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Some Ethical Issues in Clinical Research in the

United States
Hon-Sum Ko
National Institute of Health, USA

We are in a world where people are becoming more closely linked
than ever before. Bioethical issues are universal, although the approach
taken by various groups may be vastly different, depending on their tra-
dition, culture, resources and priorities. No less controversial are the
topics relating to bioethics in clinical research. Obviously there must be
some minimal norm to which all who are engaged in this area must
observe; hence the development of the Nuremburg Code and the Decla-
ration of Helsinki, to name just two of the better known documents re-
garding ethical conduct in clinical research.

The practice of medicine and the execution of clinical research are evi-
dently different in the East versus those in the West. Nonetheless, it may
be useful to draw on the experience of others in anticipation of problems
yet to show up.

Here | discuss several ethical issues in clinical research which have been
under substantial scrutiny in the United States. These may also be perti-
nent in Chinese communities, although I am not sure how much they are
being viewed as being important at this stage. These topics are: the right
of inclusion, protection of the mentally incapable and scientific miscon-
duct.

Right of Inclusion
Because of the widely publicized atrocities of the German and Japanese

research machines involving human subjects some 50-60 years ago, par-
ticipation in research in this country has been considered primarily from
the perspective of risk-taking by the research subject. This is under-
standable, especially after the exposure of some egregious medical ex-
periments in the U.S., including the Tuskegee studies. Today, clinical
research involving human subjects must go through an independent "In-
stitutional Review Board" which examines the study protocol to ensure
proper protection of the subjects. In addition, the subjects must give
"informed consent” after the investigator has detailed all the potential
risks involved in the study.

Over the past decade, the attitude towards participation in research has
gradually shifted. Instead of regarding this as a risk-taking exercise, many
increasingly view participation as a right not to be denied because of
potential benefits derived from the research. Two examples readily come
to mind. In the early developmental phase of a drug, many of the poten-
tial hazards of the drug are unknown. Traditionally such "phase 1" stud-
ies exclude females of childbearing potential because of the risks of

toxicity to fetus and the drug companies want to avoid expensive and
time-consuming litigation. Now it is more common to have participa-
tion by women in these early drug trials because it is considered unac-
ceptable to obtain data only from males which are potentially different
from those obtained from females. The differences may be due to a va-
riety of factors, including body composition, metabolism, hormonal en-
vironment, etc. In essence, data obtained from male subjects may not
necessarily be applicable to females. If the study is to provide beneficial
information for females, then females should not be denied participa-
tion.

An additional impetus to this more benign view of research participa-
tion as being a beneficial exercise came from the AIDS epidemic. Ac-
tivists demanded access to experimental therapies which have not been
approved for marketing. Inclusion in a clinical trial of a drug to be used
for the treatment of HIV infection might make the difference between
life and death for some subjects. Thus, to deny the right to inclusion
may mean denying the right to life for these individuals. However, clini-
cal trial protocols usually have strict criteria for enrollment and the right
of the investigator to select subjects may be at odds with the right of the
individual who wants to be included.

Clinical research should be looked at in totality. It offers both potential
benefits and risks. A balance has to be struck in setting up selection
criteria in clinical studies. This balance in selection may indeed be deli-
cate. Ultimately participation has to be determined by both the subject
and the investigator.

Protection of the Mentally Incapable Subject
The U.S. Code of Federal Regulations has explicitly required the pro-

tection of human subjects in clinical research (45 CFR 46). However,
the regulations are not at all clear in the area of participation by the
mentally impaired or incapable. "Informed consent” has been a corner-
stone in the protection of human subjects. Yet this may be meaningless
when the research subject is not able to give it. A subject may be unable
to provide informed consent due to one or more reasons. The concept of
informed consent hinges on an ability to understand the information
given, and any condition that affects this ability is liable to make the
consent not valid. Although children are not usually considered men-
tally incapable, consent by parents or legal guardians is needed, as chil-
dren may give assent but not legal permission. Their participation in
research should be able to pass the "minimal risk" and "commensurate
experience” tests. In practice, consent of underage subjects is under the
jurisdiction of laws of individual States.

The concern over participation of subjects with impaired cognitive abil-
ity has to do with their deficiency in comprehension of the study, due to
either their disease state (organic or psychiatric) or treatment. At least
the following issues may be encountered in the participation of such
subjects: justification, subject representative, dependency and fluctua-
tion of incapacity.

Justification. For a research involving patients unable to give informed
consent, there must be some compelling reason for doing it, especially if
there is no direct benefit to the patient. The information to be obtained
must be vital to answering an important question relating to the patient's
condition.

Representative for the subject. For research participation, the federal
rules require consent by the subject or a legally authorized representa-
tive. The definition of a legally authorized representative is up to State
law, but State laws rarely address this. Although an advance directive
obtained from the subject before he/she becomes mentally incapable
(living will or durable power of attorney) is often accepted for medical
care, however, for research, it is important to have a representative who
is able to understand the study and can make decisions based on an in-
terpretation of whether the patient would participate if he/she were com-
petent and in the patient's best interests,

Dependency. The power relationship between the investigator and the
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subject is of substantial concern. especially if the research may be the
only way for the subject to receive a treatment or any treatment at all in
some cases. This issue is not unigue to the mentally incapable, but these
subjects are particularly vulnerable, especiaily if they are institutional-
ized.

Fluctuation of mental capacity. Research is not just an event, but a pro-
cess. For some patients, the mental incapacity may be intermittent,
whereas for others there will be no time when a state of full capacity can
be expected. Fluctuations in mental state in either direction may also be
related to drug intake. Clearly, withdrawal of consent must be allowed
as in any other research. One should be conservative in research inter-
ventions and liberal in interpreting any communication that can possi-
bly be conceived as unwilling.

Scientific Misconduct

While the practice of science is often regarded as self-correcting be-
cause correct findings will be corroborated and errors are usually
irreproducible, this is not invariably the case. The acceptance of false
findings by the scientific community may be costly in time and resources.
In clinical research, this may even be dangerous to patients' health or
lives. Since the 1970s, a number of widely publicized cases of scientific
misconduct in the United States have made the public cynical of the
process of science and suspicious of scientists. Unfortunately, these cases
have all been in the biomedical research area.

In 1989, a Final Rule in the Federal Register defined scientific miscon-
duct under the categories of fabrication, falsification and plagiarism
(FFP). This was largely welcomed by the scientific community as a
workable definition. In 1992, the National Academy of Science intro-
duced two other items: questionable research practices and misconduct
not unique to the pursuit of science. More recently, the release of a re-
port on "Integrity and Misconduct in Research" by a commission sanc-
tioned by the U.S. Congress has covered new grounds considered by
many scientists as being too novel and controversial for implementa-
tion. Among these is "misrepresentation” in which even failure to cite a
reference may be regarded as misconduct. At this time many continue to
use the FFP definition.

Clinical scientists are not saints. However, there is no reason not to hold
them to the highest ethical standards in pursuit of the passion of their
lives, namely science itself. A definition of misconduct is important but
is in fact an attempt to set limits on unethical behavior. Higher standards
are attainable but difficult to define. For example, conflict of interest or
even the appearance of conflict of interest should be avoided. In this
modern world where financial opportunities are intimately linked to re-
search in science and technology, there is a lot of food for thought on
this item alone. Here I have not even addressed the ethical issues regard-
ing the doctor-patient relationship when one's patient becomes one's own
research subject.

Conclusion
"Oh, East is East, West is West, and never the twain shall meet
Till Earth and Sky stand presently at God's Great Judgment Seat."

Such was the dire prediction of Kipling. However, given the constant
exchange of both ideas and personnel in a world shrinking daily under
the pressures of high technology and cheaper travel, it would now be
naive to believe that the East-West differences will remain for long. I
reiterate here that bioethics is universal although approaches may vary
from place to place. Significant issues in the United States of today may
be important in Chinese communities of tomorrow. There is a proverb
that it would be wise to start thinking of fixing the roof before it rains.
Certainly there are as yet no satisfactory regulations in the U.S. for the
issues discussed in this article, but work is being done towards that end.
It would be easier for other countries to start thinking before such issues
emerge as serious problems and emotions run high.
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