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J. R. Williams

The duty to protect research subjects extends to multiple participants in the
research  enterprise, including investigators, research ethics committees,
sponsors/funders, research institutions and governments. Physicians are often central
figures in each of these capacities: as principal or co-investigators in research studies;
as employees of pharmaceutical companies or other funding organizations; as members
of ethics committees; as administrators or board members of universities or hospitals;
and as employees or even ministers of government departments responsible for the
oversight of medical research. Each of these positions involves somewhat different
responsibilities for the protection of research subjects. Moreover, physicians in these
positions often find themselves subject to ‘dual loyalties’.” For example, the physician-
investigator must deal with potential conflicts between the needs or desires of research
subjects and the requirements of science, and the pharmaceutical company employee
may be faced with a conflict between the financial well-being of the company and the
health and economic needs of individual patients and society in general.

This article focuses on a role for physicians in the protection of research subjects
that is different from the ones just described, namely, the enrolment and continuing
care of patients taking part in clinical trials. Here, too, physicians often find themselves
in ‘dual loyalty’ situations in which careful ethical analysis and judgment is required.
In what follows, I will describe the general principles of the patient-physician
relationship that should regulate the participation of physicians in clinical trials and
then suggest guidelines for determining when and how such participation should
proceed.

H$Y%6 8 ()%*(+&3,-).)*"1%0' () 1*-$)2"

The duty of physicians to protect their patients, whether or not they are also research
subjects, is clearly stated in the foundational documents of medical ethics. The Oath of
Hippocrates 4" century B.C.E.) includes the promise, “I will apply dietetic measures
for the benefit of the sick according to my ability and judgment; I will keep them from
harm and injustice.”® The updated version of this oath, the Declaration of Geneva of
the World Medical Association (1948, revised in 2005), requires of physicians that
“The health of my patient will be my first consideration.” And, with specific reference
to patients serving as research subjects, the WMA Declaration of Helsinki states, “It is
the duty of the physician to protect the life, health, privacy, and dignity of the human

Although protection of patients is an important duty of physicians, it is not the only
one. They are also obligated to respect and facilitate the exercise of patient autonomy,
i.e., the right of patients to make decisions about their medical treatment and about
participation in research studies. The WMA Declaration on the Rights of the Patient
includes the statement, “While a physician should always act according to his/her
conscience, and always in the best interests of the patient, equal effort must be made to
guarantee patient autonomy and justice.”'' Sometimes these obligations clash and
physicians need to find an acceptable compromise. The WMA Declaration of Helsinki
provides the following advice for dealing with such cases:
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The Physician’s Role in the Protection of Human Research Subjects

rules to include patients who do not quite fulfil all the criteria can harm both the
patients and the study results. A related, and probably more common, problem is the
demand of patients to participate in studies for which they are not eligible. This usually
results from media accounts or Internet circulation of so-called medical breakthroughs
that patients believe are proven treatments for their condition. Physicians need to be
able to withstand the considerable pressure that some patients can exert, especially
those who are seriously ill and not doing well on conventional therapies.

2.2 The physician should be assured that giving up the current treatment in favour of
the experimental treatment or a placebo is unlikely to harm the patient.

Rationale: In clinical trials, patients are assigned to different groups, some receiving
the experimental treatment, others an existing treatment or a placebo. In the majority of
trials, neither the physician nor the patient knows to which group any particular patient
has been assigned. If physicians have good reason to believe that particular patients
could be harmed by being taken off their current treatment and given either the
experimental one or the placebo, they should not ask the patients to participate in the
trial. The qualifier ‘good reason’ is important; physicians must base their judgments on
the best current evidence for the efficacy of treatments and the effects of withdrawing
these treatments, as well as their knowledge of the patients receiving the treatments.

3. When asking a patient to participate in a clinical trial

3.1 The physician should explain clearly the nature and purpose of the trial, the risks
and benefits of participation, and the alternatives to participation.

Rationale: In order for patients to exercise their right to make fully informed decisions
about participating in a trial, they must know what such participation would entail for
them. Although some clinical trials have designated personnel (usually nurses) to
provide this information, the treating physician is ultimately responsible for protecting
the health and well-being of the patient and should ensure that each patient has been
given all the necessary information for deciding whether or not to participate in the
trial.

3.2 The physician should invite the patient to ask for clarification or further
information about participation.

Rationale: Medical research is a complex undertaking and patients may need help
understanding what participation means for them. Unlike the administration of medical
treatment, where patient consent can often be implied by their actions (e.g., undressing
for a physical examination), consent to participate in research should be explicit
(usually demonstrated by signing a consent form). The reason for this more stringent
approach to consent is that medical treatment is for the patient’s direct benefit whereas
participation in research generally is not intended to benefit the research subject
(though it may). Every effort should be made to explain this difference to potential
research subjects as part of the consent process.
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J. R. Williams

3.3 The physician should ensure that the patient’s decision whether or not to
participate is informed and voluntary.

Rationale: Patients often have mixed feelings about participating in clinical trials. On
the one hand, they may be excited about the prospect of contributing to the
advancement of knowledge, especially when the invitation comes from a trusted
physician. Moreover, despite the explanation of the nature of clinical trials they have
received, they may be convinced that they will receive an experimental treatment that
is superior to their current treatment. On the other hand, they may have misgivings
about taking a drug that is unproven and could be harmful or a placebo that will not
make them better. If after being provided with all the necessary information, patients
are still uncertain whether or not to participate in a trial, the physician should advise
them not to participate.

4. After enrolling a patient in a clinical trial

4.1 The physician should monitor the patient carefully to ensure that no harm is
occurring as a result of the trial regime.

Rationale: Even if the trial sponsor provides extra personnel to monitor the research
subjects’ progress, the treating physician continues to be responsible for the overall
medical well-being of the subjects as patients. Since participation in a trial can disrupt
normal medical care, the physician may have to pay special attention to these patients,
e.g., by seeing them more frequently than would otherwise happen. If the patient does
suffer harm from the experimental treatment or the placebo, the physician will alert
those responsible for the study and, if necessary, the patient will be withdrawn from the
study and will require remedial treatment from the physician, most likely with the
advice of specialists associated with the trial.

4.2 The physician should record and report patient data accurately.

Rationale: Although this requirement should not be necessary, there have been so many
reports of misconduct in medical research in recent years'® that all researchers need to
be aware of the basic rules of data reporting. Carelessness and haste are likely far more
common than deliberate fabrication when reporting patient data in clinical trials but
they can be just as damaging.

5. After the trial is completed

5.1 The physician should communicate to the patient the results of the trial when they
become available.

Rationale: Having volunteered to serve as research subjects, patients have a right to be
informed about the results of the trial. If the experimental treatment proved superior to
its alternatives, the patients will want to have access to it. If not, they should be assured
that their participation in the trial was nevertheless worthwhile because negative results
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can be just as significant as positive ones. Thus informed, they will be more likely to
serve as research subjects in the future.

5.2 The physician should attempt to secure access to whatever therapies have been
proven superior in the trial for the patients who participated in the trial.

Rationale: When a clinical trial has demonstrated conclusively that the experimental
drug is superior to its alternatives, it can be argued that the research subjects who
participated in the trial have a right to benefit from such participation by having access
to the drug once it is available, especially if they have been receiving the experimental
drug and would be harmed by being deprived of it. If such access is not guaranteed
through normal channels (e.g., public or private health insurance programs), the
physician should attempt to find alternate sources of supply (e.g., the trial sponsor or
the manufacturer of the drug).

#$%&'()*$%"

The protection of human research subjects is a very serious responsibility that is shared
by many individuals and organizations. In this article I have suggested how physicians
who enrol patients in clinical trials can fulfil their share of this responsibility.
Comparable guidelines may be needed for other participants in research on human
subjects, including investigators, research ethics committees, sponsors/funders,
research institutions and governments. Only if all of these fulfil their responsibilities
can research subjects be assured of adequate protection when they participate in
clinical trials.
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