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SPECIAL ARTICLE

THE ETHICS OF THE RANDOMIZED CLINICAL TRIAL

ARTHUR SCHAFER

T HE cthies of medical experimentation on human

subjects has attracted much attention in recent
years. There has, however, been rather less attention
paid to the special ethical problems and dilemmas
posed by the randomized clinical trial.

The sheer number of such trials, the risks and costs
that they involve, and the dangers that are posed both
by permitting and by restricting their use would seem
to warrant further ethical analysis of the randomized
clinical trial.

This article attempts to distinguish some of the
major ethical problems posed by the randomized clini-
cal trial, to set out some of the principal considerations
that militate in favor of and against permitting such
trials, and to suggest some tentative ethical criteria for
medical researchers involved with them.

THe AMBIGUITIES OF MEDICAL ExPERIMENTATION

There is a sense of the term “experimentation” in
which it would be true to say that physicians have been
experimenting on their patients since tite immemori-
al. From carliest times, when a patient has presented
unusual symptoms or a condition that fails to respond
to conventional treatment, doctors have experimented
with new therapies. This ad hoc, empirical approach
to medical knowledge — trying out new treatments
and procedures and then carefully observing the re-
sults — was the dominant method in Western medical
science until well into the present century. Physicians
were able to learn rom their patients while they were
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treating them, with little or no conflict of values and
obligations.

There arc medical scientists who appear to believe
that nothing has changed notably with the introduc-
tion of the randomized clinical trial:

Medical experimentation on human beings, in its broadest meaning
and for the good of the individual patient, takes place continually in
every doctor’s office. Hence the general question of human experi-
mentation is one of degrees rather than of kind, Deliberate experi-
mentation on a group of cases with adcquate controls rather than on
individual patients is merely an efficient and convenient means of
collecting and interpreting data that would otherwise be dispersed
and inaccessible.!

Against this claim, 1 would contend that modern clini-
cal investigation is an altogether different sort of enter-
prise from the medical experimentation of previous
times. What is now referred to as medical experimen-
tation involves the designing of procedures that syste-
matically manipulate subjects, and the use of controls
for the purpose of gaining knowledge.

The employment of properly controlled clinical tri-
als in medical experimentation has been of vital impor-
tance in the progress of medical science. But this new
form of experimentation has also generated some of
our most difficult and perplexing moral dilemmas.

ConFLICT OF OBLIGATIONS

When a physician, responsiblc for the medical treat-
ment of a particular patient and bound by a moral oath
(typically, some contemporary version of the Hippo-
cratic oath) to hold the interests of that person as
paramount, enrolls the patient as an experimental sub-
Ject in a clinical trial, the physician inevitably puts
himself in the morally ambiguous position of having
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two distinct and potentially conflicting roles. In his
traditional role of healer, the physician’s commitment
is exclusively to his patient. By contrast, in his mod-
ern role of scientific investigator, the physician en-
gaged in medical research or experimentation has a
commitment to promote the acquisition of scientific
knowledge.

Since each of these roles — that of scientist on the
one hand and personal physician on the other — de-
fines itself by reference to a different primary purpose,
the possibility of conflict is an ever-present danger.

One should note in passing that this is not, of course,
the only conflict of obligations faced by the physician.
The physician’s obligation of confidentiality to his pa-
tient may conflict, for example, with his legal obliga-
tion to report gunshot wounds or certain infectious
diseases. This example is but one of many possible
value conflicts, all of which arise from the fact that the
physician has a plurality of responsibilities — to soci-
ety, to future gencrations, to the legal system (the
state), and to his own career and self-interest — in
addition to his obligation to his patients. These re-
sponsibilities and obligations will, on occasion, run
afoul of each other and even when there is no outright
conflict, there may be difficult tensions.

Having drawn a clear-cut distinction between ther-
apy and experimentation, one must admit that in prac-
tice this distinction is often blurred by the large num-
ber of gradations between the experimental and the
therapeutic ends of the spectrum. A good deal of re-
scarch is carried out by physicians on subjects who are
simultanéously patients — their own or those of some
other doctor. In many cases the patient himself is in-
tended to benefit directly from the experiment; that is
part of its purpose, but not its whole purpose. One of
the essential aims underlying so-called therapeutic ex-
perimentation is to contribute to medical knowledge.
In pursuit of this objective, procedures may be under-
taken that are not strictly necessary for the treatment
or cure of a particular patient. Systems of treatment
are chosen partly with a view to curing the patient and
partly with a view to testing new procedures or com-
paring the efficacy of various established procedures.
The patient who is also a research subject may thereby
be exposed to added hazards, discomforts, or incon-
veniences. Despite these disadvantages, it will some-
times be to the direct and immediate benefit of a pa-
tient to become a research subject. For example; by
agreeing to participate in an experiment, a patient
may gain access to a new and promising drug that is
being tried out in a limited way. Alternatively, or addi-
tionally, the patient may benefit indirectly by receiving
especially careful attention and care from an elite
group of highly trained specialists.

The point that needs to be emphasized, however, is
that regardless of whether a patient benefits from
agreeing to become a research subject, the physician
who attempts to combine the traditional role of healer
with the modern role of scientist places himself in a
situation that contains a potential conflict of values.
His commitment can no longer be exclusively and un-
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equivocally to promote the interests of his patient.
He is fortunate indeed when his scientific and personal
obligations overlap or coincide, but when they conflict,
as they often must (for reasons explained below), seri-
ous cthical dilemmas must be faced and priorities as-
signed.

Tue NEED TO SACRIFICE INDIVIDUALIZED
TREATMENT

The first of the special moral problems raised by the
randomized clinical trial is the potential conflict be-
tween the goals of therapy and the goals of experimen-
tation. Although a patient who has been enrolled as a
research subject in a randomized clinical trial may
benefit from the therapeutic effects of the treatment
being tested, the fact that the treatment cannot be
entirely tailored to that patient’s special needs seems
to violate the physician’s obligation of unqualified fi-
delity to his patient’s health. Fried asks the key ques-
tion in this regard: “[i]s it ever likely to be the case that
in a complex medical situation the balance of harms
and bencfits discounted by their appropriate probabil-
ities really does appear on the then available evidence
to be in equipoise? Or e¢ven approximately enough in
equipoise to make the argument go through?”?

The morally troubling doubt concerns the likelihood
that physicians may be able to recruit a statistically
significant number of volunteers for randomized clini-
cal trials only by neglecting the particular circum-
stances of individual patients. When all the patient’s
circumstances, including his attitudes and value
system, are brought into the equation, it seems
doubtful that the risks and benefits of the treatment
alternatives will often be in perfect (or even rough)
equilibrium.

Consider for illustrative purposes the situation fac-
ing a woman with breast cancer who is being asked by
her physician to participate in a randomized clinical
trial designed to test the relative efficacy of radical as
opposed to conservative mastectomy. It is likely that
one would find considerable variations in the priorities
assigned by the women involved to such factors as the
prolongation of life and esthetic disfigurement. Some
patients would have, as their overriding priority, the
reduction of the risk of mortality. Others would opt as
strongly for the procedure involving the least disfigure-
ment. Still others would adopt intermediate positions,
trading off risks and benefits or harms according to
their concept of self and self-image.

Here is the dilemma: if the physician recommends
that his patient enter a randomized clinical trial as a
research subject without a detailed inquiry about
whether this would be the best plan from the patient’s
point of view — taking all the patient’s relevant atti-
tudes and values into consideration — then the physi-
cian would seem to be guilty of sacrificing the interests
of the patient to the interests of science or humanity.
On the other hand, if the physician conducts such an
inquiry, there is the risk of introducing bias into the
selection of subjects or eliminating too many from th-
study.
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There might seem to be a quick and easy solution to
this dilemma. After all, it is the patient who must give
informed consent to becoming a research subject. The
physician’s role is merely to explain the nature of the
experiment and to offer a recommendation. The diffi-
culty with this as a solution, however, is that it flics in
the face of sociologic data indicating that patients gen-
erally rely heavily on the advice of their physicians
with respect to value trade-offs.® This is cspecially the
case when the patient is acutely ill. Such patients are
typically in a weakened physical state, perhaps in pain
or drugged, often emotionally upset, and likely to feel
dependent on and submissive toward those charged
with their care and treatment. This submissive defer-
ence can be easily exploited (consciously or uncon-
sciously) by physicians who are engaged in scientific
rescarch and who solicit patients to participate in a
rescarch program. Although there may be no question
of force, fraud, or deceit, the circumstances surround-
ing serious illness may be thought to constitute a kind
of duress.

What are the implications of all this for the physi-
cian-rescarcher who wishes to recruit his (or a col-
lcaguc’s) patients for a randomized clinical trial? The
physician’s traditional obligation of unqualified fidel-
ity to his patient’s well-being may be somewhat com-
promised by his desire, as a clinical investigator, to
enlist the cooperation of patients as participants in a
randomized trial. Unless the trial includes an ade-
quately large sample of research subjects, its scientific
value will be undermined. But close attention to the
individual circumstances, attitudes, and values of each
patient-subject may create a major obstacle to the re-
cruitment of such an adequate sample.

The moral question at issue, then, is this: When, if
ever, is it morally justifiable to sacrifice the patient’s
right to completely individualized treatment for the
benefit of scientific progress? The dilemma that must
be confronted arises from the fact that the moral point
of view requires that “therapeutic” measures be inves-
tigated thoroughly before they become widely used
and, at the same time, places serious obstacles in the
path of those who would carry out such investigations,
To the extent that formal design is sacrificed to indi-
vidually tailored treatment, scientific rigor will be lost.
This course, too, has ethical costs: a therapeutic trial
that is inconclusive owing to a poor design will
yield questionable results, possible harm to future
patients, and a need to repeat the entire experimen-
tal process with a new set of subjects and proper
controls.

This point was made concisely by Sackett in the
Journal:

The intervention trial of greatest benefit to patients satisfies three
objectives: validity (its results are true), generalizability (its results
are widely applicable), and efficiency (the trial is affordable and
resources are left over for patient care and for other health research).
The first objective, validity, has become a nonnegotiable demand;
hence the ascendancy of the randomized trial.*

One clear tenet of what we might label “the ethics of
design” is that by ensuring validity a properly de-
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signed experiment will protect us from a false concly-
sion of efficacy or failure.

Even here, however, there is a troubling dilemma,
for our desire to avoid false conclusions of efficacy may
come into conflict with a sccond desire: to provide the
medical community with promising early results of
uncontrolled clinical trials. By a happy coincidence,
the same issue of the journal cited above, in which
scientific validity is declared by Sackett to be a “non-
negotiable demand,” contains two letters on the same
subject, one upholding and one challenging the posi-
tion expressed by Sackett.

Hollenberg, Dzau, and Williams had published
what they considered to be “promising™ results of an
initial, open, uncontrolled trial of a new therapy.® The
cthics of conducting such uncontrolled studies and
publishing the ensuing results was challenged by
Sacks, Kupfer, and Chalmers.5 Sacks declared that
the therapeutic study conducted by Dzau and
his colleagues should not have been approved by
an ethically vigilant human experimentation com-
mittee or carried out by ethically conscientious in-
vestigators, and that its results should not have been
submitted for publication nor, once submitted,
published.

The argument in support of these conclusions, brief-
ly, is this: that without adequate controls, the results of
such a study lack validity; that to report merely ancc-
dotal experience from uncontrolled and unblinded
studies is to risk seriously misleading other investiga-
tors and their patients about the effectiveness of a new
drug for a life-threatening condition; that once investi-
gators become convinced or persuaded, on scientifical-
ly invalid grounds, of the efficacy of a drug, they will
then mistakenly consider themselves ethically bound
to administer such a drug to their patients and will,
accordingly, be unable to enroll their patients in a
properly randomized trial; and finally, that when sick
patients are placed at risk in the course of experimen-
tation with new drugs, such risks cannot be justified
unless rigorous scientific design ensures statistical va-
lidity.

Dzau and his colleagues rejected these conclusions,
and counterposed an alternative set of values that may
override a mechanical insistence on employing ran-
domized clinical trials for all therapeutic research.
Their argument can be summarized as follows. It is
unethical to undertake the enormous cost and de-
mands of a large, controlled clinical trial until one has
collected “some preliminary evidence of efficacy”;
morcover, it is impractical to carry out full-scale ran-
domized clinical trials without such preliminary data
because of the difficulty of recruiting patients in the
absence of favorable preliminary indications; and,
when preliminary uncontrolled trials produce dramat-
ic evidence of therapeutic benefit, the medical commu-
nity is entitled to receive notice of this evidence so that
it can consider enrolling appropriate patients in subse-
quent controlled trials. From this it follows that it is
not only ethically permissible but ethically mandate v
that such uncontrolled studies be undertaken and tha.
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their results, at least in certain circumstances, be pub-
lished.

I do not believe that this conflict of values can be
casily resolved, but it can perhaps be reduced to some
extent by the introduction of some additional restrict-
ing qualifications. The availability of resources will
inevitably operate as a constraining factor, but every
clinician is under an obligation to conduct therapeutic
trials with as much statistical and methodologic rigor
as possible. Patients who are invited to participate in
clinical trials should be apprised (at least in some gen-
eral manner) of the degree of rigor built into the experi-
mental design. When an uncontrolled clinical trial
produces results so dramatic and noteworthy that it is
deemed essential to present preliminary data to the
medical community, those who release such specula-
tions are under a stringent obligation to issue clear and
unmistakable warnings about the unproved status of
their results. The advantages to the medical communi-
ty of receiving such early notice must be set against the
dangers that either the medical community itself or the
general public (which is usually less sophisticated in
these matters) may place unwarranted and potentially
harmful constructions on the data,

One is faced here with the need for some kind of
Judicious balancing act. Broad guidelines appear to be
more appropriate than rigid rules. Risks and benefits
must be weighed and assessed on a case-by-case basis.
Both the costs of undertaking scientifically ill-founded
studies and the harm from publishing unreliable spec-
ulations are worryingly high. But any blanket prohibi-
tion against such research and publication would itself
impose an unnecessarily high cost — namely, the loss
of certain very considerable benefits, at least in some
circumstances.

InForMED CoONSENT

Closely related to the foregoing is a moral problem,
raised by randomized clinical trials, that involves the
requirement of informed consent. The patient who is
invited to become a research subject is clearly entitled
to know that he is taking part in an experiment; and he
has a right to know that he may decline to participate.
He is clearly entitled to know also that the treatment
used in his case is one whose efficacy has not yet been
established. The issue becomes more problematic,
however, when one asks whether the patient also al-
ways has a right to be informed that his therapy is
being selected by a randomizing device.

There is some reason to fear that such full disclosure
would be an insuperable obstacle to recruitment of
volunteers in sufficient numbers and would thereby
make it impossible to perform further randomized
clinical trials. Since such trials are of great importance
to medical advances, it might be contended by some
researchers that when there is nothing to choose be-
tween the treatments, the patient-subject need not be
informed of the method (randomization) by which his
particular treatment will be chosen.
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It is ethically unnecessary to disclose the fact of
randomization, so the argument goes, so long as the
patient knows everything a reasonable person would
need to know to reach a decision. To resolve this issue
one must decide whether the fact of randomization is
“materially relevant.” This is a requirement both of
law and of morality. But how are we to interpret the
requirement in this instance?

Every potential research subject is legally and mor-
ally entitled to undertake his own evaluation of the
risks and benefits and to bring to bear his own atti-
tudes and values in reaching a decision. He is entitled
to have the opportunity to view himself and to be
viewed by the investigator as a joint venturer or a
partner in the enterprise, rather than as raw material,
(Some physicians would insist that this should also be
the norm, the paradigm, for the nonexperimental doc-
tor—patient relationship.) Consent makes this relation-
ship possible, and represents the duties of fidelity and
loyalty-owed to each other by researcher and subject.”

Of course, the moral legitimacy of an experiment
requires more than simple consent. If a person agrees
to become a research subject without first having been
given adequate information in a form that he can un-
derstand, then he has not really had an opportunity to
decide his own fate. He has been used as a guinea pig,
treated as an object or thing, rather than asa person or
co-adventurer.

Since the purpose of the doctrine of informed con-
sent is to make meaningful the research subject’s right
to autonomy, the patient is entitled to receive all the

-information relating to his choice that will facilitate his

deliberations. All risks potentially affecting the deci-
sion must be unmasked.

Those who favor withholding from patients the in-
formation that, once they become research subjects,
their treatment will be chosen according to a random-
izing formula rather than according to the individual
Judgment of their physician can argue that no disclo-
sure is necessary because there is nothing material to
disclose. So long as no “better treatment” is known —
and this will be the case until the results from the
experiment are in — the patient cannot legitimately
complain. No material information has been withheld.

Against this view, I would argue that information is
material and ought to be disclosed, even if it would not
influence a reasonable person, when it is known that it
would (or might) influence the potential subject. It
seems likely that many patients would be influenced
by knowing that selection of treatment was to be ran-
domized. Indeed, it is because of the fear that many
patients would be (unreasonably) influenced that
some investigators would like to withhold the informa-
tion. Whether or not it is rational for potential subjects
to be influenced by such information (and I agree that
it is not entirely rational), it is their right to have it. To
withhold from the subject information relating to the
process by which the treatment method is to be select-
ed would be, in effect, to usurp the subject’s right to
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autonomy. I conclude, therefore, that it is unethical to
solicit consent from prospective subjects for a random-
ized clinical trial without informing them of the man-
ner in which their treatment will be selected.

THE PrOBLEM OF TREATMENT PREFERENCE

It 1s widely accepted that physicians have an ethical
obligation to provide the best treatment available for
their patients and that this obligation generally over-
rides such competing goals as the desire to promote
scientific knowledge. The recruitment of patients as
research subjects for randomized clinical trials is
nevertheless held to be morally permissible because,
before such trials are completed, we do not actually
know which is the best treatment. Consequently, the
randomized clinical trial is not inconsistent with the
physician’s duty to provide the best possible treatment
for his patient.

There is, however, a difficulty with this line of rea-
soning. Itis true that before scientific testing of various
treatment alternatives is completed, physicians cannot
know which is the best treatment for any given patient.
But it is also true that most physicians will have from
the outset some sort of treatment preference based on
incomplete scientific evidence. Such a treatment pref-
erence (for conservative as opposed to radical mastec-
tomy, let us say) on the part of the physician falls well
short of knowledge and might even be labeled a bias or
hunch. The point is, however, that physicians will sel-
dom be truly indifferent to the alternatives being test-
ed. If the physician informs the patient of an intuitive
preference, is it likely that the patient will then consent
to participate in a clinical trial in which, because of the
randomized nature of treatment selection, he may re-
ceive a treatment different from the one preferred by
the physician? Will the patient readily distinguish a
merely intuitive preference on the part of the physician
from a scientifically based preference? The fear har-
bored by many medical scientists is that once patients
learn that the physician has a preference with respect
to available treatments, they will decline to participate
in any clinical trial in which an alternative treatment
may be substituted. The adverse effects of such re-
actions on medical experimentation are potentially
severe.

At this point in the argument, one may opt for any of
several alternative ethical positions. One could, for
example, reject the initial assumption that physicians
have an absolute ethical obligation to provide the best
treatment for their patients. One could, that is, invoke
such competing values as the advancement of medical
knowledge and the benefit of humanity (including fu-
ture generations) to justify withholding from patients
the information that their doctor has a treatment pref-
erence. In support of this position, it might be noted
that for the many centuries before the advent of the
randomized clinical trial, a period in which medical
progress depended on ad hoc clinical judgments, medi-
cal interventions were typically inefficacious when
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they were not positively dangerous to the health of the
patient. If a study of the history of medicine reveals
anything, it reveals that clinical judgment without the
check of scientific controls is a highly fallible compass.

A critic may object, however, that the utility of the
randomized clinical trial is not really in dispute. One
could readily concede that the preference of a physi-
cian, unsupported by adequate scientific evidence, is
relatively unreliable, but one might nevertheless insist
that patients are entitled to know of such preferences
{accompanied by appropriate warnings as to their
merely intuitive nature). For a physician to withhold
such information would be to violate his patient’s right
to the best possible care. This i1s an important right, a
fundamental part of the implied contract between doc-
tor and patient. It would be quite wrong to violate it
lightly. But this 1s not necessarily to confer on it an
absolute status. There may be circumstances in which
other, competing values are entitled to an even higher
priority. The truly difficult task for society, in coopera-
tion with medical scienusts, is to identify such circum-
stances with sufficient care so that what should be an
unusual and infrequent violation of a basic right does
not expand to become a common and frequent accur-
rence.

A FurTHER PROBLEM

Let us suppose that a physician has obtained con-
sent from his patient to parucipate in a randomized
chinical trial. The contract for experimentation is
based, at least in part, on the patient’s understanding
that the physician has no present treatment prefer-
ence. Let us further suppose, however, that as the early
data from the trial become available for interpretation,
a trend seems to be developing that favors one treat-
ment over another. Is the physician then morally obli-
gated to withdraw his patient from the trial? If not, is
the physician morally obligated to convey this infor-
mation to the patient so that the patient can choose
whether to continue or to withdraw?

From the medical researchers’ point of view, such
withdrawals, if they were to become numerous, could
well vitiate the scientific value of their work. The medi-
cal scientists might argue that it would often be scien-
tifically inappropriate to rush to judgment on the basis
of carly data. Long-term as well as short-term effects
may be important, and in any case, proper treatment
decisions should not generally be based on a single
clinical trial, however rigorous and well conducted.
Moreover, such decisions should not generally be
based on incomplete early data. Efficacy and safety
can be adequately assessed only on the basis of a large
body of data and only by those with proper scientific
training. Again, the history of medicine provides us
with innumerable cases of hasty judgments that were
later modified or reversed in the light of subsequent
studies and clinical experience.

The conclusion of this line of reasoning is that physi-
cians should not, in general, withdraw their patients
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from clinical trials because of a treatment preference
based on incomplete data, nor should they inform their
patients that they have changed from being indifferent
to the method of treatment to having a preference.
Patients are not in a good position to assess the
strength of the scientific evidence, and numerous pa-
tient withdrawals would have potentially disastrous
effects on medical research.

One must, I think, concede the force and plausi-
bility of this line of argument. But its conclusion is
worrying. Can it really be proper for physicians
to permit patients committed to their carc to receive
treatment that appears—on the basis of the
available evidence — to be less than the best? What
docs this do to the physician’s oath, “The health
and life of my patients shall be my first consider-
ation”?

Such a practice, if it were to become widespread,
would represent an important shift from a patient-
centered to a social-welfare-centered ethic. Pcrhaps
such a shift is overdue and should be welcomed. Critics
of the medical profession have been suggesting for
some time that modern medicine is too individualistic.
A wider social focus might be considered ethically
preferable.

Those who would accept such a change of cthical
orientation by the medical profession ought neverthe-
less 1o be concerned about the clement of betrayal of
trust that is involved. The implicit contract on which
the doctor—patient relationship now rests commits
doctors to place the highest priority on their patients’
health and to provide patients with all the information
they need to give informed consent. To sacrifice {or to
risk sacrificing) the patient’s best interests by with-
holding from him information that might well lead to
his withdrawal from a randomized clinical trial vio-
lates that contract.

On the other hand, perhaps there are ways to avoid
such a violation of trust. The patient could be informed
from the outset that one of the ground rules of a par-
ticular randomized clinical trial required that the phy-
sician not act on trends emerging from incomplete
data, not even to apprise the patient of such early
results. The patient would then be in a position to take
this into account in making the decision to become a
research subject. Having been given this information,
the patient would not be able to complain later that he
had been duped or deceived. The advantages of par-
ticipation in randomized clinical trials might still
outweigh those of refusal, so the interests of science
would be protected equally with the right of the patient
to know where he stood.
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ConcrLusion

In this discussion [ have canvassed arguments relat-
ing to a number of ethical problems associated with
randomized clinical trials. Several conclusions have
emerged, albeit tentatively, from the discussion.

The physician who enlists his patient in a random-
ized trial faces at least the possibility of a conflict of
obligations. In many cases the tension between the
physician’s traditional role as healer and his modern
role as scientific investigator can be resolved without
serious cost either to the patient or to science. In other
cascs, however, the tension may reach the level of
outright contradiction. The Hippocratic principle
of exclusive commitment to patient welfare, with its
corollary of rtotally individualized treatment, may
somctimes properly be modified so as to permit ran-
domized clinical trials to proceed with a statistically
significant sample of subjects. The circumstances in
which it is ethically permissible to abrogate the Hippo-
cratic principle are in need of careful definition.

It is generally unethical to solicit consent from pro-
spective subjects for a randomized trial without telling
them how their treatment will be selected. {t may, in
some circumstances, be ethically permissible for a phy-
sician to withhold the information that he has an intu-
itive treatment preference. But again, some carefully
worked out criteria are needed to define when it is and
when it is not appropriate to withhold such informa-
tion from the potential rescarch subject,

Finally, the physician whose judgment concerning
competing treatments undergoes a change in the
course of a randomized clinical trial may keep his pa-
tients in the trial and may withhold the interim ad-
verse data from the patient, but only if the patient has
given antecedent consent to such a procedure. Without
the patient’s consent, such a practice would constitute
an unethical violation of the patient’s rights and would
risk undermining the trust on which the doctor-pa-
tient relationship rests.
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