medical devices

Per Subject
Per Study

Euro 500’000
< 1000 subjects
Euro 10 mio.
< 3000 subjects
Euro 20 mio.
3000 subjects <
Euro 30 mio.

Euro 760’000
Euro 4’570’000

Euro 370’000
Euro 2’500’000

Duration 2 years after the year the
study ended

10 years after the end of
the study

3 years after the end of
the study

As we have seen, the issue of liability and insurability of biomedical research is
dealt with differently in each Baltic country. Even if those rules conformed to
the EU Directive and the Convention which only require that those questions need
to be addressed in law, the overall protection of the human subjects is not comple-
tely satisfactory. This is a concern, especially in case of multi centre clinical trials.
The covered sums in the Baltic countries are much lower than those, for instance,
in France, Germany or Austria (see Table 1). As the cost of the premiums are
rising in Western Europe, there is a potential risks that research could be carried
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out in the Baltic countries by sponsors trying to escape their responsibilities and
benefit from the weakest protection granted to human subjects in those countries.

Conclusion

The regulation of biomedical research in the European Union and the Council
of Europe is in a harmonization process. As we have seen this is only a beginning.
Each Member State and the international community have to put more efforts so
that the process of harmonization would not seem only a utopian idea. So far, the
international regulation is mainly based on general principles that remain too broad
and vague to provide a sufficient protection of the rights and well-being of the
research subjects. This should encourage the States to set forth the necessary more
detailed national rules instead of solely referring to international principles which
themselves are not satisfactorily defining the rights and duties of investigators,
sponsors and ethics committees members. However, this could end in a regulatory
competition by which a State could try attracting research by imposing more
flexible standards for the protection of human subjects. Depending on their direct
interests, the pharmaceutical and research industries would favour those less
protective States to conduct their studies, regardless the risks for the human
subjects.

This issue of international regulatory competition is better recognized in trade
law. It concerns the tension between harmonization and competition among national
rules in an international market. The industry reacts to variations in the regulation,
seeking the most favourable conditions to suit its interests. It may not necessarily
lead to a “race to the bottom” as the market players main interest remains security
for their investment.40 For instance, the bad reputation induced for doing business
in States with the most lenient regulation is limiting the industry’s interests to do
so. Even more, there is a potential liability risk that has to be taken into account
when products or services are exported to countries with more restrictive rules.
Thus, the most permissible regulation is not necessarily the most appealing to
investors. In any case, the legislation has become a key factor in the orientation
of the players on the market.

When the duplication of procedures at the national level without mutual
recognition becomes too high of a burden to compensate the benefits of compe-
tition, there is a trend toward harmonization. There is a similar trend when the
substantial requirements differ too radically from one country to another, thus
creating discrepancies in the protection of the public interests at stake. Such
situations are identified as market failure. The pharmaceutical sector in the Euro-
pean Union is a good example. In a slow, but constant process, the European
Commission moved toward a two level approach of drug registration: one central-
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ized through the European Medicines Agency (EMEA), the other de-centralized
through mutual recognition of registration done by the national drug agencies.
A key element in this process is the build-up of mutual trust.41 The ICH process
is another illustration of such trend toward harmonization. Yet, depending on the
level of trust and the direct interests of the players involved, some level of com-
petition remains. The key question here is whether such competition can apply
in the field of human rights’ protection. We defend that this is not the case. The
natural consequence is the adoption of more stringent regulation at the international
level.

What does it mean? The fundamental rules aimed at protecting the dignity,
rights and well-being of the research subjects should be embedded in binding
provisions of international law. For instance, liability and insurance liability rules
should be defined internationally, at least at the European level. The rule of
informed consent should also be applied under the same conditions, especially
regarding vulnerable population, minor, person lacking legal competency or
research in emergency setting. Last, but not least, the Research Ethics Committees
should be provided with a clear authority and jurisdiction – as this is the case,
for instance, in the Baltic countries -, but also with the proper resources to fulfil
their responsibilities. It would be useful to apply the same standards everywhere
in Europe. As we have highlighted, this is not an easy task as it interferes with
important parts of the national legislation such as civil law, tort law and administra-
tive law, without mentioning the issue of constitutional law.

Another important measure to promote a better protection of the human subjects
and, yet improve the attractiveness of the European research activities, is certainly
a better training programme of the investigators and of the ethics committees’
members. Training implies the definition of a minimal programme that could
become the basis for new standard operating procedures (SOPs) for the ethics
committees. It would certainly be a useful way to improve the awareness of the
investigators and the ethics committees’ members and of the general public on
the conflicting interests at stake in biomedical research. It would mean in particular
the need to develop all the necessary material to provide the courses. This would
help improving the quality of research in general and reinforce the protection of
human subjects. One element of great interest is the fact that all legislations of
the Baltic countries include specific forms to submit an application to the REC
and the Drug agency. Those documents present some similarities, and it may prove
an interesting move to harmonize those forms in a near future. The forms being
harmonised it would make it easier to exchange experience and work together
with the same procedures. This is a relatively easy task that could facilitate not
only the conduct of multi-centre trials in the Baltic region, but also the set up of
common training programme. If the rules vary from one country to another, it
would be a constructive step to develop some common agreements on the inter-
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pretation and implementation of those norms. This could be organized by the RECs
themselves or by the controlling authorities. Such meeting as the one that took
place in Vilnius in 2004 under the auspice of the Council of Europe is certainly
a first step in that direction. It should be mentioned that the European Commission
is also making serious effort in this field as it organized the first European Confer-
ence of the REC in Brussels in January 2005.42 Such initiatives are certainly
welcome.
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