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ABSTRACT

Work on the therapeutic misconception suggests that
investigators should ensure that potential research subjects
understand the fundamental differences between clinical re-
search and clinical care. Yet, what potential research sub-
jects should understand depends on their circumstances and
the study in question. This analysis implies that researchers
and review committees should stop attempting to define,
measure, and dispel the therapeutic misconception, and in-
stead should focus on what potential subjects should under-
stand to participate in individual studies.

Clinical research is similar to clinical care
in many ways. Both clinical research and clin-
ical care have the goal of improving health and
well-being; both involve giving medications to
individuals who are ill; both take place in hos-
pitals; both involve doctors and nurses. Clini-
cal research also differs from clinical care in
many ways. Clinical research is designed to
collect generalizable information to benefit fu-
ture patients; clinical care is designed to ben-

efit present patients; clinical research uses many
methods not found in clinical care such as ran-
domization and double-blinding; clinical re-
search is subject to more regulation and review
than clinical care is.

The many similarities between clinical re-
search and clinical care can make it difficult to
recognize their differences.1 This possibility
raises ethical concerns when individuals who
are involved in research assume that they are
involved in clinical care. For example, individu-
als with cancer who are offered a pill to take by
a doctor wearing a white coat who works in a
hospital may assume that they are patients be-
ing offered standard clinical treatment, when
actually they are being invited to participate in
research by an investigator who is testing an
experimental medication. This tendency to con-
fuse clinical research with clinical care has been
called the therapeutic misconception (TM).2 The
TM is especially problematic when it results in
individuals failing to understand the things they
should understand to decide whether to partici-
pate in research. Persons with cancer who think
they are being offered clinical care, when they
are actually being invited to participate in re-
search, may fail to understand that, if they agree,
they will undergo extra procedures purely for
the purposes of research.
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Empirical studies report that individuals
enrolled in clinical research—and individuals
thinking about enrolling—often fail to under-
stand the ways in which clinical research dif-
fers from clinical care.3 These data are regarded
by proponents of the TM as indicating that re-
search subjects often fail to understand the
things that they should understand, thus call-
ing into question the ethical appropriateness of
a good deal of clinical research.4 The conclu-
sion that the TM may be undermining the ethi-
cal appropriateness of a good deal of clinical
research has led to substantial work on the TM:
how to define it, how to measure it, and how to
eliminate it.5 There have, in contrast, been sur-
prisingly few analyses of the value of all this
work on the TM: to what extent should subjects
understand how clinical research differs from
clinical care?6 What impact is work on the TM
likely to have on subjects’ informed consent,
and, in turn, on the ethics of clinical research?

This article argues that work on the TM is
implicitly based on a mistaken method for de-
termining what things research subjects should
understand. Work on the TM begins with the
principle that the subjects of some studies need
to understand specific differences between re-
search and care. It concludes that most or all
subjects need to understand the same differ-
ences between research and care. A good deal
of work on the TM thus focuses on trying to
identify some difference (or differences) be-
tween research and care that are relevant to in-
formed consent for most (or all) subjects.

This approach effectively ignores the issue
that what research subjects should understand
depends on the study in question and the cir-
cumstances of potential subjects for that study.
What potential subjects should understand to
enroll in one study may be irrelevant to what
other potential subjects should understand to
enroll in a different study. Such a “task-specific”
approach to determining what research subjects
should understand suggests that the differences
between research and care are relevant to in-
formed consent for some trials, as proponents
of the TM claim, but which differences poten-
tial subjects should understand varies by the
study in question. In these situations, attempts
to ensure appropriate consent by identifying the

fundamental or enduring difference between re-
search and care distorts what subjects should
understand. A task-specific analysis also indi-
cates that the differences between research and
care are irrelevant to informed consent for many
trials. In these cases, emphasis on the TM may
distract potential subjects from the things that
they should understand.

Emphasis on the TM can lead commenta-
tors to exaggerate the differences between re-
search and care in an attempt to identify some
way in which most (or all) research studies dif-
fer from clinical care.7 It can lead to claims that
research is always riskier than clinical care, that
research always uses unproven methods, that
clinical care always uses proven methods, that
researchers do not try (or intend) to benefit sub-
jects. In fact, research is often less risky than
clinical care; research often uses proven meth-
ods; clinical care often uses unproven methods;
researchers typically try to help their subjects.

Finally, the TM represents only one possible
way to fail to understand clinical research. The
TM may be more interesting theoretically than
the possibility that subjects fail to understand
because they are anxious, distracted, or overly
impressed with doctors. Yet, these other possi-
bilities are present for essentially all research
studies. Hence, arguments that investigators and
review boards should be especially attentive to
the TM may result in a failure to address more
common sources of misunderstanding.

Taken together, these considerations suggest
that emphasis on the TM is more likely to un-
dermine than promote research subjects’ in-
formed consent. This conclusion suggests that
it is time to stop attempting to define, measure,
and dispel the TM. Instead, commentators, re-
searchers, and review committees should focus
on what potential subjects should understand
to give informed consent for specific studies.

ANALYSIS

The Therapeutic Misconception
The TM was coined in an article published

in 1982, which reported the results of interviews
with 31 research subjects. Of the 31 subjects,
13 were participating in a study on the effect of
social skills training for chronic schizophrenics,
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and 18 were participating in a study on the com-
parative efficacy of two medications for border-
line personality disorders.8 The authors found
that many of the subjects failed to understand
important features of these two studies. Of the
13 subjects enrolled in the social skills study,
10 thought that everyone would receive train-
ing, even though the informed consent form
explained that one of three groups would re-
ceive the regular day-hospital program.9 One
subject seemed to think that she was receiving
standard medical care rather than participating
in a research study.10

The authors recognized that the ethical ap-
propriateness of clinical research typically de-
pends on subjects understanding the study in
question and consenting to participate in it. Yet
many of the individuals interviewed did not
seem to understand the things they should un-
derstand to give informed consent. At first
glance, the solution to this problem might seem
straightforward: explain to research subjects the
things they should understand, but don’t un-
derstand. For the woman who did not realize
that she was enrolled in research, tell her that
she is. For the subjects who failed to understand
that one of the three groups would not receive
social skills training, explain this to them.

This straightforward approach is likely to
be effective for many research subjects. When
it is, focus on the TM is unnecessary and may
be counterproductive. Before we get to that, it
is important to note that the authors of the origi-
nal study found something very interesting: the
individuals they interviewed sometimes had
difficulty understanding ostensibly simple facts
about the studies for apparently deep and com-
plicated reasons. Some subjects did not under-
stand because they wanted to believe they
would receive effective treatment and get bet-
ter. Others did not understand because they did
not recognize that, in order to collect generaliz-
able information, researchers sometimes use
methods—such as randomized assignment, pla-
cebo-control groups, double-blind procedures,
and fixed treatment protocols—that are not used
in clinical care.

The finding that mistaken assumptions
about the nature of clinical research in general
make it difficult for subjects to understand has

led to the view that there are fundamental dif-
ferences between research and care that most
(or all) subjects need to understand. In this way,
attempts to determine what research subjects
should understand, that are rooted in the TM,
lead commentators away from a task-specific
analysis of what potential subjects should un-
derstand to a comparison between clinical re-
search in general and clinical care in general.
Much of the current work on the TM focuses on
identifying the fundamental differences be-
tween care and research, measuring how often
subjects fail to understand them, and finding
ways to help subjects better understand them.11

Which Differences?
Trying to determine the likely impact of

work on the TM is made difficult because its
proponents do not agree on which difference
(or differences) between research and care sub-
jects should understand: “Empirical studies
have clearly documented the presence of TM
but, reflecting lack of agreement in the concep-
tual literature, they have not defined or mea-
sured it in the same way.”12 Recognizing this
disagreement, accounts of the TM tend to focus
on two differences between research and care.
First, many accounts focus on fundamental dif-
ferences in the methods of research and care:
“Studies repeatedly have shown that clinical
research subjects have trouble appreciating the
implications for their clinical care of participat-
ing in a clinical trial. When this failure is based
on a lack of appreciation of the impact on indi-
vidualized clinical care of elements of the re-
search design, it has been called the ‘therapeu-
tic misconception.’ ”13 Second, a number of
commentators focus on the difference in pur-
poses of research and care. The U.S. National
Bioethics Advisory Commission (NBAC) argues
that the TM involves “the belief that the pur-
pose of a clinical trial is to benefit the individu-
al patient rather than to gather data for the pur-
pose of contributing to scientific knowledge.”14

Finally, some commentators regard both dif-
ferences in methods and difference in purposes
as relevant to the TM: “We use three variables
to construct a composite measure of therapeu-
tic misconception, tapping misconceptions
about the purposes of early phase research and
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the potential for direct medical benefit in these
trials.”15 Given these different accounts, the
present analysis will consider the extent to
which potential subjects should understand dif-
ferences in methods between research and care,
the extent to which potential subjects should
understand differences in purposes between re-
search and care, and the extent to which they
should understand both of these things.

Relationship to Valid Informed Consent
Proponents of the TM sometimes claim that

research subjects should understand the differ-
ences between research and care because such
understanding is necessary for ethically valid
informed consent.16 According to this view, it
is ethically impermissible to enroll individuals
in research who do not understand these differ-
ences. The things that research subjects should
understand to give valid consent for clinical re-
search are sometimes called the essential ele-
ments of informed consent. It is widely agreed
that the essential elements typically include at
least: (1) that enrollment involves participation
in research, (2) procedures, (3) risks, (4) poten-
tial benefits, (5) alternatives, and (6) voluntari-
ness.17 One way to support the view that under-
standing the difference(s) between research and
care is necessary to valid consent would be to
argue that these differences represent an addi-
tional essential element. That is, proponents of
the TM could argue that, in addition to the other
essential elements (for example, procedures,
risks, potential benefits), the differences be-
tween research and care are themselves things
that research subjects must understand to give
valid consent: “Appreciating the distinctions be-
tween research and usual care is critical for in-
formed consent for research, and its absence has
been denoted a ‘therapeutic misconception.’ ”18

Because some proponents seem to endorse
this approach, we will consider it briefly. How-
ever, this option makes the TM seem largely
stipulative and mysterious. It seems plausible
to claim that it is ethically permissible to enroll
subjects in research only when they understand
the risks, potential benefits, and that enrollment
is voluntary. It seems less clear why most (or
all) potential subjects would need to understand
the differences between research and care in

order to give valid informed consent. Perhaps,
for this reason, most proponents of the TM en-
dorse other arguments, which we will consider
in detail below.

The second approach is to argue that un-
derstanding the differences between research
and care is relevant to valid consent because a
failure to understand the differences under-
mines subjects’ understanding of one or more
of the essential elements of informed consent.
For example, proponents of the TM sometimes
argue that failure to understand how the meth-
ods used in research differ from the methods
used in clinical care is “a critical handicap to
the subject’s ability to engage in an accurate
assessment of benefits and risks.”19

The third approach by proponents of the TM
is to argue that understanding the differences
between research and care, while not strictly
necessary to valid consent, is ethically valuable.
It might be ethically permissible to enroll indi-
viduals in research who do not understand the
differences between research and care, but it is
ethically much better for research subjects to
understand these things. This option gains plau-
sibility from the view that a greater understand-
ing of the activities in which we are involved
typically is better than less understanding.

Differences in Methods
As noted, work on the TM tends to identify

what potential subjects should understand by
drawing a comparison between clinical research
in general and clinical care in general. One of
the few and prominent differences between re-
search and care at this level of abstraction is
that clinical research uses methods to collect
generalizable knowledge—randomization, fixed
treatments, double-blinding—not used in clin-
ical care. Evaluation of what potential subjects
need to understand through the lens of the TM
thus suggests that potential subjects should un-
derstand these differences in methods.

The widely endorsed essential elements of
informed consent include the procedures used
in a study, as well as their risks and potential
benefits. If research subjects understand these
things, it seems that they understand all that
they need to know about the methods used in a
study. For this reason, it seems implausible to
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argue that the general differences in methods
between research and care are themselves an-
other essential element of consent. A more plau-
sible claim, one endorsed by proponents of the
TM, is that understanding differences in meth-
ods is helpful or important for understanding
the widely endorsed essential elements of con-
sent. In particular, it is often claimed that un-
derstanding differences in methods is impor-
tant for an adequate understanding of the risks
and potential benefits of research participation.

To consider a specific example: individuals
may have the option of receiving an unproven
(off label) treatment from their doctor, or receiv-
ing the same treatment as part of a research
study that is investigating the impact of the treat-
ment on their condition. Imagine that those who
enroll in the study will undergo three standard
blood draws for clinical reasons and three ex-
tra blood draws purely for research purposes.
Understanding that the subjects in this study
will undergo six blood draws total, and also un-
derstanding the risks and potential benefits of
these blood draws, does not seem sufficient for
valid consent.20 To understand the risks of the
research, potential subjects should understand
that they would not undergo three of the blood
draws if they received the treatment from their
own doctor. This example reveals that research
subjects sometimes need to understand differ-
ences in the methods of research and care to
understand the risks of research participation.
To this extent, emphasis on the TM agrees with
a task-specific analysis of consent. However, a
task-specific analysis suggests that the subjects
in the present case need to understand a spe-
cific difference between research and care—a
difference in three blood draws—which is ir-
relevant to consent for most research studies.

A task-specific analysis also reveals that
there are many studies for which potential sub-
jects do not need to understand any differences
between the methods of research and care in
order to understand the risks and potential ben-
efits of research. First, the methods used in some
clinical research studies do not differ from the
methods used in clinical care. For example,
natural history studies often attempt to mimic
clinical care and determine the outcomes of
standard treatment. In these cases, fundamen-

tal differences in the methods of clinical re-
search in general and the methods of clinical
care are irrelevant to valid consent. Similarly,
for many rare diseases, there are no established
treatments, and the methods used in research
often represent the standard of care.21

Second, even when there are fundamental
differences in the methods of research and care,
they may be irrelevant to valid consent. Phase I
studies of new treatments for many conditions
are typically conducted using healthy volun-
teers. These studies use methods that are very
different from the methods used in clinical care.
Yet, these differences are irrelevant to healthy
volunteers who are not candidates for clinical
care. Similarly, Phase I oncology trials often are
limited to patients who have exhausted all stan-
dard treatment options. These individuals have
the condition in question, and the methods used
in these studies can be very different from the
methods used in standard cancer care. Yet, these
differences are irrelevant to potential subjects
who have no standard care options.

Third, work on the TM often assumes that
differences in the methods of research and care
are necessarily contrary to potential research
subjects’ clinical interests. It is natural to make
this assumption when one attempts to deter-
mine what potential subjects should understand
through the lens of the TM, which looks at the
differences between research and care in gen-
eral. The goal of clinical care is to promote the
interests of individual patients. This suggests
that the methods used in clinical care are likely
best for promoting patients’ interests; hence, de-
viations from these methods are likely to un-
dermine patients’ clinical interests. One study
attempting to measure the TM found, “More
than 85% of subjects responded to questions
about risks and disadvantages of participating
in clinical trials without referencing any of the
disadvantages that are inherent in the method-
ologies of clinical trials.”22

Perhaps the paradigm example of a differ-
ence in methods that is assumed to undermine
subjects’ interests is that clinicians choose treat-
ments for patients using individualized clini-
cal judgment, while many clinical trials rely on
randomization. To assess the impact of random-
ization on subjects’ interests, it is important to
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recognize that clinical trials typically use ran-
domization only in the setting of clinical equi-
poise—that is, randomization is used when it
is not clear which of two or more treatments is
better clinically. There are very few data evalu-
ating the impact of randomization on subjects
in the setting of clinical equipoise. The data that
do exist suggest randomization is not associated
with increased risks or decreased benefits.23

Explanation of the differences in methods be-
tween research and care is not relevant to un-
derstanding the risks or potential benefits of
participation in these cases. Indeed, one might
hypothesize that emphasizing randomization
may lead potential subjects to assume mistak-
enly that research poses greater risks, or de-
creased potential benefits, than clinical care.

The present considerations underscore the
extent to which work on the TM ignores the task-
specificity of informed consent. Work on the TM
focuses first on the differences between research
and care in general and assumes that most (or
all) potential subjects should understand these
differences. In effect, this approach leads to the
implicit assumption that subjects are patients,
and standard clinical care is a relevant option
for them. A task-specific analysis of informed
consent suggests, in contrast, that differences
in methods between research and care are rel-
evant to the risks and benefits of only a subset
of clinical trials; specifically, the differences are
relevant to valid consent only for studies that
satisfy at least the following conditions:24 (a) the
potential subjects have an illness or condition,
(b) standard interventions exist for the illness
or condition, (c) standard interventions are
available to potential subjects outside of re-
search, (d) the methods of the research study in
question differ from the methods used in the
clinical setting to provide the interventions, (e)
these differences in methods appreciably
change the risks and/or potential benefits of
enrolling in a study.

Even when these conditions obtain, the most
effective approach may simply be to explain the
specific things that potential subjects should un-
derstand. In the previous example of a study
that involves three extra blood draws purely for
research, potential subjects could be told that
they will get three extra blood draws that will

not benefit them, which they would not get if
they simply obtained clinical care. Many po-
tential subjects will be able to understand this
without having to understand that clinical re-
search is designed to collect generalizable
knowledge and the blood draws provide a way
for investigators to do so. This suggests that
emphasis on the TM will be useful only when a
sixth condition obtains as well: (f) explaining
general differences in methods is useful for help-
ing potential subjects to understand the essen-
tial elements of consent.

There may be some research subjects, like
those in the original TM article, who are so fo-
cused on receiving clinical care that they as-
sume that all of the blood draws they undergo
must be for their own benefit. In this subset of
individuals, it may be necessary to provide a
fairly in-depth explanation of the differences
between research and care, to get them to un-
derstand the essential elements of consent.
While empirical research will be needed to be
certain, it seems likely that this will be true for
only some individuals, suggesting that all six
conditions will be satisfied for only a subset of
clinical trials, and only for a subset of the po-
tential subjects for those trials. This conclusion
suggests that most subjects of most trials do not
need to understand the fundamental differences
between research and care in order to under-
stand their risks and benefits.

The Defining Purpose of Research
The previous section argued that under-

standing the differences in the methods used
in research and care often is not relevant to
understanding the risks and potential benefits
involved in research participation. Proponents
of the TM might grant this conclusion, but ar-
gue that research subjects should nonetheless
understand that clinical care is devoted to in-
dividual patients, while clinical research at-
tempts to benefit future patients. There are sev-
eral closely related ways to characterize this dif-
ference, all of which begin with the claim that
clinical care is focused on helping present pa-
tients and providing individualized treatment.
In contrast, research is designed to benefit fu-
ture patients; researchers intend to benefit fu-
ture patients; researchers provide protocolized



278 The Journal of Clinical Ethics Fall 2012

Articles from The Journal of Clinical Ethics are copyrighted, and may not be reproduced, sold, or exploited
for any commercial purpose without the express written consent of The Journal of Clinical Ethics.

rather than individualized treatment; and/or the
purpose of research is to benefit future patients.
A recent consensus group argues the most fun-
damental difference between clinical research
and clinical care is a difference in purpose. Clin-
ical trials have the primary or defining purpose
of obtaining generalizable knowledge; clinical
care has the primary or defining purpose of pro-
moting the health and well-being of individual
patients. This group concludes that the TM oc-
curs when “individuals do not understand that
the defining purpose of clinical research is to
produce generalizable knowledge.”25

Proponents of the TM might argue that sub-
jects should understand the defining purpose
of research (and/or its use of protocolized treat-
ment) because these features are so central to
research that they constitute an independent
essential element of consent: subjects cannot
give valid consent unless they understand these
things. The first challenge for proponents of the
TM based on differences in purpose is to avoid
relying on a caricature of clinical care; that is,
there are many ways in which clinical medi-
cine also relies on protocolized treatment, and,
in many ways, clinical medicine is not intended
or designed solely to benefit present patients.26

For example, clinical medicine is designed to
train physicians and to save money that can be
used to help future patients.

Second, such defenses of the TM tend to ex-
aggerate the differences between clinical re-
search and clinical care. There are many ways
in which research is designed and intended to
benefit current subjects. Moreover, investigators
often try to help present subjects and often pro-
vide individualized treatment. Consider a few
examples. Almost all research regulations in-
clude a stipulation that the risks to subjects are
to be minimized. Minimizing at least significant
risks is considered important, even when do-
ing so might reduce the value of the study for
future patients. In these cases, studies are de-
signed in part to protect present subjects. Fur-
thermore, it is widely agreed that research
should be designed to enhance the benefits to
present subjects. Investigators and review com-
mittees routinely alter the design of research
studies, changing the number and timing of drug
doses, for example, to achieve this end. Investi-

gators often enroll individuals in research with
the intention of providing them with clinical
benefit, even in Phase I studies.27 Investigators
frequently provide individualized care to re-
search subjects that is not needed for scientific
purposes. These examples underscore that al-
most all research studies involve a mix of ele-
ments, some of which are intended, or designed,
or individualized to benefit subjects, and oth-
ers to collect information to benefit future pa-
tients. While work on the TM attempts to iden-
tify the most fundamental or defining differ-
ence(s) that most or all subjects need to under-
stand, a task-specific analysis suggests that the
differences, if any, that subjects should under-
stand depends on the study in question and
their circumstances.

Another problem for such defenses of the
TM is that many (perhaps most) clinical trials
are funded by for-profit companies. Often the
primary goal of for-profit companies is to make
a profit; when companies attempt to gather gen-
eralizable knowledge that can benefit future
patients and also earn a profit, it is not clear
whether the defining purpose of the research is
to gather generalizable knowledge or to make a
profit. Or, the defining purpose may be to ob-
tain approval for a drug from the U.S. Food and
Drug Administration (FDA). Imagine that while
a company is conducting a trial, it learns the
trial will not generate valuable generalizable
knowledge, but may lead to the FDA’s approv-
ing the drug and the company’s earning a profit.
The possibility that the company may continue
the trial suggests that the purpose, at least as far
as the investigators and funder are concerned,
is to make a profit, not to gather valuable gener-
alizable to benefit future patients.

This conclusion is supported when compa-
nies, at least sometimes, conduct so-called “me-
too” studies: studies of drugs that are no better
than currently existing treatments. While these
studies do not have the potential to benefit fu-
ture patients, they do have the potential to pro-
duce a profit for the company (if patients using
a competitor’s product can be convinced to use
the company’s product instead). In these cases,
at least, and perhaps more generally, the pri-
mary purpose of studies conducted by for-profit
companies seems to be to make a profit, not to
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benefit future patients. The general point here
is that when one evaluates research in general,
as proponents of the TM do, one focuses on the
point that research collects generalizable infor-
mation. That is the one feature that research
studies share, hence, plausibly, it is the defin-
ing purpose of clinical research. However, when
one turns to specific research studies, conducted
by specific individuals in specific contexts,
there may be other purposes that add to, and
perhaps even supplant, that defining purpose.

For the sake of argument, let us set aside
for-profit studies and focus on the subset of stud-
ies conducted by non-profits. Arguably, the de-
fining purpose of these studies is to collect gen-
eralizable knowledge, hopefully to benefit fu-
ture patients. Do subjects need to understand
this to give valid consent? Why? In other con-
texts, it is not clear individuals need to under-
stand the defining purpose of a joint activity to
give valid consent to participate. Presumably,
volunteers can give valid consent to help with
a carwash for charity without knowing the de-
fining purpose of the activity or the charity in
general. Similarly, I work for the U.S. federal
government, and I think I gave valid consent to
do so. Yet I have no idea what the defining pur-
pose of the U.S. government is, or of govern-
ments in general (I am not alone in this regard;
philosophers have been debating for thousands
of years regarding the purpose of government).

These considerations suggest that the defin-
ing purpose of research is not itself an essential
element of informed consent. Recognizing this,
proponents of the TM might argue that under-
standing the defining purpose of research is im-
portant for understanding the essential elements
of consent. One option would be to argue that
understanding the defining purpose of research
is important for understanding the risks and po-
tential benefits of research.28 This view is sug-
gested by commentators who define the TM as
“the belief that a study will provide a therapeu-
tic benefit to individual participants, rather than
to future patients.”29 Similarly, commentators
on the TM often cite, with concern, data that
cancer patients who enroll in Phase I studies
have “as a major motivating factor in their de-
cision the possibilities of medical benefit and
not having a better option.”30

The view that, in order to understand the
risks and potential benefits of research, subjects
should understand the difference in the pur-
poses between research and care, or the differ-
ences in design, and/or that research treatment
is protocolized rather than individualized, is
subject to the same objections considered above
with respect to differences in methods (for ex-
ample, differences in methods are irrelevant to
risks and potential benefits of some studies;
many subjects will be able to understand the
risks and potential benefits of research without
understanding the differences). Rather than re-
peat that discussion, let us consider a specific
example of the problems that can arise when
one ignores the task-specific nature of informed
consent and focuses on the general differences
between research and care.

Focus on the general differences between re-
search and care can lead to an assumption that
individuals will not benefit from participating
in Phase I studies because their purpose is not
to benefit patients. But this does not necessar-
ily follow. To determine whether cancer patients
will benefit from participation in Phase I stud-
ies, one needs to collect empirical data on the
impact of participation in such studies. One
analysis found that some individuals do ben-
efit from participation in Phase I cancer trials.31

These data indicate that understanding the pur-
pose of research often is not needed to under-
stand the risks and potential benefits it poses;
indeed, explaining the purpose of research
might serve to undermine potential subjects’ un-
derstanding if it leads to their assuming that they
cannot benefit from studies that are designed
to collect generalizable information.

To consider a second possibility, a widely
endorsed essential element of informed consent
is that subjects should understand that studies
“involve research.” Proponents might argue that
part of understanding that a study involves re-
search is to understand that it has the purpose
of collecting generalizable information. Or they
might argue that understanding that the purpose
of a study is to collect generalizable informa-
tion is helpful for understanding this essential
element of informed consent. To evaluate these
possibilities, it is necessary to consider what is
required to understand that a study “involves
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research.” What does this involve, and why do
potential subjects need to understand that a
study involves research, in addition to under-
standing the other essential elements of in-
formed consent? If potential subjects understand
the procedures, risks, potential benefits, and
alternatives, why do they also need to under-
stand that the study involves research?

One way to determine what potential sub-
jects need to understand to give informed con-
sent is to evaluate what they need to know to
appreciate how enrollment in research will af-
fect their primary rights and interests. It has
been argued that individuals have a right, based
in their right to autonomy, to control the projects
to which they contribute. In addition, it is in
individuals’ interests to understand the nature
of their relationships. This analysis suggests
that, in order to understand that the study in
question “involves research,” potential subjects
should understand that they are being invited
to participate in a project to help others, and
that the investigators with whom they will in-
teract are trying to benefit others.32

Many potential research subjects will be able
to understand that they are being invited to con-
tribute to a project to help others, and that in-
vestigators are working to benefit others, with-
out understanding that the fundamental pur-
pose of research is to collect generalizable
knowledge to benefit future patients. Some sub-
jects might understand these things without
thinking about the defining purpose of research
at all; others might understand these things but
think that the defining purpose of all research
is to make a profit. If this is correct, it follows
that understanding the fundamental purpose of
research is relevant to valid informed consent
for only some subset of potential subjects.

Because the defining purpose of research is
to collect generalizable knowledge to help fu-
ture patients, subjects who choose to partici-
pate in research contribute to helping others.
Explaining the defining purpose of research
might help some potential subjects to under-
stand that the study in question involves re-
search. Granting this possibility, emphasis on
the TM seems to distort what potential subjects
need to understand. The present version of the
TM argues that research subjects need to un-

derstand that research involves collecting gen-
eralizable knowledge to benefit future patients
because this is the defining purpose of research.
The present analysis, in contrast, suggests that
research subjects need to understand only that
a purpose of research is to collect generalizable
knowledge, and they need to understand this
only when it is necessary to understand that
enrollment will involve contributing to a project
to help others.33

ENHANCING SUBJECTS’ APPRECIATION
OF WHAT THEY ARE BEING ASKED TO DO

We have considered two ways in which the
differences between research and care might be
relevant to consent for research: the differences
might themselves be one of the essential ele-
ments of informed consent, or understanding
the differences may be useful or important for
understanding one or more of the essential ele-
ments of informed consent, for example, the
risks of the study in question. A final possibil-
ity to consider is that understanding the differ-
ences between research and care, while not
strictly necessary to valid informed consent,
may be valuable to the extent that it increases
potential subjects’ appreciation of what they are
being asked to do:

If TM is important largely because a failure
to recognize the differences between re-
search and ordinary care negates the ability
of a potential participant to provide a mean-
ingful informed consent—which we believe
it is—and if we continue to be reluctant to
use human subjects for research without
their knowledgeable consent—which we
believe we should—then a strong priority
should be given to developing and testing
interventions to avoid the consequences of
TM.34

One way to understand the reference to mean-
ingful informed consent in this quotation is in
terms of a claim regarding ethically valid in-
formed consent. On this reading, individuals
who do not understand the differences between
research and care are not able to give valid con-
sent. We have considered, and questioned, two
ways of supporting this view: the differences
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between research and care are themselves es-
sential elements of informed consent, or under-
standing these differences is necessary to un-
derstand one or more of the essential elements
of informed consent.

A third option would be to understand this
reference to meaningful informed consent not
in terms of a claim regarding valid consent, but
in terms of a claim regarding ethically prefer-
able consent. Typically, a greater understand-
ing of the activities in which one is involved is
better than less understanding. This suggests
that, in addition to the essential elements of in-
formed consent, it also is valuable for potential
subjects to understand prominent aspects of
clinical research. Such an understanding pro-
vides potential subjects with a richer under-
standing of what research involves and a richer
understanding of what they are being asked to
do. Arguably, the methods used to collect gen-
eralizable knowledge, as well as the defining
purpose of research, represent important aspects
of clinical research. Potential subjects who un-
derstand these aspects will have a greater ap-
preciation for research and, therefore, will be
in a position to provide more meaningful con-
sent. This view seems right. However, before
proponents of the TM endorse this argument, it
will be important to recognize its implications.

Many research subjects do not understand
the essential elements of informed consent—the
things they should understand to give valid con-
sent. Thus, before much effort is put into mak-
ing research subjects’ consent more meaning-
ful, it will be important to make sure that po-
tential subjects at least reach the threshold of
providing ethically valid consent. This suggests
that, even if we should not forget the TM en-
tirely, we should forget it for the time being,
until we figure out how to get potential sub-
jects to understand the essential elements of
consent. At that point, research would be
needed to determine whether there are ways to
get potential subjects to understand even more
about research, including the differences be-
tween research and care. Of course, it will also
be important to make sure that such steps do
not significantly reduce potential subjects’ un-
derstanding of the essential elements of in-
formed consent.

With this caveat in mind, one way to sup-
port the claim that it would be better for poten-
tial subjects to understand the differences be-
tween research and care is to argue that poten-
tial subjects want to understand these differ-
ences: “Very few people with the capacity to
choose are indifferent to whether an experi-
enced clinician will select and monitor the treat-
ment they receive.”35 Imagine a survey that pro-
vided potential subjects with a checklist of a
thousand aspects of a given study and asked
which aspects they would like to know. Imag-
ine further that the vast majority of potential
subjects indicated the same three things. In this
case, respect for the subjects suggests that in-
vestigators should explain these three things. If
this happened and the subjects did understand
these three things, the subjects would have a
richer understanding about research. It would
not follow, however, that potential subjects
would have to understand those three things to
give valid or even meaningful consent; the po-
tential subjects might simply be interested in
knowing things that they do not need to know.
For example, imagine that many potential sub-
jects checked off that they would like to know
where the investigator goes to church, or wheth-
er the investigator rides a motorcycle. A find-
ing that the potential subjects failed to under-
stand those things would not imply that the
subjects had failed to give valid or meaningful
informed consent. Potential subjects who are
given a checklist may check hundreds of items.
People tend to be curious, and they may want
to know any number of things. One problem is
that explaining everything potential subjects
might want to know may undermine their un-
derstanding of important aspects of the study,
such as its risks and that participation is volun-
tary. To identify what it is that potential sub-
jects need to understand, there needs to be a
way to identify, among all the things potential
subjects might want to know, what things they
should understand to give meaningful consent.

It could be argued that potential subjects
should understand the things that they most
want to know, and they could be asked to rank
order the items that they choose from a list. Or
it could be that potential subjects should un-
derstand those things that are most likely to in-
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fluence their decision regarding whether to en-
roll in research; if so, then empirical data will
be needed to determine whether the differences
between the methods of research and care are
among the things that potential subjects espe-
cially want to know, or whether they are among
those things most likely to influence potential
subjects’ decisions regarding whether to enroll.

Let us assume that potential subjects are very
interested in the methods and/or purpose of
clinical research. For example, even in the set-
ting of clinical equipoise, it seems plausible that
many individuals would want to know that they
might receive a placebo, and that whether they
receive a placebo will not be determined by
what the investigators think is best for them per-
sonally. Granting this, there are many other as-
pects of clinical research that seem important
and relevant to potential research subjects’ en-
rollment decisions. They may be very interested
in knowing that a study was reviewed by a com-
mittee charged with determining whether it sat-
isfied ethical and regulatory standards. Poten-
tial subjects may be very interested in knowing
the level of experience and expertise of the
members of the committee. They may want to
know what the committee (for example, an IRB)
thought of the study and what the vote regard-
ing its approval was. Potential subjects may es-
pecially want to know the reasons and argu-
ments endorsed by committee members who
had concerns with the study or voted against
its approval. Similarly, potential subjects may
want to know what alternative studies could be
conducted instead. For studies conducted by
for-profit companies, potential subjects may
want to know what the companies are likely to
do with their profits. Those who strongly sup-
port efforts to protect the environment may want
to know how the use of the profits will affect
the environment.

The present point is not to determine how
long this list of salient aspects of clinical re-
search might be. Instead, the point is that there
are likely to be a number of aspects that—while
not essential—are things that individuals very
much want to know; before one argues on the
present grounds that the TM is especially im-
portant, one would need to develop an argu-
ment for its importance relative to these other

aspects. This defense of the TM is further com-
plicated because different individuals are likely
to prioritize their final list of significant items
differently. Assuming that it is not possible to
personalize the consent process for every indi-
vidual, a method would be needed to determine
which, among the items that are considered sig-
nificant, subjects should know in order to give
meaningful consent.

For the sake of argument, let us further as-
sume that the differences in methods and/or dif-
ferences in purposes between research and care
are something that many (or most) potential
subjects really want to know, and/or that this
consideration is likely to have a particularly
strong influence on the decision of many or most
potential subjects. Even granting this assump-
tion, it will be important to determine why po-
tential subjects want to know these things. The
most plausible assumption is that potential sub-
jects believe these differences influence the risks
and potential benefits of clinical research. In
particular, it seems likely that many will want
to know that the investigators will not be choos-
ing which treatment is best for them personally
in a randomized trial, because they assume that
this approach will lead to less desirable medi-
cal outcomes, compared to clinical care. When
this is not the case, informing potential subjects
of the use of randomization may undermine
their understanding of the risks and potential
benefits of research enrollment. This possibil-
ity poses a dilemma.

Potential subjects may very much want to
know about the methods of the proposed study,
such as the use of randomization. Yet, poten-
tial subjects who know this may assume that
randomized treatment is worse for them than
clinical care would be. Contrary to the standard
defense of the TM, potential subjects who are
informed about randomization may end up with
a worse understanding of the risks and poten-
tial benefits of research in the setting of clinical
equipoise. Presumably, it is more important for
potential subjects to understand the risks and
potential benefits of research participation than
it is for them to understand the methods of re-
search that they want to know, but which do
not influence the risks and potential benefits.36

If this is right, it suggests that potential subjects
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do not need to understand (and perhaps should
not even be told) the methods of research when
those methods do not influence the risks and
potential benefits of their participation.

An alternative approach would be to inform
potential subjects of the methods of research,
but to also explain how clinicians determine
which treatments to prescribe in the setting of
equipoise.37 Presumably, many, perhaps most
clinicians are influenced by factors that are ir-
relevant to the interests of individual patients.
For example, in the setting of clinical equipoise,
clinicians’ choices regarding treatment might be
strongly influenced by pharmaceutical indus-
try advertisements. In this case, potential sub-
jects may prefer being in research to receiving
clinical care. They may prefer a situation in
which the treatment they receive is determined
by a random process, rather than being deter-
mined by biasing influences.

Or, in the setting of clinical equipoise, cli-
nicians might (unconsciously) prescribe the
treatment they were taught in residency, because
they are more comfortable with it. If potential
subjects very much want to understand the dif-
ferences between research and care, they will
need to understand these aspects of clinical care.
These considerations provide further reason to
think that it will be difficult to explain the fun-
damental differences between research and care
in ways that do not confuse potential subjects.

FUTURE RESEARCH

Attempting to determine what potential sub-
jects need to understand through the lens of the
TM tends to downplay or ignore the task-speci-
ficity of informed consent (what potential sub-
jects should understand depends on the study.)
As a result, this approach misses the point that
the fundamental differences between research
and care—differences in methods and in pur-
pose—are relevant to only a subset of clinical
trials. This conclusion suggests that directing
investigators to focus on the TM ultimately may
do more to undermine than to promote informed
consent for clinical research. Future empirical
research could test this conclusion.

One option would be to randomize poten-
tial subjects to two different consent processes.

The first arm of the study would (1) explain the
fundamental differences in methods and differ-
ences in purpose between research and care, (2)
explain what potential subjects should under-
stand, (3) answer any questions, (4) test poten-
tial subjects’ understanding of what they should
understand. The second arm would (1) explain
what potential subjects should understand, (2)
answer any questions, (3) test potential subjects’
understanding of what they should understand.
Comparison of how well subjects understand
what they should understand, across a range of
studies, would provide an empirical estimate
of the impact of focusing on the TM.38

Explanation of differences in methods may
help some subjects to appreciate the risks and
potential benefits of research participation. Ex-
planation of the purpose of research may help
some subjects to understand that the study in
question involves research. One might conclude
that addressing the TM “up front” will help
some subjects to understand. If one adds in the
assumption that this approach will not do any
harm, it seems to follow that subjects’ under-
standing in the first arm is likely to be better.

While it will take empirical evaluation to
be sure, there are several problems with this con-
clusion. First, the differences in methods be-
tween research and care are irrelevant to in-
formed consent for many studies. For these stud-
ies, explanation of the differences in methods
is at best irrelevant, and, at worst, may confuse
potential subjects and undermine their under-
standing. In addition, there are many reasons
that potential subjects may fail to understand
what they need to understand, and there is lim-
ited time during the informed consent process
to explain these things. Spending time explain-
ing considerations that are irrelevant may re-
duce the amount of time devoted to explaining
things that are relevant. Applied to a broad range
of studies, then, subjects’ understanding in the
first arm may in fact be worse. This possibility
supports the claim that focusing on the TM may,
overall, undermine—rather than enhance—in-
formed consent for clinical research.

Proponents could respond that this conclu-
sion shows only that problems arise if one
makes more of the TM than one should, and
tries to apply it indiscriminately. The original
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work on the TM was not intended to be applied
to many studies, such as research with healthy
volunteers or with patients who have no stan-
dard treatment options, suggesting that a more
accurate test of the TM would be to limit it to
the subset of studies for which it is relevant.

Even when the fundamental differences be-
tween research and care are relevant to a given
study, it does not follow that explaining these
differences will help potential subjects under-
stand or appreciate what they need to under-
stand. Many subjects are likely to understand
the essential elements of informed consent, say,
once they are explained to them without any
explanation of the fundamental differences be-
tween research and care. For example, as men-
tioned, existing data suggest that randomization
in the setting of clinical equipoise does not un-
dermine subjects’ interests. Of course there may
be cases, perhaps many cases, in which indi-
vidualized treatment is better able to identify
the treatments that are more likely to promote
the clinical interests of individual patients. In
addition, some randomized studies may be con-
ducted when there is no equipoise between the
two interventions being tested.39 In these cases,
the use of randomization poses a real chance of
undermining potential subjects’ interests. Yet,
it seems likely that some potential subjects will
be able to understand this without having ran-
domization explained to them. Investigators
could explain to subjects that if they enroll in
the trial, they may receive a treatment that is
not the best one that is available for them. In-
vestigators could further explain the important
differences between the best treatment and the
second-best treatment, including the differences
in risks and/or potential benefits. This seems
relatively simple, and many potential subjects
are likely to understand it.

As the literature on the TM indicates, some
potential subjects might understand randomiza-
tion, but assume that it applies to others, not to
themselves. That is, they may understand it
without appreciating its implications. A plau-
sible response would be to make clear that this
possibility applies to them personally, rather
than try to explain the fundamental differences
between research and care. This approach is
plausible because the essential elements of con-

sent are relatively straightforward, whereas the
methods of clinical research, such as random-
ization and double-blinding, are complex. Simi-
larly, it seems likely that some potential sub-
jects will be able to understand that if they en-
roll in a study, they will help others, and that
the investigators are attempting to further this
goal. At this point, it may be that many, per-
haps most, potential subjects will understand
what they need to understand, even in the con-
text of studies for which the fundamental dif-
ferences between research and care are relevant.

Undoubtedly, there will be some potential
subjects who are not able to appreciate the es-
sential elements of informed consent without
understanding the differences between research
and care. For example, without explanation,
some may continue to assume that the treatment
they receive will be chosen based on clinical
judgment. For these individuals, an explanation
of the fundamental differences between research
and care may help. Notice, though, that which
fundamental differences will need to be ex-
plained will likely vary. Some subjects may
need to understand differences in methods to
understand the risks; others may need to un-
derstand the purpose of research to understand
that they will be contributing to a project to help
others. Thus, the need to address the TM is now
limited to a small subset of potential subjects
in the context of a small subset of all clinical
trials. Furthermore, it is possible that a signifi-
cant portion of this subset may be simply un-
able to understand the essential elements of
consent for a study, even with a thorough ex-
planation of the fundamental differences be-
tween research and care.

In the future study we are imagining, inves-
tigators working in the first arm of the study
explain the differences in methods and the dif-
ferences in purpose between research and care
to all potential subjects. As a result, the investi-
gators will end up explaining these differences
to potential subjects who can understand what
they should understand without having these
differences explained. In contrast, investigators
working in the second arm of the study explain
these differences only to those individuals who
are having difficulty understanding what they
should understand without this explanation.
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The important point is that investigators work-
ing in the second arm are not precluded from
explaining the differences between research and
care to potential subjects. Rather, they explain
these differences when doing so is useful for
helping potential subjects to understand what
they should understand.

Potential subjects fail to understand differ-
ent things, and for different reasons. Some may
fail to understand the risks or potential benefits
of the study in question for reasons unrelated
to the TM. For example, they might not have
been paying attention and may need the infor-
mation repeated. Or they may be anxious and
need time to relax. Other individuals may fail
to understand other essential elements, such as
the fact that participation is voluntary. The ad-
vantage of the second arm is that it allows in-
vestigators to tailor the consent process to the
specific study and subjects in front of them.

Undoubtedly, some potential subjects will
not understand what they should understand
because they confuse research with care. Pro-
ponents of the TM seem to conclude that these
individuals will not be able to understand what
they should understand until they appreciate
the differences between research and care. The
problem with this analysis is that it fails to dis-
tinguish between sources of misunderstanding
and necessary obstacles to understanding. A
person may fail to understand a particular fact
because of some other beliefs they hold. How-
ever, it does not follow that one must first ad-
dress these other beliefs before the person can
understand the fact in question.

Imagine that a British man playing baseball
for the first time assumes he will get six runs if
he hits a home run. He believes this because he
confuses baseball with cricket. It does not fol-
low that one must explain the fundamental dif-
ferences between baseball and cricket before the
man will be able to understand this. Instead,
one might be able to simply explain: “In this
game, hitting the ball off the field gives you one
run.” The general lesson, here, is that focusing
on what individuals should understand is likely
a more effective and efficient method for get-
ting them to understand these things, as op-
posed to first eliminating potential obstacles to
their understanding these things.

CONCLUSIONS

To give valid informed consent, potential
subjects need to understand the essential ele-
ments of informed consent as they pertain to
the study in question. What potential subjects
need to appreciate to understand the essential
elements of informed consent can vary signifi-
cantly, depending on the study in question, their
own circumstances, and the available alterna-
tives. Attempting to ensure valid consent by first
identifying the fundamental differences be-
tween research and care and then explaining
these differences to potential subjects ignores
the task-specificity of informed consent.

Work on the TM focuses on one potential
source for failing to understanding several of
the essential elements of informed consent. Fail-
ure to understand differences in methods may
cause potential subjects to not understand the
risks or potential benefits; failure to understand
the purpose of research may cause potential sub-
jects to not understand that a study involves re-
search.

In effect, work on the TM focuses on surro-
gate (or proxy) markers for several of the essen-
tial elements of informed consent. Reliance on
surrogate markers can be effective when it is
not feasible to measure directly the item that is
of interest. For example, surrogate markers can
be important for evaluating the progression of
gastrointestinal tumors, which are difficult to
evaluate directly. In contrast, it is relatively easy
to evaluate whether potential subjects under-
stand the essential elements of informed con-
sent. This suggests that we should stop worry-
ing about the TM and focus instead on identi-
fying what potential subjects should understand
to enroll in specific studies, and ensure that they
understand these things.

Finally, it might be possible to defend the
TM on the grounds that understanding the fun-
damental differences between research and care,
while not necessary to valid consent, leads to
ethically preferable consent. To make this ar-
gument, proponents will have to provide rea-
sons to think that understanding the fundamen-
tal differences between research and care is
more important than understanding other
prominent aspects of research. Even if success-
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ful, this argument suggests we should stop wor-
rying about the TM until we identify methods
to ensure subjects understand the essential ele-
ments of consent.
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