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I. Ethical Principles & Guidelines for Research Involving Human Subjects






An autonomous person is an individual capable of deliberation about personal goals and
of acting under the direction of such deliberation. To respect autonomy is to give weight
to autonomous persons' considered opinions and choices while refraining from
obstructing their actions unless they are clearly detrimental to others. To show lack of
respect for an autonomous agent is to repudiate that person's considered judgments, to
deny an individual the freedom to act on those considered judgments, or to withhold
information necessary to make a considered judgment, when there are no compelling
reasons to do so.

However, not every human being is capable of self-determination. The capacity for self-
determination matures during an individual's life, and some individuals lose this capacity
wholly or in part because of illness, mental disability, or circumstances that severely
restrict liberty. Respect for the immature and the incapacitated may require protecting
them as they mature or while they are incapacitated.

Some persons are in need of extensive protection, even to the point of excluding them
from activities which may harm them; other persons require little protection beyond
making sure they undertake activities freely and with awareness of possible adverse
consequence. The extent of protection afforded should depend upon the risk of harm and
the likelihood of benefit. The judgment that any individual lacks autonomy should be
periodically reevaluated and will vary in different situations.

In most cases of research involving human subjects, respect for persons demands that
subjects enter into the research voluntarily and with adequate information. In some
situations, however, application of the principle is not obvious. The involvement of
prisoners as subjects of research provides an instructive example. On the one hand, it
would seem that the principle of respect for persons requires that prisoners not be
deprived of the opportunity to volunteer for research. On the other hand, under prison
conditions they may be subtly coerced or unduly influenced to engage in research
activities for which they would not otherwise volunteer. Respect for persons would then
dictate that prisoners be protected. Whether to allow prisoners to "volunteer” or to
"protect” them presents a dilemma. Respecting persons, in most hard cases, is often a
matter of balancing competing claims urged by the principle of respect itself.

2. Beneficence. -- Persons are treated in an ethical manner not only by respecting their
decisions and protecting them from harm, but also by making efforts to secure their well-
being. Such treatment falls under the principle of beneficence. The term "beneficence” is
often understood to cover acts of kindness or charity that go beyond strict obligation. In
this document, beneficence is understood in a stronger sense, as an obligation. Two
general rules have been formulated as complementary expressions of beneficent actions
in this sense: (1) do not harm and (2) maximize possible benefits and minimize possible
harms.

The Hippocratic maxim "do no harm™ has long been a fundamental principle of medical
ethics. Claude Bernard extended it to the realm of research, saying that one should not
injure one person regardless of the benefits






Questions of justice have long been associated with social practices such as punishment,
taxation and political representation. Until recently these questions have not generally
been associated with scientific research. However, they are foreshadowed even in the
earliest reflections on the ethics of research involving human subjects. For example,
during the 19th and early 20th centuries the burdens of serving as research subjects fell
largely upon poor ward patients, while the benefits of improved medical care flowed
primarily to private patients. Subsequently, the exploitation of unwilling prisoners as
research subjects in Nazi concentration camps was condemned as a particularly flagrant
injustice. In this country, in the 1940's, the Tuskegee syphilis study used disadvantaged,
rural black men to study the untreated course of a disease that is by no means confined to
that population. These subjects were deprived of demonstrably effective treatment in






subject's capacities. Investigators are responsible for ascertaining that the subject has
comprehended the information. While there is always an obligation to ascertain that the
information about risk to subjects is complete and adequately comprehended, when the
risks are more serious, that obligation increases. On occasion, it may be suitable to give
some oral or written tests of comprehension.

Special provision may need to be made when comprehension is severely limited -- for
example, by conditions of immaturity or mental disability. Each class of subjects that one
might consider as incompetent (e.g., infants and young children, mentally disable
patients, the terminally ill and the comatose) should be considered on its own terms. Even
for these persons, however, respect requires giving them the opportunity to choose to the
extent they are able, whether or not to participate in research. The objections of these
subjects to involvement should be honored, unless the research entails providing them a
therapy unavailable elsewhere. Respect for persons also requires seeking the permission
of other parties in order to protect the subjects from harm. Such persons are thus
respected both by acknowledging their own wishes and by the use of third parties to
protect them from harm.

The third parties chosen should be those who are most likely to understand the



properly designed. For a review committee, it



should first be a determination of the validity of the presuppositions of the research; then

the nature, probability and magnitude of risk should be distinguished with as much clarity
as possible. The method of ascertaining risks should be explicit, especially where there is
no alternative to the use of such vague categories as small or



benefits of research. Although individual institutions or investigators may not be able to
resolve a problem that is pervasive in their social setting, they can consider distributive
justice in selecting research subjects.

Some populations, especially institutionalized ones, are already burdened in many ways
by their infirmities and environments. When research is proposed that involves risks and
does not include a therapeutic component, other less burdened classes of persons should
be called upon first to accept these risks of research, except where the research is directly
related to the specific conditions of the class involved. Also, even though public funds for
research may often flow in the same directions as public funds for health care, it seems
unfair that populations dependent on public health care constitute a pool of preferred
research subjects if more advantaged populations are likely to be the recipients of the
benefits.

One special instance of injustice results from the involvement of vulnerable subjects.
Certain groups, such as racial minorities, the economically disadvantaged, the very sick,
and the institutionalized may continually be sought as research subjects, owing to their
ready availability in settings where research is conducted. Given their dependent status
and their frequently compromised capacity for free consent, they should be protected
against the danger of being involved in research solely for administrative convenience, or
because they are easy to manipulate as a result of their illness or socioeconomic
condition.

(1) Since 1945, various codes for the proper and responsible conduct of human experimentation in medical
research have been adopted by different organizations. The best known of these codes are the Nuremberg
Code of 1947, the Helsinki Declaration of 1964 (revised in 1975), and the 1971 Guidelines (codified into
Federal Regulations in 1974) issued by the U.S. Department of Health, Education, and Welfare Codes for
the conduct of social and behavioral research have also been adopted, the best known being that of the
American Psychological Association, published in 1973.

(2) Although practice usually involves interventions designed solely to enhance the well-being of a
particular individual, interventions are sometimes applied to one individual for the enhancement of the
well-being of another (e.g., blood donation, skin grafts, organ transplants) or an intervention may have the
dual purpose of enhancing the well-being of a particular individual, and, at the same time, providing some
benefit to others (e.g., vaccination, which protects both the person who is vaccinated and society generally).
The fact that some forms of practice have elements other than immediate benefit to the individual receiving
an intervention, however, should not confuse the general distinction between research and practice. Even
when a procedure applied in practice may benefit some other person, it remains an intervention designed to
enhance the well-being of a particular individual or groups of individuals; thus, it is practice and need not
be reviewed as research.

(3) Because the problems related to social experimentation may differ substantially from those of
biomedical and behavioral research, the Commission specifically declines to make any policy
determination regarding such research at this time. Rather, the Commission believes that the problem ought
to be addressed by one of its successor bodies.
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