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The composition and function
of ethical committees
William W May University of Southern California

In this paper the need for review (ethical) committees
is elaborated to include a discussion of their composi-
tion and function. In some institutions more than
one such committee may be set up, a departmental
ethical committee and one which studies the projects
of all the departments concerned. By considering
proposed research before it is started patients or
volunteers are protectedfrom injury, discomfort, and
inconvenience, and the scientific validity of a clinical
experiment can be scrutinized. A list of possible
criteria for the work of ethical committees is given.

Ten years ago, in the Declaration of Helsinki, the
World Medical Association undertook the formula-
tion of a code by which clinical research with human
beings could be regulated.' The Declaration was an
attempt to approach the subject in a way that would
balance society's needs for the advancement of
medical science against the rights of human
subjects - patients and volunteers. Society demands
the highest standard of medical care together with
the protection of the patient against undue risk in
experimentation and the preservation of his
personal integrity. In the intervening years, 'clinical
research' the term used in the United Kingdom, or
'experimentation with human subjects', as it is
more commonly known in the United States, has
been the subject of intense scrutiny by physicians,
scientists, lawyers, theologians, moral philosophers,
and sociologists. Published reports of conferences
and symposia, a large collection of manuscripts and
edited collections of essays, and endless articles in
professional journals bear witness to the complexity
of the subject and the careful attention that has
been directed to it.2 In the face of so much effort
why does the subject continue to command so
much attention? The answer is to be found partly
in the fact that the Declaration of Helsinki identified
the two major interests to be served, the health of
the people and the rights of the individual patient
or volunteer, but did not resolve the issues of
competing rights and values which the two interests
represent.3 Also there is no agreement about what
is ethically permissible for specific types of research
and particular classes of subjects. Finally, effective
and acceptable review processes have not yet been
developed.

Certainly, considerable progress has been made in
the decade since Helsinki in sharpening the issues

raised by clinical research and in defining the rights
and interests of all those concerned and in establish-
ing review procedures. Even though important
disagreements remain about specific interpretations
and applications, the continuous probing on in-
formed consent, the benefit-risk ratio, the distinc-
tion between therapeutic and non-therapeutic
intervention,4 the unique problems of special
groups as subjects of research,5 and the necessity
for review by professional equals has resulted in a
loosely structured ethical framework within which
clinical research is assessed.

The review procedure
In this paper I wish to draw attention to two areas
of great importance which have not been scrutinized
as closely as certain others. I will in particular
consider the ethical significance of the structure
of the review procedure and of the scientific
dimensions of the experimental design. These two
areas of ethical criticism have not been wholly
neglected; indeed the research committees in the
United States and the ethical committees in the
United Kingdom are the results. It is in the prior
review process that the tensions and conflicts
between societal needs and individual rights are
resolved, and if those processes are faulty or
inadequate, ethically dubious experimentation will
continue. 6
The primary concern should be to establish an

effective review procedure, but, most importantly,
we must ensure that members of review committees
do not proceed in such a way that research is stifled
through cumbersome structures or a policing
mentality that will poison the atmosphere in the
research hospitals. I wholly support the position
declared by the Royal College of Physicians Com-
mittee on the Supervision of The Ethics of Clinical
Research Investigation in Institutions when it
says, 'If advances in medical treatment are to
continue so must clinical research investigation . . .'. 7
It is a well established fact that we should not have
had the developments we already have in medicine
without clinical research. It is also true that the
public wants medical advances, especially in those
areas of disease, such as cancer and heart disease,
where the greatest element of risk to subjects of
clinical research exists. There is no question that
the public interest is served by continuing in-
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vestigation of new drugs and new medical pro-
cedures.
The primary guarantee of protection of subjects

against needless risk and abuse is in the review
before the work is undertaken. Monitoring research
in progress has been suggested as necessary to
prevent unapproved changes in experimental design,
the manipulation of subjects to obtain consent, and
the abuse of patients through improper treatment
when difficulties occur during testing a procedure
or a drug.8 Review after the event with the possi-
bility of sanctions has proved to be highly suspect
if not inadequate.9 Journal editors have a part in
these checks and balances, but, despite important
steps to develop and implement editorial policies
vis a vis unethical research, are subject to the
obvious limitations of disagreement overwhat is un-
ethical and concerned over charges of censorship.'I
Thus, despite its inadequacies, review before a
clinical experiment is begun may be the most useful
way of defining the limits of any such trial and
most acceptable to research workers. In fact it is
the only stage at which the subject can be protected
against needless risk of injury, discomfort, or
inconvenience.

Although we have come a long way in the develop-
ment of the structure of research committees in
the United States and ethical committees in the
United Kingdom, it is my contention that there
are still major flaws in their organization."' Al-
though the sensitivity of the medical-scientific
community to ethical problems with clinical re-
search has been intensified, it is my further con-
tention that the ethical significance ofthe adherence,
or lack of adherence, to what I will call the canons
of scientific methodology permits experimentation
with human subjects of a dubious if not objection-
able quality to proceed.

The structure of review or ethical committees
The structure of review committees varies greatly
between the United States and the United King-
dom, but it also varies considerably within each
nation. Although uniformity of pattern may not be
a desirable or necessary goal, comparisons ofexisting
patterns suggest some factors to be considered.

RELATION BE THE SCIENTFC AND ETHICAL
REVIEW
The suggestion that the scientific and ethical
review should be a related, if not a unified, process
is based on an understanding that the adequacy
of the scientific design is an ethical issue and that
many of the ethical issues in experimentation have
scientific dimensions."' Some institutions have in
fact created separate scientific committees and
ethical committees with separate jurisdictions.
Separation may, however, indicate a false dichotomy
between the scientific and ethical aspects of clinical

research, or, if the relationship is understood, it may
lead to duplication by two committees. In some
instances, the scientific review is understood to be
the responsibility of the particular department in
which the research is being done, and the hospital
committee reviews only the 'ethical issue', such as
informed consent. In such a situation it is clear that
the understanding of what constitute the ethical
aspects of experimentation is too restrictive. Some
argue that only fellow specialists can fully appreciate
a highly technical application for a grant and that
Federal review boards in the United States or
Medical Research Council boards in the United
Kingdom should perform the necessary scientific
review, but there is merit in a unified review system
with all issues being considered and weighed
together. Failing unification, provision should be
made for cross-committee representation to ensure
that an artificial separation between scientific
and ethical does not permit some important
questions to go unraised.

DEPARTMENTAL AND HOSPITAL ETHICAL
COMMITTEES
Opinion is almost unanimous on the importance of
having representatives from all departments of a
hospital on whatever type of committee is set up,
and some commentators even discuss the desira-
bility of membership from outside the institution.
Some committees are so small that by definition
they are not representative. In at least one instance,
the essential review of a proposed experiment is
done by members of the discipline concerned, with
a wider review on ethical issues only if they request
one. In that institution, no problems had been
referred beyond the departmental committee to a
higher committee in the two years in which the
system operated. One argument for a small, speciali-
zed committee is that only those with the necessary
scientific expertise, defined narrowly as those in a
specialty, will have sufficient understanding to
pass a judgment on any proposed research. The
problem that then arises is that departmental
review is open to all of the subtle pressures of
position and power that affect interactions in small
groups.
The pattern on review committees should be

broad enough to ensure against any possibility that
investigators become their own reviewers. Even in
large departments, strong individuals or small
groups wield tremendous power over policies and
procedures. Also, a consensus on what is appropriate
or ethical research practie develops within groups
and a self-selection process operates in choosing
members. The dangers are obvious of an ingrown,
narrow perspective developing in a department
which in many ways constitutes a research group. If
the whole idea of review committees is taken
seriously then the process must be framed in such
a way that at the very least there is a true institution-
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al review.'3 Moreover, if public confidence is to be
maintained, the appearance as well as the fact of a
rigorous, thorough review of clinical research must
be present. In appearance, at least, some institu-
tions fall short of the mark.

INCLUSION OF LAY MEMBERS ON ETHICAL COMMITTEES
The inclusion of lay members on ethical committees
has progressed further in the United States than
it has in the United Kingdom, mainly because there
has been more public criticism of experimentation
in the United States than in the United Kingdom.
Arguments against having lay members include
assertions that they will not be able to understand
the complexity of scientific experimentation, fears
that they will not appreciate the benefits of clinical
research and therefore act in an obstructionist
fashion, and that committees should be as small as
possible. Although due care needs to be exercised
in the selection of lay members, I would argue that
their potential contributions outweigh the objec-
tions."4
The lay member may serve to broaden the

perspectives and values which inform the review
procedure, and add to those of the medical members
of the committee on the ethics of a project. The lay
member may be able to bring a perspective which
represents that of the community to the debate
over what is appropriate and legitimate clinical
investigation. Certainly the inclusion of lay members
may complicate an already involved process which
is seen by many researchers as already too cumber-
some and lengthy, but it does not follow that the
indusion of lay members will necessarily cause
further delays. Indeed, the complexity of the review
and the time involved is not directly related to the
size of the committee.
The lay member may also serve a useful function

where written consent forms are required in ensur-
ing that intricate procedures are described in
language which the subject can understand.
(Written consent forms tend to be the rule in the
United States and the exception in the United
Kingdom.) Serious questions have been raised
about the process of obtaining informed consent,
whether written or oral, and the lay member may
be a useful observer where problems persist."'

Finally, the lay member may perform a valuable
service in interpreting the nature and importance
of clinical research to the public. Federal and State
legislative hearings and much publicized question-
able experiments in the United States have led to a
higher degree of public awareness and concern
than is apparent in the United Kingdom. However,
the existence of patients' associations, some
publications on abuses in clinical research, the
formation of ethical committees, and formal
statements by committees within the medical
profession attest to the existence of real concern
and potential pressures for legislation similar to

that in the United States. In both countries, the
interest in maintaining effective control of the rev-
iew function at the local institutional level, which I
share, can best be served by ensuring that clinical
research and the review process are understood
and accepted by the public. The appearance of
openness is as important as the fact of openness,
and the inclusion of lay members on ethical
committees presents a different image than does a
structure composed wholly of medical professionals.

LAY PROFESSIONAL REPRESENTATIVES
The composition of review committees goes beyond
the question of including 'lay members' and
ensuring that committees are representative of a
whole institution. Arguments are strong for includ-
ing a nurse, a statistician, and a lawyer. Several com-
mittees in the United Kingdom include a nurse who
plays a valuable role in interpreting clinical investi-
gations to the nursing staff and their professional
concern to the physicians. The nurse is often the
first professional contact with patient-subjects in
hospital and also serves as the witness in the process
of obtaining consent.
The statistician can play an invaluable role, and

it is somewhat surprising that that profession is not
universally represented on committees. Although
the specific problems associated with statistical
validity will be discussed below, it appears to be the
case that one of the most serious ethical problems
in clinical research is that of placing subjects at the
risk of injury, discomfort, or inconvenience in
experiments where there are too few subjects for
valid results, too many subjects for the point to be
established, or an improperly designed random or
double-blind procedure.
Lawyers serve on some review committees, and

where they do, they play an important role in
defining the current status of the law on the rights
of particular classes of subjects, eg, children and
fetuses, and they help to clarify the liability of the
physician-experimenter in various situations.
One suggestion made for the future is that a

socio-legal-ethical professional person should be
trained who would represent a variety of interests on
the review committee. Although the cost of training
and employing such a professional might present
difficulties, the suggestion is valuable and might
prove workable, especially for groups of institutions
in metropolitan areas."'

SCRUTINY OF THE EXPERIMENTAL DESIGN
I have difficulty in deciding whether it is foolhardy
or presumptuous for a non-scientifically trained,
non-medical observer to question the adequacy of
experimental design. One might assume that there
are standardized, accepted canons of scientific
methodology that are applied rigorously to all
scientific experimentation, clinical research included.
One might further assume that in the normal
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process of the review of experimental protocols, the
extent to which the experimenter adheres to the
canons of scientific methodology are carefully
assessed. Unfortunately, neither assumption ap-
pears warranted. A poorly designed or poorly
conceived experiment is unethical by definition
and should not be permitted. Further it is the
responsibility of the review committee to ensure
that the conception and design meet the accepted
canons of scientific method because we are dealing
with experimentation that may not be for the
individual subject's direct benefit. The ethical
justification for such experimentation, which is
outside the pure physician-patient relationship, is
based on a judgment that in certain circumstances
it is legitimate to put a subject at risk, with his or
her consent, because of the overriding need of
society for progress in combating certain diseases.
The argument is very involved, there is considerable
variation and disagreement, but the consensus of
opinion is that experimentation on human subjects
is justified. At the same time, there is continuing
and growing concern about particular classes of
subjects, eg, children, fetuses, pregnant women,
prisoners, patients, minority groups, and the
mentally handicapped. These groups make up a
very large part of the total population available for
clinical research, and arguments are put forward with
increasing frequency about excluding one or another
from any experiment that is not potentially of direct
therapeutic benefit. In Britain, the legal position is
that children are not fit subjects for experimentation;
in the United States the position varies from state
to state.

Clinical research has long been justified or
approved in principle, but today approval is being
challenged and the conditions under which the
research may continue is being circumscribed.
Approval has been given with the knowledge that
there is some risk of the violating the rights and
integrity of the individual17, especially as the reality
of truly informed consent is so seriously questioned.
A poorly designed or poorly conceived experiment
runs a great risk by its very structure of producing
results that are invalid. Subjects ofsuch experiments
are needlessly put in jeopardy, as every precaution
has not been taken to protect them against unneces-
sary risk, and the experiment is therefore unethical.

Perhaps the best illustration of this issue is given
by Gifford and Feinstein in a review ofthe adequacy
of the methodology of 32 carefully chosen studies of
anticoagulant therapy for acute myocardial infarc-
tion.l8 The article is important because it deals with
a '. . . series of eight methodological standards that
would be generally regarded as scientific necessities
for ensuring comparability of treated patients in a
clinical investigation of therapy.. .'. The critical
importance of the assessment by Gifford and
Feinstein in demonstrating the necessity of ensuring
that the experimental design is thoroughly examined

is shown in some of their findings about the degree
of adherence to the basic canons of scientific
methodology. The eight methodological standards
they use to establish comparability are the diagnostic
criteria for myocardial infarction, controls, co-
ordination between centres if the work is being
carried out at more than one, random allocation,
diagnostic criteria for thromboembolism, stratified
prognostic correlation double-blind procedure, the
number of cases, and therapeutic conclusions. Some
of the authors' most striking conclusions include a
judgment that only 25 per cent of the experiments
'. . . contain a satisfactory statement of the evidence
used for making a clinical diagnosis of myocardial
infarction'. Moreover, one-third of the papers
stated no criteria at all. A high proportion, 72 per
cent, used rigorous controls, but the apparent lack
of controls in the other 28 per cent seriously quali-
fies their validity and very likely renders them
useless. The authors found that only I2 per cent
of the studies used random allocation and only one
study out of the entire 32 used some double-blind
procedure. In the face of what we know about the
placebo effect and the unconscious as well as
conscious pressures that affect the judgment of
research workers in the selection of patients as
subjects for alternative treatments, the results of
the analysis by Gifford and Feinstein on random
allocation and double-blind trials lay tremendous
emphasis on the need for close examination of the
scientific design of experiments on human subjects.
According to these authors, the use of anti-
coagulant therapy for myocardial infarction has
been a matter of considerable debate; their report
indicates that extensive experimentation has not
resolved the issue because of failure in scientific
methodology. If review committees were to
analyze experimental protocols in terms of establish-
ed standards of methodology, the pace of scientific
progress would increase, and subjects would not
be put at risk unnecessarily.

Chalmers, in a paper discussing specifically the
ethics of randomization, considers the history of
experimentation on portavacal shunt surgery in
patients with cirrhosis. He points out that when
controlled studies were finally done on patients
whose varices had not yet bled, '... combined
survival data from all three of these groups indicate
that the operation actually shortens rather than
prolongs life...'"I One of the most important
points to emerge from Chalmers' assessment is that
procedures appear to become established as reliable
and effective treatments on the basis of reports of
positive results in uncontrolled experments.
Once a positive attitude has been adopted by the

medical community toward a specific treatment, it
becomes less likely that controlled research will be
done and patients may receive unnecessary or even
harmful treatment. It should be noted that at least
some of the reports on portavacal shunts were from
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physicians treating patients and not from clinical
investigations. This presents a complex problem of
how to deal with therapy as experimentation. In
many cases there is no prior review because a
research design has not been formulated. Even so,
reports were published in scientific journals.
There are still other examples of poorly con-

ceived experiments that we could cite. Moore's
commentary on the unfortunate history of research
with the cancer cure Krebiozen focuses precisely on
breaches in scientific method.20 As in the case of
the studies on myocardial infarction, the time frame
was many years and involved many subjects. Shaw
and Chalmers, in assessing experimentation in the
framework of the Veterans Administration in the
United States, comment that the results of many
experiments outside the Veterans Administration
have been diminished if not rendered useless due to
lack of randomization.21 In my own institution, we
approved an experiment in spite of the fact that
perhaps over 20 ooo subjects had been tested
elsewhere in similar experiments because a Federal
agency had declared that methodology had been
inadequate and the results were not conclusive.

If evidence ofthe critical importance of adherence
to the canons of scientific methodology is so readily
available, why are not all research proposals
rigorously examined in this context? There are
several reasons. Part of the explanation is that a
false dichotomy exists between science and ethics
in some places, and so scientific methodology has
not been a major concern for review committees.
There is no doubt also that demands on the time
of committee members and the necessary priority
that has been given to the major, recurrent ethical
issues cited earlier. In such a situation, the easiest
way out is to rely on the individual researcher or his
department to ensure that what are understood to
be the basic tenets of scientific investigation will be
followed.
My own argument is that review committees

should specify for their own use and for research
workers in their institutions the basic elements of
experimental design that will be reviewed. In stress-
ing the importance of scientific methodology in
designing ethically defensible studies, it is important
to emphasize the clinical setting of the scientific
application. Gifford and Feinstein summarize it
well when they say,

'As clinicians and statisticians collaborate in
planning future research projects, an important
point to be recognized is that treatment is an act of
clinical medicine, and that valid statistical inferences
must be based on this clinical context; accordingly,
the critical features for scientific design for thera-
peutic experiments must be clinical and not merely
statistical.'22

Perhaps what is needed is a list of basic items that
the hospital review committee, the departmental
committee, and the individual research worker

might find useful. Although my suggestions will
need refinement and expansion, and it must be
recognized that flexibility is required in their inter-
pretation. I would venture the following criteria for
inclusion on such a list.

Criteria for evaluating proposed research

SCIENTIFIC VALIDITY
It must be clear that scientific, reproducible
observations can be made.23

CONTROLS
It is essential to have properly controlled studies
if there is to be certainty about the precise findings.
There is some disagreement over whether pilot
studies on up to IO subjects can be done before
controls are introduced, but within the policy
adopted by any institution controls should be used.24

RANDOMIZATION
Most commentators agree that randomization is an
essential part of a well designed experiment.26

DOUBLE-BLIND TRIALS
There are strong opinions to be found for and
against double-blind trials. I should like to insist on
double-blind trials at some stage in testing pro-
cedures and drugs if a 'fail-safe' process is built in
for a physician not involved in the trials to check
results and to be prepared to intervene medically
where necessary.'

PLACEBOS
The use of placebos appears warranted if no known
viable alternative treatment or drug to the one
being tested is available. It may be necessary in a
triple-blind experiment. There are those who
seriously oppose the use of placebos in experiments
involving patients.27

COMPREHENSIVENESS OF EXPERIMENT
Computer analysis permits the testing of many
rather than a few variables in a simplified system.
Some unnecessary use of subjects could be avoided
with more comprehensive planning and the use of
specimens.28

DURATION OF EXPERIMENT
The emphasis on the clinical nature of experimenta-
tion with human subjects requires careful calcula-
tion whether extensive testing will interfere with
treatment.2'

References and notes

'See text in Katz, Jay (1972). Experimentation with
hwman subjects, pp 312-313, Russell Sage Founda-
tion, New York.
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Medicine, Supplement 7, 39-42, in Katz, op cit,
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ethical review, or an arbitrary separation of scientific
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gation in adults, op cit, p 222,and Katz, op cit,p9I I.
In the former, Professor L J Witts comments on
ethical committees and says that the main purpose
is to give meaning to informed consent. Katz
expresses uncertainty as to whether the committee
should evaluate the design of the experiment.

"See Barber, et al (op cit) on the sociological factors
that affect group relations and decisions.

'4For one assessment of positive value of lay members,
see Katz, op cit, p 9II, and comment by Calabresi,
G, in report of radio discussion.

5Consent is one of the most difficult problems in
experimentation. It is essential to protect individual
integrity in participating in research, but a serious
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comment on some of the procedural problems and
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'Some Vagaries of Consent', Preliminary, un-
published, report on dissertation materials, Katz,
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