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The National Bioethics Commission met upon invitation by the President 

thereof on April 2, May 7, June 19, July 7, September 28, December 17, 2004 and 

January 21, 2005 and organized expert hearings on October 22 and November 12, in 

order to consider the ethical and social issues within its jurisdiction with regard to 

clinical trials on human subjects. 

This is a question of extreme topicality nowadays, particularly in respect to 

clinical trials for medicines. The increasing needs for health protection due to the 

emergence and identification of new diseases and the re-emergence of older diseases 

together with the huge breakthroughs in biological sciences realized in recent years, 

encouraging research on new drugs, arouse strong interest among the public, the 

scientists and the pharmaceutical industry. In this context, there is clearly a general 

trend to “speed up” the procedures for testing, approval and marketing of new 

treatments or new drugs to protect health more effectively. 

This acceleration effect, however, should not lead to control “deficits” that 

might be detrimental to the quality of new treatments and medicines or, above all, to 

the safety of the people participating in related clinical trials. The latter is of 

immediate concern to bioethics. 

The present recommendation comes as a response to the recent harmonization 

of our legislation with Directive 2001/20/EC on the “implementation of good clinical 

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

(Ministerial Decision ∆ΥΓ3/89292/31.12.2003). The new regulations aim at 

accelerating clinical trials by instituting stricter time limits, on the one hand, and at 

establishing ethical review to the benefit of the people taking part in such trials by a 

special independent body, the “National Ethics Committee for Clinical trials”, on the 

other hand. The ethical review is carried out parallel to the control of the trial protocol 

by the National Organisation for Medicines (ΕΟΦ). An important consequence of the 



new regulations is that the Ethics Committee may veto the approval of a trial in case it 

identifies problems. 

It should be noted that the general regulatory framework for the protection of 

human subjects in clinical trials (which will serve as basis for ethical review) is 

already in place and enjoys international recognition. This framework includes the 

Oviedo Convention (art. 15-17) and the international rules of medical ethics (from the 

“Nuremberg Code” to the recently revised Declaration of Helsinki). 

The proper individuation and implementation of these general rules in 

individual cases, however, has proven difficult in the practice of clinical trials. 

Focusing on this particular problem, the present recommendation has three main 

objectives: 

a) to provide information to anyone concerned on the basic parameters of the 

matter, i.e., i) the relationship between physician/patient in clinical trials, and, ii) the 

transparency of trials. 

b) to provide “intermediary rules” to facilitate the implementation of the general 

regulatory framework in certain critical areas, and, 

c) to suggest complementary measures to the responsible authorities to ensure an 

optimal implementation of the regulations governing clinical trials in our country. 

 

A. Basic parameters of clinical trials from the bioethical viewpoint 

 

1. The relationship patient/physician 

 

The protection of participants of clinical trials either they test treatments or 

medicinal products (our focus of interest) stems from the particular relationship 

between physician/patient. 

In every physician/patient relationship the latter is a priori in a vulnerable 

position. This weakness is balanced by the patient’s trust in the physician and the fact 

that, ultimately, the physician’s particular responsibility vis-à-vis the patient has legal 

implications in addition to the ethical content. 

Yet there is an added factor involved, especially in the case of clinical trials. 

Patients willing to join a clinical trial accept by definition some degree of uncertainty 

as to the implications for their health. On their part, physicians have a far more 

circumstantiated awareness of this uncertainty and it is precisely because of such 



awareness that they should safeguard the protection of the fundamental legal goods of 

patients that may be endangered during the clinical trial, in particular their health and 

freedom. As a result, medical responsibility is wider here: the control of the 

“technical”/scientific suitability of the drug must be accompanied by the “ethical” 

suitability of the particular study which must guarantee the protection of the people 

who accept to participate in it. 

According to the extensive principles developed in medical and research 

ethics, especially after World War II, experiments on human subjects in general, and 

clinical trials for medicines in particular, are permissible and their reliability is not put 

in question. 

In view of their wider responsibility, as discussed above, physicians who 

conduct clinical trials are bound by the following: 

- for a clinical trial to be acceptable in ethical terms, there must be uncertainty 

in the medical community about which treatment - the current one or a new one - is 

more suitable to cure a disease. Only if there is scientific uncertainty, is it ethically 

acceptable for physicians to prospect for volunteering patients to join a clinical trial 

for the purpose of evaluating the new treatment as compared to the current cure. Since 

physicians are unable to know in advance which one is the appropriate treatment, the 

randomized distribution of patients in the groups receiving the existing or the new 

treatment (see below) is not only a matter of scientific credibility but also part of this 

ethical concern. 

- In case a clinical trial is considered as ethically acceptable, the following 

principles of protection are applicable to participants: 

a) Respect for persons. This principle requires that participation in clinical 

trials be voluntary and subject to a procedure for obtaining informed consent. It also 

calls for special attention to subjects incapable of consent or to subjects whose 

freedom is restricted. 

b) The principle of beneficience, according to which potential benefits for the 

participants of clinical trials must exceed any potential damage they may suffer. 

c) The principle of justice, whereby participants must be selected according to 

objective criteria with a view to fair distribution of potential benefits and harm. The 

principle of justice also calls for redressing any damage incurred during the trial. 

 

 



 2. The demand for transparency 

 

In the last 50 years, medical science requires evidence in order to adopt or 

reject a medical practice, be it a drug treatment or a medical method in general. 

Clinical trials are the par excellence framework of research for evidence-based 

medicine. The demand for transparency in the stages of design, collection/processing 

and publishing of data originates primarily from the medical research community with 

the aim to ensure reliability of clinical research and practice. However, it has a wider 

impact on the social acceptance of clinical research. 

 

 2.1 Scientific integrity 

 

The accuracy of the data supporting medical choice is simultaneously a 

requirement and a criterion of scientific validity. The protocol of research ensures the 

integrity of design of medical research in terms of methodology while the publication 

of all the results guarantees accuracy of the data supporting medical decision. 

 

 2.1.1 The research protocol 

 

The design of any clinical trial is based on comparing at least two groups. One 

group is given the tested treatment (e.g. receives the experimental compound) 

whereas the other, or other ones, receive(s) another treatment with anticipated, at least 

in theory, curing effects. The efficacy of the treatment under trial is evaluated by 

comparing the curing effects between groups. 

A crucial consideration here is that a treatment with an anticipated curing 

effect is the current active treatment whereas a treatment with expected zero effects is 

“virtual” treatment (placebo). In medical terms, the question is whether we are 

looking for a more effective treatment as compared to the current one or merely for a 

more effective treatment as compared to zero treatment. In bioethical terms, the 

central issue is whether we are entitled to subject a group of patients to a treatment of 

zero effect for the purpose of evaluating the treatment under trial. These questions are 

not void of practical significance as most comparisons in clinical trials are conducted 

with groups of patients who receive a placebo. 



Another interesting aspect to clinical trial protocols is the way patients are 

distributed in the respective groups. The more reliable procedure is statistical 

randomization of patients with a view to minimize, (a) the researcher's bias in the 

selection of people to form the groups, and, (b) the impact of such factors as the 

participants’ habits, behaviours, convictions, etc. 

 

 2.1.2 Publication of results 

 

In recent years, the medical community has evidenced a global trend towards 

selective publication of clinical trials’ results. This trend was proven to stem from two 

factors: 

The first one, in order of importance, is the observation of a systematic link 

between the source of funding and the type of clinical trial results. Clinical trials 

funded by the pharmaceutical industry have a confirmed tendency to yield results in 

favour of the tested pharmaceutical products. That is, trials have a “positive” 

outcome. 

The second factor consists of a systematic connection between the type of 

clinical trial results and the time required for the publication of results. According to a 

common misconception only clinical trials with a “positive” outcome are of any value 

to medical practice. As a consequence, negative findings are either not published at all 

or are published with considerable delay. The combining effect of these two factors is 

a twisted image of clinical practice that ultimately leads to its discredit since the 

scientific validity of medical choice is put in question. The medical community and 

publishers of leading medical journals have already begun to take steps to improve the 

role and credibility of medical research. However, these measures often require 

government support. 

Besides, the social contribution of volunteering participants is discredited by 

the systematic publication of only part of clinical trial results. The social contribution 

of participants should be recognized even if they often expect to gain personal 

benefits from joining the trial. 

 

 

 

 



 2.2 Social acceptance 

 

Given that humans are used as experimental instruments in clinical research 

and that documented medical practices have direct implications for the provision of 

health services, social acceptance is a significant enabler of unhindered clinical 

research. The efficiency and integrity of decision-making of the regulatory-auditing 

and funding mechanisms of clinical trials are central demands in any law-abiding 

society. 

A crucial element in this respect is the existence of clearly delineated roles and 

responsibilities for involved operators either clinical researchers or national or 

international regulators approving clinical trials or drug traders or public or private 

funding mechanisms supporting concrete clinical trials. In this context, the existence 

of adequate information channels and infrastructure for the public guarantees public 

confidence and promotes best practices in clinical trials.  

 

B. The Commission’s Positions and Proposals  

 

 I. "Intermediary Measures"  

 

 1. The Participants’ Consent 

 

The Commission stresses that, in respect to clinical trials in particular, the 

procedure of informed consent does not always safeguard the protection of 

participants. Those responsible for designing a particular trial, especially if they also 

decide where to prospect for volunteers, bear an important share of this responsibility.  

In certain contexts and environments, the prevailing objective conditions are 

key determinants of personal will and fatally limit its unhindered expression. Thus, 

prisoners, soldiers during their military service or mental patients in psychiatric 

institutions are not deemed capable of deciding freely on their own because they are 

subject to power relationships against their will. Freedom is likewise restricted in 

certain cases of hospitalization, e.g. in intensive care units or old age homes.  

The Commission believes that in such cases it is not ethically justified to ask 

people to join clinical trials to the extent that there is a heightened risk to treat them as 



experimental "means". By way of exception, it would be justified for such persons to 

participate, if they could gain direct therapeutic benefits from that.  

 

2. Placebos  

 

The Commission acknowledges that under certain circumstances the patient’s 

psychosomatic state may substantially affect the curing effect. Therefore, it believes 

that placebos should not be excluded insofar as the psychosomatic factor is proven to 

play a significant role. 

Also, the Commission feels it is ethically acceptable to administer placebos 

when the potent pharmaceutical substance, although effective in treating the disease, 

is highly toxic so that any benefits to patients are neutralized by its side effects. 

 

 II. Complementary measures 

 

 1. Publication of results 

 

The Commission is in favour of the mandatory publication of results at the end 

of all clinical trials. It recommends that all agreements between researchers-

physicians and clinical trial sponsors either public or private should enable 

researchers to publish or publicize the results in any appropriate way regardless of the 

“positive” or “negative” outcome of the trial. 

The Commission notes that an appropriate way of timely publication, 

especially for “negative” results, would be through electronic journals in the Internet, 

and in particular in peer-reviewed and open access on-line journals. 

 

 2. Registry of clinical trials 

 

Taking into account the proposals of the international medical community, the 

Commission recommends upgrading the current archive of the National Organisation 

for Medicines which records all clinical trials carried out in Greece by creating a 

national registry for clinical trials. 

The national registry should be made freely accessible to anyone concerned 

and should provide such general information as the goals of the clinical trial and the 



tested treatment, the stage of the trial (I-III), the number of participants required for its 

completion and the source or sources of funding. The Commission also believes it is 

indispensable to provide information on the research premises where the clinical trial 

is conducted, on the name and credentials of the head researcher and on the number of 

participants per facility. 

In the Commission’s view, such a system is very important for our country 

because, on the one hand, there is an important number of ongoing clinical trials, 

mainly in Phase III, and, on the other hand, a high rate of participation is reported for 

each research facility, which is incompatible with best medical practices. 

 

 3. Publicly funded academic research 

 

The Commission points out that the private sector currently bears the major 

burden of medical research and drug development. However, the market incentive is 

very weak on some occasions and this leads to a lack of correspondence between the 

real social need to develop cures and the fields of medical research attracting the 

investments of the pharmaceutical industry.  

The Commission recommends that academic medical research should be 

supported with public funds in areas where such disparities are observed. For 

example, one such area of public health that fails to attract private investment is the 

development of cures by combining drugs (no longer covered by patents for the 

pharmaceutical industry). 

Besides, the Commission points out that active public support of academic 

medical research promotes the independence of physicians-researchers vis-à-vis 

private sponsors as well as best practices in clinical trials.  

 

4. Education 

 

The Commission stresses the importance of the systematic training of young 

scientists in ethical principles in the area of clinical trials. 

Therefore, it is necessary to integrate related subjects in the curricula, 

especially in faculties of biomedical sciences in universities and higher technological 

institutions. 

 



5. Ethics committees in research facilities 

 

The Commission identifies a lack of essential ethical control in biomedical 

research facilities. Such control is widely established internationally by bodies 

including representatives from all related subject areas as well as lay persons. It 

promotes the responsibility of researchers and wider social acceptance of medical 

research, on the one hand, and significantly facilitates the work of national ethical 

review boards, on the other hand. 

The Commission urges the government to take appropriate steps to set up such 

bodies in our country and to see to the training of their members. 

 

6. Supporting the work of the National Ethics Committee on clinical trials 

 

The Commission points out that the efficiency of the new control system of 

clinical trials is entirely left to the newly-founded National Ethics Committee which is 

called upon to perform a high-quality task in very short time limits. 

Therefore, the Commission suggests that the government should lend active 

support to the work of the National Ethics Committee by providing adequate 

operational mechanisms and, in particular, by ensuring appropriate staff and 

organisation.  

 


