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Abstract
Researchers and ethicists have long been concerned about the expectations for direct medical
benefit expressed by participants in early phase clinical trials. Early work on the issue considered
the possibility that participants misunderstand the purpose of clinical research or that they are
misinformed about the prospects for medical benefit from these trials. Recently, however,
attention has turned to the possibility that research participants are simply expressing optimism or
hope about their participation in these trials. The ethical significance of this therapeutic optimism
remains unclear. This paper argues that there are two distinct phenomena that can be associated
with the term ‘therapeutic optimism’—one is ethically benign and the other is potentially
worrisome. Distinguishing these two phenomena is crucial for understanding the nature and
ethical significance of therapeutic optimism. The failure to draw a distinction between these
phenomena also helps to explain why different writers on the topic often speak past one another.

Recent discussions of therapeutic optimism in clinical research display ambivalence over the
ethical significance of the phenomenon. Therapeutic optimism is present when a research
participant expresses the view that he/she will benefit from participation in a trial that offers
its participants little or no prospect for direct medical benefit, such as an early phase
oncology trial. This kind of optimism is not—at least not necessarily—the product of
ignorance or confusion. An optimistic research participant need not be under the ‘therapeutic
misconception’.1 Similarly, an optimistic research participant may not be optimistic because
he/she has made an error in calculating the risks and benefits that the trial presents to its
participants. But if therapeutic optimism can be present even in the absence of
misunderstanding, is it nevertheless a problem for informed consent in human subject
research? It is in response to this question that the ambivalence manifests itself. On the one
hand, a number of writers have maintained that hope or optimism is never ethically
problematic.12 On this view, those who express optimism about the therapeutic benefits of
their participation in an early phase oncology trial are making no rational mistake; they are
simply hoping for the best.12 On the other hand, a number of writers have worried that
therapeutic optimism contributes to the exploitation of research participants. It is a weakness
or vulnerability on which investigators play to advance their research agendas.34

This paper argues that both of these views hold part of the truth. Therapeutic optimism is
both ethically unproblematic and a potential threat to the informed consent of research
participants. The reason for this is that there are two distinct phenomena that can be
associated with the term ‘therapeutic optimism’; one is ethically benign and the other is
potentially worrisome. Distinguishing these two phenomena is crucial for understanding the
nature and ethical significance of therapeutic optimism. The failure to draw a distinction
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between these phenomena also helps to explain why different writers on the topic often
speak past one another.

DISPOSITIONAL AND SITUATIONAL OPTIMISM
Social psychologists have called attention to the difference between people who are
optimistic, in the sense that they have a generally hopeful outlook on life, and those who are
optimistic with respect to some specific event or activity. The former is generally referred to
as ‘dispositional optimism’ and the latter as ‘situational’ or ‘comparative’ optimism.5 For
example, a person might be inclined to always view the positive aspects of any situation.
Such a person, we might say, accentuates the positive. In contrast, a person might have no
such rosy outlook on life, but he/she might express optimism with respect to some particular
event or activity. For example, he/she might express the view that they are much less likely
than others to be in a car accident, even though he/she drives as much as the average person.
With respect to this event, he/she would be situationally optimistic even though he/she was
not dispositionally optimistic.

The distinction between these two types of optimism suggests that there are two ideas or
concepts that one might associate with the term ‘therapeutic optimism’. The fact that a given
person reports an optimistic outlook on his/her participation in a clinical trial could be either
a function of the fact that he/she is generally optimistic about life or a function of the fact
that he/she is situationally optimistic about this specific activity. The former would be an
instance of dispositional optimism while the latter would be an instance of situational
optimism. Interestingly, as explained more fully below, social psychological research on
optimism has tended to suggest that dispositional and situational optimism are not strongly
related. People who are dispositionally optimistic do not exhibit a greater than average
propensity for situational optimism with respect to a wide range of events and activities.
Thus, while studies would need to be done to corroborate this hypothesis in the context of
clinical research, it is possible that the two types of therapeutic optimism are not
significantly related. Research participants who exhibit one type of optimism may have no
tendency to exhibit the other.

A second distinction is necessary at this point. Unlike dispositional optimism, situational
optimism can be either realistic or unrealistic. A person might believe that he/she is more
likely than others to benefit from participating in a trial and might have good reasons for
believing this to be the case. If so, his/her situational optimism would be realistic. But, as
numerous studies on optimism in social psychology have demonstrated, situational optimism
is often unrealistic.6–9 As such, it is the result of a bias which leads people to believe—with
respect to a specific event or activity—that they are more likely to experience positive
outcomes and/or less likely to experience negative outcomes than similar others. In a
common example, smokers have been shown to be unrealistically optimistic with respect to
their chances of developing lung cancer even when they are fully informed of the cancer-
related risks of smoking. They believe that they are less likely to develop cancer from
smoking than other smokers. The same bias may be present in research participants. If so, it
would be an instance of unrealistic situational therapeutic optimism, or unrealistic
therapeutic optimism for short.

In the next section, I will argue that these different types of therapeutic optimism vary in
their ethical significance for informed consent in clinical research. That is why, for purposes
of ethical assessment, it is crucial to separate them. Before turning to this issue, however, a
brief summary is presented of some of the instruments that have been developed to study the
different types of optimism.
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Dispositional optimism is standardly measured by the Revised Life Orientation Test (LOT-
R), an updated version of the original Life Orientation Test. In numerous studies the LOT-R
has demonstrated ample validity and high internal consistency reliability.10 The LOT-R asks
respondents to indicate the extent to which they agree to statements such as: ‘In uncertain
times I usually expect the best’ or ‘Overall, I expect more good things to happen to me than
bad’. Positive responses to these statements reveal a generally hopeful orientation towards
life. In contrast, situational optimism is standardly measured by asking respondents to
compare themselves with others with respect to a specific event. The results can establish
the presence of unrealistic optimism at the group level. The Comparative Risk/Benefit
Assessment Questionnaire (CRBA) developed by Weinstein is one instrument that has been
developed for this purpose. It has been widely used in the field of social psychology and has
been adapted successfully to health psychology, particularly in the field of preventive
medicine. Since the questionnaire has consistently detected unrealistic optimism in
populations that would not be expected to demonstrate the bias, it also has shown
discriminant validity.911 (Additional evidence of discriminant validity is the demonstration
that unrealistic optimism can be distinguished from dispositional optimism. The relationship
between the two kinds of optimism, as measured by the LOT-R and the CRBA, is discussed
below).

The CRBA asks a group of people to make comparative risk assessments with respect to a
range of specific health-related events. For example, if a majority of smokers report that
they are less likely than average to develop lung cancer compared with other smokers, then
one can infer that the group consists of persons with unrealistically optimistic assessments.
Importantly, using the CRBA, one cannot infer that any particular member of the targeted
group is unrealistically optimistic, since some members of the group may have a risk profile
that makes it accurate for them to report a lower than average susceptibility to the risk. Thus,
to assess either realistic or unrealistic situational optimism with respect to individuals, one
must have information on their specific risk/benefit profiles.5 Unrealistic therapeutic
optimism among a targeted group of research participants, however, can be measured using
instruments such as the CRBA.

ETHICAL IMPLICATIONS
Dispositional optimism and situational optimism are different phenomena and are measured
by different instruments. Writers who have discussed the ethical significance of therapeutic
optimism for clinical research generally have failed to appreciate that there are different
phenomena to consider. This matters since it is likely that the different phenomena have
different consequences for behaviour.

Research has shown that dispositional optimism in general does not adversely affect
behaviour. More to the point at hand, there is no good evidence for thinking that
dispositionally optimistic people are unusually prone to make mistakes in processing,
appreciating and applying information about the risks and possible benefits of specific
health-related events. There is even some evidence to suggest that dispositionally optimistic
people are healthier than others. Radcliffe and Klein provide a summary of the evidence.

Generally, it is found that people high in dispositional optimism have better overall
physical health, report being bothered by fewer symptoms of illness, adjust better
to important life transitions, cope better with stress, recover faster from coronary
artery bypass surgery, use more problem-focused coping strategies, handle illness
more effectively, and are more likely to accept or resign in a situation that appears
to be uncontrollable.5
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Thus, if therapeutic optimism were just an expression of dispositional optimism, and if
dispositional optimism indeed has no adverse effects on behaviour and some positive effects
on well-being, then it should not occasion ethical concern. The presence of a hopeful state of
mind poses no ethical problem for clinical research. Realistic situational optimism is also
not problematic. If a person is optimistic about his participation in a clinical trial, and if his
optimism is based on a realistic assessment of his circumstances, then this optimism should
occasion no concern. The process of informed consent is modelled on the idea that people
should make voluntary decisions based on an accurate understanding and appreciation of the
relevant risks and potential benefits that clinical research presents to them. Realistic
therapeutic optimism may just reflect the fact that the research participant is adequately
informed and processes information rationally. It is mentioned in this paper for the sake of
completeness. The important contrast with dispositional optimism is unrealistic therapeutic
optimism.

Unrealistic optimism in the context of clinical research is potentially ethically problematic.
At the very least, its prevalence among research participants should occasion concern. This
is true for two main reasons. First, unrealistic optimism in a number of health-related
contexts has been shown to have adverse consequences with respect to information
processing and subsequent behaviour. In one study, college students who were
unrealistically optimistic about the likelihood that they would experience negative events
from alcohol consumption were more likely to experience problems related to drinking than
others. The students who were unrealistically optimistic about the risks appeared to engage
in riskier behaviours.12 Other studies, including many health-related studies, have shown
that unrealistic optimism is linked to lesser attentiveness to risk information and less worry
about the consequences of risky behaviour.613 In general, unrealistically optimistic people
tend to affirm self-protective myths and form riskier intentions than similar others who are
not optimistic in this way.5 While not impairing understanding, unrealistic optimism may
interfere with the appreciation and processing of information related to risks and benefits.
Second, unrealistic optimism may directly interfere with voluntary or autonomous decision-
making. As a bias, it typically operates behind the back of those who are subject to it, thus
potentially interfering with the voluntariness component of informed consent.314 (Although
the point is controversial in medical ethics, a voluntary decision not only can be
compromised by external factors such as coercion and manipulation, but also by internal
factors such as biases and neuroses.) Like other cognitive and affective distortions such as
adaptive preference formation, wishful thinking and conformism, unrealistic optimism more
closely resembles a hidden drive than a consciously adopted strategy for planning one’s
life.3 On a plausible view of autonomy, persons are autonomous when they are free from
coercion and manipulation and are adequately informed, and also when their desires have
not been shaped by non-conscious mechanisms that distort (or have the potential to distort)
rational judgement.15 This second point complements the first one. In many contexts, people
make decisions that neither expose them to significant risks nor affect their lives in
significant ways. The decision to buy one type of automobile rather than another is a
mundane example. In these contexts, it is not important to worry too much about whether a
person’s decision is autonomous or not but, in other contexts in which a person is exposed to
risks or is making an important decision about his/her life, it becomes more understandable
to worry about his/her autonomy. The decision to participate in experimental research is a
decision of this latter kind, which is why nearly everyone agrees that securing informed
consent is an ethical requirement for conducting a clinical trial. Informed consent serves
both a protective and an expressive function in this context. It serves a protective function
by acting as a safeguard that protects participants from exposure to unnecessary risks. It
serves an expressive function by ensuring that participants will make a rational, informed
and voluntary choice about the use of their body as an experimental object as well as the use
of their time in the process of the trial. However, both of these functions of informed
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consent—the protective and the expressive—are threatened by non-conscious biases that
distort (or have the potential to distort) the rational judgement of research participants. This
is why those who take informed consent seriously in the research context need to take the
phenomenon of unrealistic optimism seriously.

RELATIONSHIP BETWEEN DISPOSITIONAL OPTIMISM AND UNREALISTIC
OPTIMISM

I have been arguing that there are two main concepts of therapeutic optimism and that they
have a different ethical significance. This naturally invites the question whether or not the
two types of optimism are significantly related to each other. Here it will be helpful to
distinguish three theses.

Thesis 1: There is no significant correlation between dispositional and unrealistic
therapeutic optimism. Those who are dispositionally optimistic are no more or less
likely than others to exhibit unrealistic optimism with respect to their participation in
clinical research.

Thesis 2: There is a significant negative correlation between dispositional and
unrealistic therapeutic optimism. Those who are dispositionally optimistic are less
likely than others to exhibit unrealistic optimism with respect to their participation in
clinical research.

Thesis 3: There is a significant positive correlation between dispositional and unrealistic
therapeutic optimism. Those who are dispositionally optimistic are more likely than
others to exhibit unrealistic optimism with respect to their participation in clinical
research.

Empirical investigation is necessary to determine which of these theses is correct. At
present, no research has been done on this topic. However, in other contexts, several studies
have attempted to ascertain whether dispositional optimism is related to unrealistic
optimism. In one study Davidson and Prkachin found a small but statistically significant
relation between dispositional and unrealistic optimism with regard to two events (exercise
behaviour and coronary heart disease). They also found a small interaction effect between
the two types of optimism with regard to exercise behaviour.16 However, as mentioned
earlier, most studies have not found a significant correlation between the two types of
optimism.5

The safe conclusion is that dispositional and unrealistic optimism have not been shown
consistently to be significantly related in the contexts in which they have been studied. This
may provide a presumptive reason for thinking that thesis 1 is correct, but more research is
necessary before any judgement on this can be held with confidence. Still, if thesis 1 were
proved to be correct, then a welcome consequence might follow. Efforts to counteract
unrealistic therapeutic optimism might not dampen the potentially beneficial effects
associated with dispositional optimism.

TALKING PAST ONE ANOTHER
Research ethicists have begun to consider the significance and implications of therapeutic
optimism, but the failure to recognise that there are different phenomena to consider has led
to a situation in which the participants in this discussion often do not address one another’s
concerns. When it is claimed, for example, that therapeutic optimism is ethically ‘always
tolerable because hope does not compromise the autonomy of a decision to participate in
research’1 or ‘an optimistic outlook likely makes a positive contribution to the healing
process’,1 these claims are best construed as claims about dispositional optimism.
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Understood as claims about unrealistic optimism, they look to be unwarranted. In contrast,
when it is claimed that ‘hope for an unlikely cure can reduce participants’ autonomy even if
they do not suffer from the therapeutic misconception’ or hope ‘opens us up to harm and
exploitation in a range of ways’,4 these claims are best construed as claims about unrealistic
optimism. Understood as claims about dispositional optimism, they look to be unwarranted.
In this way, the debate over the ethical significance of therapeutic optimism can look like a
debate in which the participants largely talk past one another.

This same problem is present even in discussions of therapeutic optimism that neither
encourage it nor worry about it. For example, in a recent careful and balanced discussion of
the prospect for direct medical benefit from participation in phase 1 oncology trials, Miller
and Joffe point to a number of uncertainties that affect judgements on this matter. They
argue that:

Because well-informed individuals can disagree, there can be no ‘objective’ third-
party judgement about the reasonableness of this prospect. Instead, whether or not
the prospect of direct benefit is reasonable is entirely a subjective judgement on the
part of the potential participant who is adequately informed about the relevant
uncertainties.17

From this, they go on to conclude that ‘patients who maintain “therapeutic optimism” in the
face of accurate information disclosure do not thereby fail to provide valid consent’.17

Miller and Joffe’s statement is true, as far as it goes. If the therapeutic optimism in question
is dispositional optimism, then there is no reason to be especially concerned about the
validity of informed consent to these trials. But if the therapeutic optimism alluded to is
unrealistic optimism, then the issue is considerably more complicated. As Miller and Joffe
correctly observe, ‘informed consent may be compromised to the extent that participants fail
to understand or appreciate the scientific design of this research (and how it differs from
personalised medical care), or that they overestimate the likelihood or magnitude of the
medical benefit that they may receive’.17 So, even if ‘objective’ third-party judgements
about the likelihood and magnitude of direct medical benefits from participation in these
trials is not available, it remains important to ensure that the subjective judgements of
participants on this issue are well-informed and, I would add, not subject to biases or other
factors that can distort their rational judgement.

The key point for present purposes is that, while it is true that therapeutic optimism in early
phase oncology trials does not imply any defect in informed consent, it is also important not
to overstate this claim. From the fact that rational individuals can hope for the best from
these trials without displaying any defect in informed consent it does not follow that
therapeutic optimism should never be viewed as a potential threat to the informed consent of
participants in these trials. The failure to draw the distinction between the two types of
optimism encourages this mistaken inference.

CONCLUSION
Researchers and ethicists have long been concerned about the expectations for direct
medical benefit expressed by participants in early phase clinical trials. Early work on the
issue considered the possibility that participants misunderstand the purpose of clinical
research or that they are misinformed about the prospects for medical benefit from these
trials. Recently, however, attention has turned to the possibility that research participants
may be expressing or displaying optimism about their participation in these trials. Confident
pronouncements about the ethical significance of this optimism for informed consent to
clinical research are premature until we learn a good deal more about the nature of the
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optimism exhibited by research participants. A necessary first step in this direction is to
distinguish clearly between the two concepts of therapeutic optimism reviewed here.
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