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nstitutional review boards (IRBs) and investigators are
used to talking about risks of harm. Both low risks of
great harm and high risks of small harm must be dis-

closed to prospective subjects and should be explained and
categorized in ways that help potential subjects to under-
stand and weigh them appropriately. Everyone on an IRB
has probably spent time at meetings arguing over whether
a three-page bulleted list of risk description is helpful or
overkill for prospective subjects. Yet only a small fraction
of all the time and attention lavished on risk disclosure has
been devoted to discussing whether and when potential
benefit to subjects can reasonably be claimed and, if so,
how it should be described in the consent form and process.

Traditionally, IRBs and regulators have worked to en-
sure that clear lines can be drawn between research that, by
definition, carries no potential for direct benefit — because
it uses healthy volunteers or because it is not foreseeably
focused on the development of treatments — and research
that does have the development of effective treatments as
its goal.1 Because of this, we have allowed ourselves to as-
sume that all clinical research using patients as subjects and
directed toward developing treatments offers a reasonable
potential for direct benefit to subjects. This assumption is
incorrect in many cases, resulting in what has been called
the “therapeutic misconception.”2

When the consent form and process go into great de-
tail about the risks of harm and little is said about the po-
tential for benefit, it is understandable that all those in-
volved in clinical research — prospective subjects, investi-
gators and other study personnel, referring physicians, regu-
lators and policy makers, and the general public — gener-
ally assume that the intervention being studied is the best

treatment option and that it would not be offered to pro-
spective subjects if it was not going to work.

The therapeutic misconception has become more wide-
spread because of recent technological optimism and pub-
lic relations blitzes that preview even the most preliminary
preclinical research results in the popular press.3 This trend
is far from new, but increasingly common. Indeed, the press
conference has become a standard method of promoting
research. For example, a recent cartoon depicts several
white-coated researchers in front of a bank of microphones:
“And while the drug hasn’t been tested on humans, it works
on mice and the stock market.”

Unfortunately, this kind of discussion and promotion
can result in confusion and betrayal of trust when patient-
subjects realize that the optimistic assessment of their chances
of benefit was really a misconception. Articles with head-
lines like “Patient or Guinea Pig? Dilemma of Clinical Tri-
als”4 and “When the Dying Enroll in Studies: A Debate
Over False Hopes”5 have become commonplace in the popu-
lar press over the last several years.

The Common Rule6 actually doesn’t say much about
benefit. In order for research to be approved, it requires
that “risks to subjects are reasonable in relation to antici-
pated benefits, if any, to subjects, and the importance of the
knowledge that may reasonably be expected to result” (that
is, the benefit to society from the results of the research).7

And benefits to subjects or others “which may reasonably
be expected from the research” should be described in the
consent form and process.8

Thus, for all research using patients as subjects, IRBs
and investigators must do more than distinguish between
research that is and is not focused on the development of
treatments. In addition, for all research focused on the de-
velopment of treatments, it is essential, first, to determine
whether participation in the research holds out a reason-
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able prospect of direct benefit for subjects and, second, to
describe and discuss the prospect of direct benefit suffi-
ciently to permit informed decision-making by prospective
patient-subjects. That is, there must be a reasonable chance
of benefit in order for a prospective subject to make a rea-
sonable choice about participation based on anticipated
benefit.9 Note that “reasonable” is not synonymous with
“rational.” Reasonableness requirements take into account
circumstances and values, not just statistics, but can none-
theless be subjected to deliberation and discussion.

It is especially important to try to determine whether
there is a reasonable chance of benefit to subjects because,
under the current regulatory scheme, so much hinges on
distinguishing between research that does offer subjects the
potential for direct benefit and research that does not. Be-
ing able to claim that there is potential benefit for subjects
is linked to:

• research bearing more than minimal risk and
involving children,10 pregnant women and fe-
tuses,11 persons with questionable decisional ca-
pacity,12 and prisoners;13

• waiver of consent in emergency research;14

• emergency use of a “test article” without IRB
approval, including without consent;15

• use of so-called “treatment ‘investigational new
drugs’” (INDs);16 and

• insurance reimbursement for research costs.17

Thus, there is a natural tendency for investigators and
IRBs to indulge in “benefit creep.” That is, to ensure that
research considered beneficial to society can go forward,
investigators and IRBs may exaggerate or even invent ben-
efit to subjects.

WHAT IRBS CAN DO

Even outside of these particular research categories and
populations, it is important to correct what has become the
pervasive and routine underdescription and overestimation
of benefit in clinical research. There are four things IRBs
should do, discussed below.

Keep the types of benefit separate
There are three distinguishable types of benefit possible from
research:

• direct benefit to subjects, which is properly de-
fined as benefit arising from receiving the in-
tervention being studied;

• collateral benefit to subjects (the National Bio-
ethics Advisory Commission calls this “indirect”
benefit18), which is benefit arising from being a

subject, even if one does not receive the experi-
mental intervention (for example, a free physi-
cal exam and testing, free medical care and other
extras, or the personal gratification of altruism);

• aspirational benefit,19 or benefit to society and
to future patients, which arises from the results
of the study.

Payment to subjects, though technically a collateral
benefit, is classified and treated separately in research eth-
ics and policy.20

In clinical research designed to develop future treat-
ments, it is direct benefit that is of greatest interest to pa-
tient-subjects. And it is, unfortunately, quite common to
combine and confuse direct benefit with aspirational ben-
efit. One of the ways this happens is through the back-
ground and purpose sections of consent forms. These sec-
tions at the beginning of the consent form often contain
extensive descriptions of what the research hopes to prove
— that is, of the generalizable knowledge and societal ben-
efit sought — in terms that are easy to confuse with what
patient-subjects hope for themselves. This problem is com-
pounded when the purpose section in an early-phase trial
describes the aspirational benefit expected from the entire
line of research, not just from the particular trial. This fos-
ters confusion between what the investigators hope to show
by the end of the clinical trials process and what individual
subjects can anticipate in that trial.21

It is also common to combine and confuse direct and
collateral benefit, as investigators do when they express their
firm belief that “patients get the best treatment on-study”
because they are at the best academic medical centers and
getting more attention than they would off-study. Indeed,
direct and collateral benefit are confused any time the dis-
cussion of benefit is limited to “benefit from participating
in this research” rather than focusing on both “benefit from
receiving the intervention being studied” and “other ben-
efits from participating.”22

To give a recent example, the 1998 study of IRBs by
the National Institutes of Health’s Office of Extramural
Research, “Evaluation of NIH Implementation of Section
491 of the PHS Act, Mandating a Program of Protection
for Research Subjects,” contains only one paragraph about
benefit:

Investigators were also asked to identify the types,
level, and likelihood of benefits to subjects that
were anticipated when their protocols were sub-
mitted. Analysis revealed the majority of investi-
gators expected for each type of benefit both a
medium or high level of beneficial effect and a
50 percent or greater chance of the benefit oc-
curring.23
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This is pretty optimistic, but the optimism is made more
understandable when you realize that the report’s types of
benefit — medical, social, psychological, educational — do
not distinguish between direct and collateral benefit at all.

Examine any claim of potential benefit carefully
Some clinical trials with patients as subjects clearly do not
offer the prospect of direct benefit. Some IRBs recognize
this and require investigators to be candid in the consent
form. For example, one of the first gene transfer research
protocols for cystic fibrosis took place at the University of
North Carolina. Corrected genetic material was combined
with a modified virus “vector” designed to transport the
material into the subject’s cells, and was instilled into sub-
jects’ nasal passages. Since cystic fibrosis profoundly affects
patients’ lungs and other organs, this experiment could not
make a difference in their disease even if it were completely
successful in “transfecting” cells in the subjects’ noses. The
consent form appropriately said: “You will not benefit.”24

Such clear statements are rare. Nonetheless, in many
early-phase clinical trials, the prospect of direct benefit may
be too small, too attenuated, too unlikely, too uncertain to
hold out as reasonable to expect. Phase I trials like the nasal
gene transfer study, which test the safety and toxicity of
drugs, biologicals, or other interventions not yet tried in
humans, generally fall into this category; yet consent forms
for many Phase I oncology trials, for example, contain a
great deal of optimistic, treatment-oriented language ad-
dressing potential benefit. When benefit cannot reasonably
be expected, the consent form should say, “You will not
benefit.”

For early-stage research, investigators should be re-
quired to demonstrate to the IRB that “You will not ben-
efit” is not what should be in the consent form. Currently,
it is often presumed that benefit can be shown. The pre-
sumption should be reversed in order to elicit better and
more complete evidence about the potential for benefit.

What is a reasonable chance of direct benefit? That is a
critical and difficult question. IRBs and investigators haven’t
often looked at this question, and in my view, many guid-
ance documents like The Belmont Report,25 the IRB Guide-
book26 issued by the Office for Human Research Protec-
tions (formerly the Office for Protection from Research
Risks), and the Food and Drug Administration’s Informa-
tion Sheets27 are better at illustrating the problem than of-
fering a solution. Yet other scholarly and guidance docu-
ments are clearer and require more. For example, the Na-
tional Commission for the Protection of Human Subjects
of Biomedical and Behavioral Research states that to be
considered direct, the possibility of benefit must be “fairly
immediate” and the expectation of success should be well-
founded scientifically.

This definition provides a little more specificity, even

though it still leaves some terms to be defined.28 Signifi-
cantly, it makes clear that any “reasonable chance” thresh-
old requirement is evidentiary in nature — that is, within
the province of the IRB and scientific knowledge. Only the
reasonable choice requirement is personal because what
counts as a reasonable choice, after appropriate disclosure
and discussion, is left to the prospective subject.

Investigators and IRBs need better guidance in making
and evaluating claims of potential benefit to subjects. But
even without setting a reasonable chance threshold, IRBs
can do much to improve disclosure and discussion and to
enable reasonable choice about benefit.

Discuss the dimensions of benefit
There are three dimensions of potential benefit that should
be described and discussed in the consent form and pro-
cess, just as they are discussed with respect to risks of harm:

• the nature of the potential benefit;
• the magnitude (size and duration) of the po-

tential benefit; and
• the likelihood of the potential benefit.

It is immediately evident that these dimensions over-
lap in some respects, as they do for risks. It is also clear that
it is somewhat difficult to be specific about these dimen-
sions as applied to the type of benefit of greatest interest —
direct benefit — since this is exactly what is being studied.
But this “uncertainty factor” is equally true for risks of harm,
and we talk about risks in the same kind of detail all the
time — indeed, it is strongly encouraged.29

Most importantly, though, as thoughtful IRB members
will recognize, detailed statements about anticipated ben-
efit must be very carefully articulated in order to avoid pre-
cisely the conflation that must be avoided: confusing soci-
etal benefit — that is, future effects of the research results
— with direct benefit from receiving the experimental in-
tervention.30 Will more description inevitably produce more
overselling? I don’t think so, provided that the description
is accurate in its depiction of the uncertainties and limita-
tions of the evidence.

Nature
What kind of benefit is expected? In some early-phase re-
search, the kind of benefit may be difficult to specify, as the
research design will be focused on measuring toxicity and
evaluating safety. Some protocols may measure surrogate
endpoints — laboratory measures thought to serve as mark-
ers for long-term, harder-to-measure improvements in
morbidity and mortality. Sometimes, it is not clear to IRBs
or to potential subjects what clinical effects are anticipated
to correspond with the measured endpoints. But a general
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description of the nature of the benefit, accompanied by a
clear statement of the uncertainties, unknowns, and un-
proven status of the intervention being studied, is possible
and necessary.

Magnitude
How great is the potential benefit expected to be, and how
long is it expected to last? These two components of mag-
nitude are rarely discussed in consent forms, leading to the
natural assumption that the intervention being studied
promises a complete and permanent cure, when often the
most that could ever be expected is partial: a reduction in
symptoms or an improvement in a condition. In research
on most surgical procedures and some drugs and biologicals,
the beneficial effects that could be realized are permanent;
but more often, they are temporary, in ways that are obvi-
ous (e.g., effects of the study drug last only as long as you
are taking it) or not so obvious (e.g., effects of the interven-
tion are expected to wear off or fade over time). “We do
not know how long any beneficial effects might last” is al-
ways a true statement about an unproven intervention be-
ing studied.

Likelihood
How likely is it that any given subject will experience a
direct benefit? This is, of course, quite difficult to predict,
but several things are surely true. First, the likelihood can
at least be partially signaled by the results of preclinical (labo-
ratory and animal) research. Although 100 percent effec-
tiveness in a test tube does not portend the same success
rate in human trials, a low incidence of effectiveness in pre-
clinical trials does generally suggest a low likelihood in hu-
man trials.

Second, the likelihood of effectiveness will probably
be quite low in the earliest phases of clinical trials and may
change (along with specificity about the other dimensions
of potential benefit) in later phases, as more information is
gathered about effectiveness — either about how to maxi-
mize it or about its failure to materialize.

Third, the likelihood of effectiveness is affected by de-
sign elements, such as placebo or standard treatment arms,
dose escalation designs, and the assignment of subjects to
different dosing cohorts or regimens. Even when the likeli-
hood of beneficial effect from the intervention is relatively
high, it is lowered for individual subjects by the probability
that they could be assigned to a placebo arm or to a cohort
receiving a low dose. Likelihood need not be characterized
by percentages, but all necessary information must be used
in any characterization. Thus, if animal studies showed that
two of twelve rabbits had a change in a surrogate measure
at the highest dose level, but only one of those two rabbits
had a change great enough to show clinical effect in hu-

mans and only the third dosing cohort (3–6 subjects) in a
Phase I study is going to receive a dose comparable to that
given to the twelve rabbits, the likelihood that any of the
subjects in this Phase I trial is going to benefit directly from
participation is, at best, very low — and should be so de-
scribed.

For example, in mid-October 1999, the first human
trials of endostatin for tumor suppression were started. Dr.
Judah Folkman emphasized in an interview with the Chi-
cago Tribune that despite the enormous optimism and pub-
licity surrounding his research — three subjects were picked
by lottery from thousands of “hopeful applicants” — suc-
cess in mice does not necessarily portend even partial suc-
cess in humans. After all, he noted, “Most drugs fail.”31

Acknowledge uncertainty without ambiguity
Instead of detailed discussion designed to promote careful
assessment and reasonable decision-making, prospective
subjects are more likely to read “boilerplate” statements,
such as the following, in the benefit section of the consent
form:

• “It is not known whether your participation in
this research study will have a beneficial effect.”

• “You may not benefit from this research study.”
• “Personal benefit cannot be guaranteed.”
• Or the standard version used in much oncol-

ogy research, “A potential benefit is control of
your disease, if you should respond to these
treatments. However, it is possible that your
condition could worsen despite treatment.”

Often, this is the only description of potential benefit
in the entire document, aside from the aspirational benefit
description in the purpose section. The vagueness of these
statements is particularly troubling because they are so gen-
eral that they could be applied to any standard treatment of
proven effectiveness and, therefore, do nothing to distin-
guish research from treatment or to signal the uncertainty
appropriate to most research settings. Surely we can do
better than this.

Several examples of improved benefit boilerplate state-
ments follow:

• “This medical research project is not expected
to benefit you” (scholars from the University
of Pennsylvania’s Bioethics Center have recom-
mended that this statement be prominently
placed near the beginning of all consent forms
for Phase I studies).32

• “What you need to know before entering a clini-
cal trial: You are not a patient” (the headline
on a sidebar in a U.S. News Online story about
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the brief suspension of Duke University’s fed-
eral authorization to perform human subjects
research in April 1999).33

Are these better? Yes. Are they good enough? No. The
problem is that detail and evidence are required when di-
rect benefit is being discussed. Boilerplate is simply inad-
equate; it is essential to particularize.

The following statement, compiled from three consent
forms for early-stage research that had unusually detailed
benefit sections, may serve as one example of particulariza-
tion:

This research project is primarily testing the safety
of an experimental intervention with which we
have little experience. It is not likely that partici-
pation will benefit you. Results of earlier research
have shown that a few subjects experienced re-
duction in symptoms, but most did not benefit in
any way. We hope that the tumor may become
smaller for a period of time, but we do not know
if this will occur or for how long any benefit will
last.

It is obvious how much more this attention to detail
requires of both investigators and IRBs — namely, to craft
and review descriptions of potential benefit whenever it
can be reasonably claimed and to be sure that claims of
potential benefit are adequately supported and not over-
stated. But because so little attention has been given to de-
scribing and discussing benefit in research, improvements
here could greatly improve decision-making.

A REASONABLE CHANCE OF DIRECT BENEFIT

Better disclosure of and discussion about the potential for
direct benefit could also provide needed insight into whether
a “reasonable chance of benefit” threshold can be estab-
lished for clinical research. What should count as a reason-
able chance of benefit? How should it be measured and by
whom? Can a threshold be set?

A definition?
The easiest way to talk about direct benefit is by using law-
yerly language, familiar from informed consent case law,
using as a reference point the famed “reasonable person.”
One possible definition follows: A reasonable chance of di-
rect benefit exists when a reasonable person under all the
circumstances would consider the nature, magnitude, and
likelihood of direct benefit sufficient to reasonably choose
to participate in research in anticipation of the benefit.

“A reasonable person” really means all reasonable
people. This is implicit, but not discussed, in the applica-

tion of the reasonable-person standard to informed deci-
sion-making. It makes obvious sense because otherwise only
one reasonable person would be needed to establish a stan-
dard for everyone. Yet all that is required is that the poten-
tial for direct benefit be generally considered sufficient to
choose on that basis. It does not mean that all reasonable
people would so choose, because, as we also know from
the law, reasonable minds may differ.

The important thing about the reasonableness of the
chance lies in the definition’s implicit demand that evidence
be presented with respect to all three dimensions of direct
benefit and that, in combination, they be judged sufficient
to support a decision to become a subject in order to gain
the chance to benefit. It is essential that supporting evi-
dence appropriate to the stage of research be presented to
potential subjects34 — including laboratory and animal evi-
dence, and human data if available. A plausible, logical
theory is not enough.

Remember that a reasonable chance of direct benefit
and a reasonable choice about participation are not the same.
The proposed definition of reasonable chance does not mean
that all reasonable people would choose to participate. That
would wrongly equate the evidentiary reasonable-chance
standard with the only reasonable choice. Instead, a rea-
sonable chance means that all reasonable people would
consider the information sufficient to attempt to secure the
benefit. The emphasis is on the presentation of evidence
sufficient to support a benefit-seeking choice.

Skepticism about claims of direct benefit in clinical re-
search is essential. Nonetheless, the evidence required to
claim direct benefit from an investigational intervention
should not be expected to be the same as what is required
to prove that an intervention is beneficial as treatment. It
stands to reason that, because of uncertainty and the need
to gather evidence, benefit claims about an intervention that
is unproven and being studied should necessarily require
less evidence than benefit claims about standard treatment.

Finally, reasonable minds may differ. Saying no to re-
search participation is always a reasonable choice, even when
there is a reasonable chance of direct benefit. Deciding about
research participation depends upon a variety of potential
reasons, including, but certainly not limited to, differences
in values and preferences as applied to the evidence about
benefit and different valuations of the burdens of research
participation.

Thus, (1) there must be a reasonable chance of direct
benefit from an intervention being studied before the pos-
sibility of direct benefit may be offered to potential sub-
jects; and (2) the possibility of direct benefit must be well-
described to potential subjects in terms of all the dimen-
sions of benefit.

Because the chance of direct benefit supports a deci-
sion to enroll in research in anticipation of that benefit, this
is a disclosure issue, not a matter of risk-benefit assessment
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in the first instance. The absence of a reasonable chance of
direct benefit in early-phase research will not normally af-
fect the ability of the research to satisfy conditions of value
and validity35 or the balance between risks of harm and
aspirational benefit.36 Nor will the absence of a reasonable
chance of direct benefit preclude well-informed potential
subjects from choosing to participate in research on other
grounds, ranging from altruism to collateral benefit to the
belief that trying for a very long shot at direct benefit is
worth it under all the circumstances.

The last possibility is especially likely to be true in cir-
cumstances where available treatments are so imperfect and
the burden of disease is so great that long-shot treatments
would be considered worth trying by some reasonable pa-
tients. It would be paternalistic to consider this reason for
research participation invalid, yet it is extremely difficult,
in practice, to minimize the potential for the therapeutic
misconception. One essential way of doing so is to explain
that no direct benefit is expected for subjects and why. Only
Jay Katz’s formulation — “Remember, you will be a sub-
ject; you will not be my patient”37 — can adequately frame
the necessary disclosure and discussion here.

The circumstances and the alternatives
Assessment of whether there is a reasonable chance of ben-
efit is, of course, always “under all the circumstances.” That
modifier covers a lot of ground. Indeed, the circumstances
are likely to be so complex and variable that no single thresh-
old standard can be set. It seems more plausible to consider
context-specific threshold requirements — specific to the
disease or condition, the subject population and the degree
of disease burden, available treatments and their benefits
and burdens, and other relevant contextual features. Rea-
sonableness judgments are likely to be contingent and time-
consuming for IRBs and may benefit from input from sci-
entific and disease constituencies at a national level.

It is therefore tempting to take a shortcut — to assume
that every investigational intervention offered to a patient-
subject carries a reasonable chance of benefit, since every
time an offer is accepted, it signals the reasonableness of
the choice. This shortcut is wrong, though, because offers
made in a last-chance mode might easily be supported by
insufficient evidence and be grounded more in desperation
than in expectation. This shortcut would simply routinize
the therapeutic misconception.

A reasonable chance and clinical equipoise
Another tempting but wrong-headed shortcut would be to
equate the existence of equipoise with a reasonable chance
of benefit. It is tempting to do this because clinical equi-
poise38 requires a difference of opinion among reasonable
minds about whether the investigational intervention is likely

to be better than standard treatment or better than noth-
ing. But ensuring that equipoise exists is not the same as
establishing a reasonable chance of benefit.

Equipoise takes into consideration a range of factors,
not solely nor primarily the potential for direct benefit. The
ultimate focus of equipoise is the entire risk-of-harm/chance-
of-benefit calculus, encompassing aspirational benefit in
particular. That is, equipoise is a reasonable difference of
opinion about what will be the better treatment for future
patients — not about what is better for current subjects.39

Importantly, the precise nature and focus of clinical equi-
poise may shift according to different stages in the clinical
trials process, and in early-phase trials, the focus of equi-
poise may be limited. For example, in Phase I safety stud-
ies, equipoise is primarily or exclusively about safety. The
question, “Is the investigational intervention at least as safe
as standard treatment?” expresses the equipoise that must
be disturbed, one way or another, by a completed Phase I
trial; yet, the successful completion of that first trial is not
yet determinative of safety. It is not until the successful end
of the entire clinical trials process that equipoise can defini-
tively be disturbed in favor of the investigational interven-
tion, which thereby earns the title “new treatment.”

The oncology example
Oncology research takes place in a very complex and par-
ticular context: Available treatments are unproven, unsatis-
factory, and often toxic; potential subjects and investiga-
tors alike feel a sense of urgency and even desperation; and
there exists a publicly acknowledged commitment to in-
creasing cancer patients’ participation in research. Most of
the time, patients are expected to have exhausted all stan-
dard and otherwise available treatment options before en-
rolling in research, so that they will not be tempted to forgo
imperfect but accepted treatments off-study in hopes of a
very long shot on-study. As a result, early-phase clinical tri-
als in oncology have been said to enroll not only the most
desperate patients as subjects, but also those least likely to
benefit from a new intervention — at least from a new vari-
ant of the same classes of interventions to which they have
not responded previously. However, many physicians, in-
vestigators, and patients believe that the academic medical
setting and close monitoring offered as collateral benefits
in trials make research the best treatment option. And in-
creasingly, patients who have not exhausted all conventional
treatment options are choosing — and being encouraged
to choose — research participation earlier.40

One consequence of these trends is increased blurring
between research and treatment. The ideal of genetic tu-
mor typing is the development of a regimen specifically
tailored to the disease and the genetic makeup of each indi-
vidual.41 Since “tailored treatments” cannot be studied like
conventional agents, this ideal views each patient as an ex-
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periment with an n of 1, seeking the development of gener-
alizable knowledge before and during individual interven-
tions rather than through the traditional “gold standard”
clinical trial process.

Is it possible, then, to consider early-phase oncology
research as offering a reasonable chance of direct benefit to
subjects? In traditional oncology research — from which
the best data about whether Phase I trials show any tumor
effects are derived — the answer is clearly no. Even so,
however, little information is provided that would inform
potential subjects better. Well-known and often-quoted data
show very low likelihoods of tumor response, generally
placed at less than 5 percent for subjects in Phase I trials.42

A higher percentage of tumor responses is seen in Phase II
trials, as most doses in this phase are clustered near the
maximum tolerated dose identified in Phase I.43 But most
of these data do not quantify tumor response beyond its
standard definition of greater than 50 percent shrinkage,
and none appear to provide any indication of response
duration.

More importantly, tumor response is not usually de-
fined in either the consent form or the consent process.
Since patient-subjects generally hope for remission or cure,
tumor response is at least somewhat likely to fall below the
level of clinical benefit that potential subjects may consider
“worth it” as part of a “reasonable chance” determination.

It seems clear that conventional oncology research suf-
fers from very poor disclosure and that assessing the rea-
sonableness of the chance of benefit in a given trial is not
possible without better disclosure of existing data and bet-
ter discussion of what is known and not known. At present,
it appears that no Phase I trial can offer a reasonable chance
of direct benefit — and that more information about the
burdens of research participation and the alternatives of
palliative and supportive care is imperative. Yet it is cer-
tainly also possible that a few classes of interventions may
have a sufficiently different evidentiary basis to support the
claim of a reasonable chance of benefit sooner in the trial
process — still not in Phase I, because of uncertainties and
unknowns, but perhaps in Phase II if stronger evidence of
efficacy has been gathered in Phase I than usually appears.44

The gene transfer example
Whether gene transfer research holds out a reasonable
chance of direct benefit is an especially complicated ques-
tion to address. Gene transfer’s direct benefit claims have
received perhaps even less attention than most because of
its presumed safety — “it can’t hurt, so why not just try it?”
— until the death of Jesse Gelsinger in a Phase I study in
the fall of 1999.45

Most gene transfer research has turned out to be on-
cology research, raising similar or identical concerns about
the low likelihood of direct benefit and the enrollment only

of subjects with no remaining viable treatment options. But
some gene transfer research is directed toward chronic but
not life-threatening diseases and to circumstances in which
patients with relatively stable disease are asked to serve as
subjects.

The oncology model, applied to the very different in-
tervention of gene transfer, can promote a “biggest bang
for your buck” mentality, much as in oncology. When in-
vestigators look first to patients for whom all else has failed,
it is easy to think that because these patients are the sickest
and the most in need of a successful intervention, they are
also the most likely to benefit from the intervention being
studied. However, subjects’ desperate circumstances can-
not increase the likelihood of benefit. When there is only
preclinical evidence to support efficacy in humans, that is
enough evidence to maintain equipoise, but not enough to
disturb it.

In contrast, currently stable patients with chronic dis-
ease are much more like so-called healthy volunteers. They
may be less likely to think of themselves — or to be thought
of by investigators — as likely to benefit, because they are
less in need of something that works. People with genetic
diseases like cystic fibrosis, hemophilia, and various enzyme
deficiency disorders have all been enrolled in research with
no reasonable chance of direct benefit, and fairly often they
are told exactly that. The tricky part here is to address the
argument that gene transfer is so unprecedented a field,
with such irresistible therapeutic logic, that disclaiming di-
rect benefit will understate reality and mislead potential
subjects in a different way.

Claims of direct and substantial benefit to subjects en-
rolled in some Phase I gene transfer trials have been in the
news lately.46 If a Phase I trial does not collect efficacy data
sufficient to make a claim about direct benefit meaningful,
no such claim can be plausible: A claimed reasonable chance
of benefit that is not adequately supported by evidence is
not a reasonable chance. But the increasingly common com-
bination of Phase I and Phase II trials, the unique way that
gene transfer is thought to work, and the high disease bur-
den of most genetic disorders may combine to make early
claims of direct benefit plausible in some studies, if they are
well-supported.

COLLATERAL BENEFIT, TREATMENT, AND JUSTICE

When investigators argue that “patients do better on-study,”
so that enrolling in research is their best treatment option,
they are making a collateral benefit claim.47 The provision
of collateral benefit in a research project raises issues of
justice in two ways. First, providing a potentially higher
standard of care to those enrolled in research than those
receiving standard treatment potentially discourages the
improvement of standard treatment. Second, because col-
lateral benefits are entirely under the control of research
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investigators and sponsors, their provision poses the risk of
manipulating or possibly even coercing participation from
subjects who are disadvantaged or otherwise vulnerable. At
the very least, questions are raised about the standard of
care and about the best ways to provide and finance health
care for those in need.

Yet the problem of collateral benefit may be more com-
plicated still. Remember that what distinguishes collateral
benefit from direct benefit is that direct benefit is linked to
the intervention under study and collateral benefit is avail-
able to all subjects simply by virtue of being in the study.
There are several new research design trends that seek to
make it difficult to distinguish between these two types of
benefit. Conflation of direct and collateral benefit serves
the argument that research is the best treatment, which in
turn makes it difficult to remember that patients may also
be subjects.

Some thoughtful investigators and policy makers have
begun to broaden their definitions of the intervention be-
ing studied as well as to design studies that include several
stages in order to maximize the potential for direct benefit
to subjects.48 This is most readily seen in psychiatric re-
search, especially drug trials and comparisons of drug and
non-drug interventions, and is largely a response to public
concern about placebo designs, challenge studies, and wash-
out periods. Proponents of this viewpoint do not consider
the potential benefit from the study drug in isolation from
the rest of the study. They do not regard study design fea-
tures that minimize risk or provide collateral benefit (e.g.,
monitoring and testing, rescue medications, non-study phy-
sician available to monitor subjects — all means of mini-
mizing risks to subjects; crossover designs and post-study
open label extensions — two means of ensuring that all
subjects gain at least limited access to the drug being stud-
ied) in isolation, either. Instead, they take it all together,
rolling risk-minimization features and collateral benefit fea-
tures into one package, and view the whole study as pro-
viding direct benefit. According to this view, the whole study
has been designed to maximize the potential for direct ben-
efit to all subjects.49

Robert Levine has called this view, which takes all the
components of the study as a whole, “the fallacy of the
package deal.”50 He has condemned it when it is used to
label an entire study “nontherapeutic,” as has been done in
the past, because it contains some unproven and/or purely
research components. But its use as described here turns
the “fallacy of the package deal” to the opposite effect —
to label an entire study “therapeutic” despite the clearly
experimental character and unproven benefit of its central
component, i.e., the drug being studied.

This view rightly recognizes that a treatment program
has many interconnected features and components and that
maximizing potential benefit for patients requires a grasp
of this dynamic complexity. Analogizing from the treatment

setting, this view considers a research protocol to be a plan
for cutting-edge treatment — but the analogy goes too far.
A research protocol is not treatment, no matter how much
all parties wish it so. Treatment requires genuine attention
to the best interests of the patient as an individual, includ-
ing individual attention and individual tailoring or com-
plete changing of any regimen for maximal efficacy.51 Even
if the organization, scope, and duration of a clinical trial
were compatible with these goals, the uncertainties and
unknowns attendant upon use of an unproven interven-
tion make individual tailoring almost meaningless, espe-
cially in early-phase trials. Moreover, the trialists’ mandate
to collect data systematically makes individual tailoring
largely incompatible with the development of generalizable
knowledge.52

Nonetheless, this view of trials as cutting-edge treat-
ment supports the research systematization trend now gain-
ing momentum in oncology and HIV/AIDS research in par-
ticular. Patients with some conditions have little access to
interventions of any sort outside research. Pediatric oncol-
ogy is the best example; most children with cancer are en-
rolled in research because the community of practice agreed
to develop an all-encompassing research agenda in order
to make progress against the disease.53 Most patients with
HIV disease are enrolled in research, but for a different
reason: They cannot afford to pay for highly active anti-
retroviral therapy regimens themselves. A great many HIV
patients have lost their health insurance, have exceeded their
lifetime policy limits, or have never been insured; thus, en-
rolling in research may be their only access to any drug
treatment.54

In contrast, in some very unsettled areas of disease and
treatment, investigators have found it difficult to enroll sub-
jects in studies of unproven interventions because those in-
terventions are available off-study; are believed by patients,
physicians, and the general public to be better than stan-
dard treatments; and are often paid for by health insur-
ance. The classic example is high-dose chemotherapy fol-
lowed by bone marrow transplantation (or, more recently,
stem cell transplantation) for solid tumors, especially for
breast cancer. Despite a paucity of evidence showing that
this type of highly risky, burdensome, and indeed danger-
ous regimen is effective, dying women initiated a flood of
lawsuits during the 1980s and 1990s against their health
insurers and managed care organizations to get this expen-
sive intervention paid for.55 Many patients lost these suits;
more won. Many insurers paid up; more changed their
policies to improve coverage for enrollment in research
“likely to be beneficial,” though the likelihood of benefit
was rarely discussed since death was otherwise inevitable.
Blue Cross announced early on in this long battle that it
would subsidize clinical trials in order to gather some mean-
ingful evidence about the efficacy of this extremely risky
and burdensome intervention. At length, in late 1999, stud-
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ies that had taken many more years to complete than had
been originally hoped, because of slow enrollment, all
showed that overall survival and quality of life were not
meaningfully improved by this type of regimen.56 But in
the meantime, every community hospital was doing it.57

And as a result, the cancer research community has an-
nounced its intention to ensure that every cancer patient
will also be a research subject. The reasoning? It makes bet-
ter data available faster and patient-subjects will be treated
with a uniformly high, academic-medicine-based standard
of care.

CONCLUSION

If increasing the enrollment of patients as subjects in re-
search is a good thing, it is good for the following reasons:
Medical research will expand, knowledge will increase, and
perhaps future patients will benefit if the new knowledge
produces better treatments.58 Even if all these benefits ma-
terialize, it is still not necessarily true that patients will get
better treatment if they enroll in research — nor that they
will benefit from receiving the intervention being studied.
If data are needed, if more needs to be learned, investiga-
tors can surely tell patients several important things:

• their help is needed to look for better treat-
ments for future patients;

• in exchange for their help, they will receive ei-
ther the best current treatment or something
unproven in a study setting;

• investigators, study sponsors, and IRBs will do
their utmost to protect them from harm;

• disclosure and discussion will be thorough and
honest, telling them what benefit they can and
cannot expect from receiving an unproven in-
tervention and from being a research subject,
as compared with receiving standard treatment.

Why does this disclosure and discussion seem so insuf-
ficient to many investigators and even to some IRBs? Some
have argued that it is not enough because people do not
want to be guinea pigs; instead, they want to be taken care
of. It is possible to take good care of subjects in clinical
trials; indeed, it is the investigator’s duty to do so. Yet when
no standard treatment works very well, no physician can
fulfill a duty to take care of the patient if care means only
cure — although, of course, it should mean more than that.

If patients who are subjects are properly cared for, only
those who prefer to be deceived will want to be enrolled in
research and told it will help them. Others may choose to
enroll to advance science or to help future patients; still
others will choose not to take part in research. And cer-
tainly there are investigators who may simply be unwilling
or unable to have honest and respectful conversations with

patients. Perhaps they fear that other investigators will con-
tinue to be deceptive and will thus enroll more subjects; or
perhaps they fear that too few patients would enroll in re-
search if they knew how unlikely direct benefit is for sub-
jects.

If the only way to address these fears is to make sure
that every patient is a research subject, then we have strayed
very far from any morally reasonable goal in health care or
in research. Improving disclosure about all dimensions of
potential benefit to subjects has the capacity to promote
more reasoned discussion about what can and cannot be
expected in research. From there, improving public dis-
course about the goals of clinical research seems possible,
necessary, and long overdue.
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