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Informed hope sounds simple and admirable but what
does it mean to be informed, and how do rehabilitation
clinicians and researchers communicate about research
options? A recent review by Kube and colleagues in Per-
spectives in Biology and Medicine,1 underscored that
hope is a complex concept and that the disciplines of
philosophy, anthropology, theology, psychology, and
medicine have defined, researched, and emphasized
various aspects of hope. My home discipline is psychol-
ogy, and the practice of communicating and acting in
relation to hope (and also to hopelessness) are layered
on top of the definition, measurement, and cognitive and
emotional components of hope.

The term informed is also complex and has different
meanings in different contexts. In research, the onus of
informing is on the individual seeking consent, and yet
the ways in which we inform often involve cumbersome
forms and boilerplate language. Moreover, as we have
seen over the last few years, Americans often watch
and read different sources of news, and hold varying
beliefs about what is true, and cognitive biases and
selected framings can impact a range of interactions
and behaviors. In this context, the work of informing
and guiding is even more critical.

In this ethics/legal feature, Shelly Benjaminy, PhD,
HEC-C, a clinical and research bioethicist at the Shirley
Ryan AbilityLab and an Assistant Professor of PM&R at
Northwestern University Feinberg School of Medicine,
brought forth a case that highlights the complexities of
informed hope in the context of a rare progressive neu-
rological disease. I sent the following writing prompt to
invited contributors:

Writing Prompt:
The idea of “waiting for a cure” is common for reha-

bilitation clinicians, but what are the ethical issues
raised in balancing a potential research participant’s
expectations? The case below focuses on a specific
example of stem cell therapy for an aggressive variant

of multiple sclerosis, but I also welcome more general
reflections on informed hope, therapeutic mis-
estimation, optimism, and the role of the researcher.
Recommendations for practice are also invited.

CASE PRESENTATION

Shelly Benjaminy, PhD HEC-C

Years ago I had a conversation with a
woman who was diagnosed with Marburg
multiple sclerosis, a rare and aggressive vari-
ant of the disease that leads to rapid degen-
eration and is often lethal within a year or
two of clinical onset.2 She told me about the
many challenges that have marked her jour-
ney: adjusting to a visible disability as she
began using a wheelchair, losing her vision
alongside her independence, and pro-
gressing to a state where she sometimes
labors to breathe. She also told me about the
isolation she experienced and the struggle to
find a community of support among individ-
uals who have the common and milder form
of the disease. She spoke of her fear of cog-
nitive decline and losing a component of her
identity. Although her family had implored
her to consider palliative options for the
future, she had faith in science and medicine,
and was waiting for a cure. Stem cell ther-
apy, she told me, will reverse the course of
her illness and help her reclaim her life.

I have heard many anecdotes of hope inter-
cepting the fatalism that sometimes ac-
companies a diagnosis of a life-limiting
neurodegenerative disease from individuals
whose conditions are the subject of clinical
trials, such as stem cell research or gene
transfer. All too often, as in this case,
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advances in science are incremental and
fall short of hope. Given the limited thera-
peutic windows of those affected, how do we
promote informed hope in the rehabilitation
space and best support patients to adjust to
living with progressive or life-limiting illness
while also honoring the optimism brought
about by research?

The first essay is by Joel Stein, MD, who is the
Simon Baruch Professor and Chair of the Department
of Rehabilitation and Regenerative Medicine at Colum-
bia University Vagelos College of Physicians and Sur-
geons, Professor and Chair of the Department of
Rehabilitation Medicine at Weill Cornell Medicine, and
Physiatrist-in-Chief at New York Presbyterian Hospital.
Dr. Stein considers the role of hope in rehabilitation and
offers some guiding principles in navigating this terrain.
The second essay is by Lynn Jansen, PhD, an Associ-
ate Professor at the Center for the Philosophy of

Freedom at the University of Arizona. She draws on her
perspective as an expert in research ethics and
focuses on the duty to inform. Finally, Shelly
Benjaminy, PhD, HEC-C responds to the case she
presented and suggests ways to promote informed
hope and introduces the importance of epistemic humil-
ity. Together, the collection highlights the nuances and
complexities of informed hope in rehabilitation
research. As always, I welcome comments and sug-
gestions for ethics/legal features and can be reached at
dem9199@med.cornell.edu.
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Balancing Hope and Realism

Joel Stein MD

Columbia University Vagelos College of Physicians and Surgeons, and Weill Cornell Medicine

Historically, rehabilitation medicine has provided care
for many individuals with disabling conditions for which
cures are not readily available. Most notably, many
people with neurological disorders, such as stroke,
traumatic brain injury, and spinal cord injury, present for
rehabilitation care with the primary goal of restoring
function despite neurological impairments that may not
be fully reversible.

Because rehabilitation has advanced into the
realm of neurological recovery, however, we are faced
with patients who are seeking not only to regain func-
tional abilities, but whose primary goal is to reverse
their underlying neurological impairments. Although
we all share the ultimate goal of regaining neurological
abilities, as practitioners we need to temper this with
the reality that it is often not yet achievable, and there-
fore much of our efforts are dedicated to helping
patients compensate for residual impairments so that
they can maximize their functional recovery.

This particular case vignette addresses a rapidly pro-
gressive neurological disorder for which the prognosis is
particularly grim. In truth, rehabilitation medicine has long
straddled the boundaries of palliative care, which, while a
distinct field, shares a common focus on maximizing

quality of life and function within the realm of the medi-
cally achievable. Many of the issues of “hope versus real-
ism” pertain to both permanently disabling conditions as
well as to potentially fatal conditions, and thus will be dis-
cussed here in terms that apply to both situations.

The issue of hope is a tricky one in our field. There is
no clinical value and often significant psychological dam-
age that results from a premature and/or overly blunt
appraisal of a patient’s prognosis. To “push” patients into
acceptance of permanent disability (or worse) risks ruptur-
ing the therapeutic alliance and causing undue psycho-
logical distress for the patient. Patients need time to
adapt psychologically to disability, a diagnosis of a pro-
gressive neurological disorder, or to other unwelcome
news, and part of the art of medicine is to gradually work
with patients to accept their situation. There is a path
between nurturing false hope and denial, or, conversely,
attempting to rush patients into acceptance of pessimistic
pronouncements before they are ready. Time, patience,
and continued dialogue between physician and patient is
a key method of navigating this path.

In the case vignette provided, the issue of the
patient’s belief in imminent cures becoming available
soon as a result of medical research poses several
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challenges. The medical world has contributed to an
often-inflated sense of the pace of progress in medical
research, aided and abetted by both traditional media,
and now by social media as well. Medical research
tends to progress in an erratic fashion, where some dis-
eases suddenly become much more treatable, and
treatment for others progresses very slowly. In the field
of rehabilitation, some diseases have essentially been
eradicated in the developed world, such as polio,
whereas others now have become largely treatable
chronic conditions instead of frequently disabling, such
as rheumatoid arthritis. Still others, however, have
remained almost as disabling as they were a century
ago, such as stroke, spinal cord injury, and Alzheimer’s
disease. From the public’s perspective, it is often diffi-
cult to sort through this uneven progress, and it is not
surprising that patients may believe that a cure for their
particular condition may be right around the corner,
even when this is not the case. It is often very difficult
to distinguish hype from reality in terms of the timeline
for converting promising research into clinically avail-
able treatments. The recent experience where massive
resources were dedicated to developing coronavirus
disease (COVID) vaccines on a uniquely accelerated
timeline is the exception in medical research, and not
the rule. But patients tend not to realize that the basic
science research advance that is presented on the eve-
ning news may be years away from clinical application.

Therapeutic misconception or misestimation is
the belief among clinical research participants that
the treatment offered in a clinical trial will provide larger
clinical benefits than data would suggest, or that risks
are lower than in actuality.1 This misconception is also
accompanied by a disregard for the reality that in many
trials, random allocation (often in equal proportion) is
used, assigning many participants to a control treatment
instead of the investigational therapy. Addressing these
issues is a key concern in obtaining truly informed con-
sent for research participation, which, if properly per-
formed, results not only in the mere presentation of the
relevant data to prospective participants, but in their true
comprehension of the implications of study participation.

The patient in this vignette has expressed a particu-
lar hope for stem cell therapy, which holds almost magi-
cal promise for many in both the medical and lay
communities. Rebuilding the body with new cells prom-
ises to restore complete health-a promise that has led to
overzealous and even unscrupulous practitioners offer-
ing untested stem cell therapies for a broad range of dis-
orders. Stem cell therapies do, in fact, hold tremendous
potential for future remedies, but thus far the scope of
the actual proven value of these treatments remains
confined to a restricted range of conditions. I worry that
a patient such as this might easily fall prey to an off-
shore “stem cell clinic” offering stem cell therapy as a
cure-all without regard to patient safety or regulatory

controls, and which typically charges large sums for
these treatments of dubious safety and efficacy.

Even in the realm of well-designed clinical research
with appropriate funding and oversight, clinicians who are
engaged in clinical research face a particular challenge in
terms of an unavoidable conflict of interest between their
clinical work and their research activities. They typically
have a strong vested interest in the success of their
research, even when they have no direct financial inter-
est. These nonfinancial interests stem from the academic
value of impactful clinical trials, and from the emotional
and time investments they have in their research hypoth-
eses and endeavors. This creates incentives for clinician-
researchers to encourage their patients to enroll in clinical
trials for which they serve as investigators. Clinician-
researchers, therefore, need to be particularly attentive to
these conflicts of interest, and to temper their enthusiasm
for their own research projects with careful attention to
individual patient values and goals.

There are no simple solutions to these challenges,
but a few useful principles can be articulated. One is to
fully explore patients’ beliefs and expectations about both
standard treatments and participation in a clinical trial, so
that there is an opportunity to address misconceptions
that may exist. Does a patient realize that an experimen-
tal treatment may not actually provide any benefit com-
pared with existing treatments? That it may unexpectedly
actually be inferior to standard therapy, or have unantici-
pated side effects? Another important approach is for the
researcher to personally acknowledge and be mindful of
the conflicts of interest that exist for them in their clinical
research, and to fully disclose these to patients. Assig-
ning the actual study consent and enrollment process to
a team member who is not involved in the patient’s clini-
cal care is a best practice when feasible.

Although the complex issues of balancing hope and
realism will never be fully resolved, a key strategy is to
avoid rushing this discussion. When possible, this should
be addressed in the context of a longitudinal patient-
doctor relationship that provides sufficient time to explore
these issues as the patient comes to terms with their
diagnosis and prognosis. No matter how skilled the physi-
cian, such interactions cannot be rushed. Multiple conver-
sations over a period of time are often much more
effective in establishing rapport and guiding a patient than
a single discussion, irrespective of its duration or content.
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Sustaining Hope and the Duty to Inform

Lynn A. Jansen PhD

University of Arizona

Promoting and sustaining hope in patients with serious
illness, while ethically significant, is not a requirement
for ethical clinical research. Securing their informed
consent to participate in clinical research is. The desire
on the part of physicians to promote, sustain, or at least
not take away, the hope of patients who are confronting
terrible diseases is understandable and laudable. But it
is also ethically fraught, for it can lead them to fall short
in their duty to make sure that the patients under their
care who are considering enrollment in clinical trials do
so with adequate understanding and appreciation. Liv-
ing up to this duty is likely to be emotionally demanding
for many physicians, and it is more challenging than it
may first appear.

Should physicians attempt to balance their humane
desire to sustain hope in their patients with their duty to
help them understand and appreciate the limited poten-
tial of experimental treatments to benefit them? It might
appear so, but balancing is the wrong metaphor in this
context. The duty to inform and ensure adequate
patient understanding comes first, and efforts to sustain
or promote hope must not run afoul of it. The point is
obvious when it comes to truth telling. No one recom-
mends that physicians should mislead their patients
about the therapeutic potential of unproven therapies if
doing so were necessary to sustain their hope for a
cure. But when it comes to affirmative duties to correct
patient misunderstandings or to counteract their failures
to process and appreciate relevant information, the
point can get lost. Consider the patient with Marburg
multiple sclerosis. Understandably, the patient is des-
perate and, having heard of new or cutting-edge experi-
mental therapies on the internet or from family
members, is eager to enlist her physician’s help in
gaining admission in a phase 1 stem cell therapy trial.
Her physician may suspect that the patient, like many
other patients, does not adequately appreciate the dif-
ference between therapy and research, but he may fear
that efforts to correct any therapeutic misconception on
the part of the patient would only dampen her hope and
likely would not affect her decision to pursue this
course of action anyway.

What should he do? The physician in this example
should help his patient appreciate the difference
between therapy and research. He could explain to her
that the stem cell therapy trial is not designed to benefit
its participants, but instead is designed to test safety
and tolerable dosing limits of the experimental agent.

But would it be appropriate for him then to say truthfully
to his patient that it is a mistake to equate the design of
a clinical trial with its potential to benefit its partici-
pants?1 Phase 1 trials have benefited patient-subjects
in the past, he could stress to her, and for all that we
know this one may benefit you. Here, it may appear that
the physician has skillfully discharged his duty to cor-
rect the patient’s misunderstanding about the purpose
of a clinical trial, while sustaining her hope that it has
the potential to cure her disease.

Matters are not this simple, however. The same
duty to correct the therapeutic misconception also
requires the physician to help his patient have a realis-
tic understanding of the prospect for therapeutic bene-
fit that the trial presents to its participants.2 The duty to
correct unrealistic expectations for benefit from partici-
pation in clinical trials is especially pressing, given that
the trials are often marketed in misleading ways. To
be sure, trials are sites of uncertainty, and precise
estimates of benefit and risk are not to be expected.
But patient-subjects considering enrollment in them
should not have wildly exaggerated expectations for
benefit.

Suppose that the physician has succeeded in help-
ing his patient appreciate the nature of the stem cell
therapy trial she is considering, and suppose that he is
reasonably confident that she has a good understand-
ing of its potential to benefit those who participate in
it. The patient persists in her hopeful outlook. The trial
is going to work for me. “It will reverse the course of my
illness and help me reclaim my life,” she says with con-
viction. Is this kind of hopefulness problematic from the
standpoint of informed consent? Not necessarily. Hop-
ing or wishing for a favorable outcome, even when its
prospects are vanishingly small, betrays no failure of
informed consent. And such an outlook could be bene-
ficial to the patient—physically as well as psychologi-
cally. This sound observation has led many to think that
once patient optimism has been distinguished from the
therapeutic misconception and misunderstandings of
risks and benefits, it should be supported and encour-
aged in the research context.3

Once again, matters are not so simple. A substan-
tial body of research has demonstrated the proclivity of
people, including patient-subjects enrolled in clinical tri-
als, to manifest an optimistic bias.4 Patient-subjects
have been found to overestimate their prospects for
benefit relative to others in the same trial.5 The bias
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here is not a mere hopeful disposition, but a factor that
interferes with the rational processing of information. In
particular, the bias is often associated with a need for
and a perception of controllability. By taking charge of
their situation, patient-subjects may come to think
falsely that they can control it.

Physicians are not trained to screen for cognitive
biases. And I am not suggesting that we should expect
them to do so. But physicians should be aware that the
optimistic bias can interfere with the processing of infor-
mation. Further discussion with their patients may help
them to understand their patients’ mindsets and to
respond to them more appropriately. In discussion with
his patient with Marburg multiple sclerosis, it may
become clear to the physician that the patient is
expressing hope, while fully appreciating that she is no
more likely to benefit from participation in the stem cell
therapy trial than similar others. Now the physician’s

duty to inform the patient and to help her make an
informed, rational decision about trial participation
would pose no barrier at all to his beneficent and under-
standable concern to sustain and support her hope.
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Holding Space for Informed Hope

Shelly Benjaminy PhD, HEC-C

Shirley Ryan AbilityLab and Northwestern University Feinberg School of Medicine

Hope is a central tenet in rehabilitation medicine. It
motivates patients to pursue goals of recovery and to
make gains toward functional independence. Hope is
also ubiquitously embedded in the context of develop-
ing biotechnologies: it inspires researchers, garners
public interest and support, and mobilizes funding for
scientific innovation. I have witnessed its profound
impacts on patients, both as a source of empowerment
and of vulnerability. The case presentation above is
loosely based on an informal conversation I had while I
was a graduate student at the University of British
Columbia studying the perspectives of individuals with
multiple sclerosis about stem cell research. This
patient’s story stuck with me and shaped my interest in
the intricacies of hope in clinical trials.

Patients’ hopes surrounding developing biotechnol-
ogies are grounded in a social construction of optimism in
science. Research that invigorates patients’ hope is often
followed by intense enthusiasm in the public sphere. A
variety of stakeholders propagate this optimism, including
clinical investigators, funders, and the media. Traditional
and social media platforms, which have become the most
accessible sources of health information for many
patients, have been widely criticized for “hyping” novel
biotechnologies.1 Such hype often exists in the form of an
exaggerated focus on the benefits with limited attention to

the risks and limitations of research. Cycles of hyperbolic
hopes followed by disappointment may compromise pub-
lic trust, threaten the continuity of industry engagement in
research, and thereby undermine the sustainable transla-
tion of novel biotechnologies.

Hope is a central motivating factor in clinical trial
enrollment. At the same time, hope may compromise the
informed consent process and occlude opportunities for
meaningful deliberations and autonomous participant
decision-making. Hope in the form of therapeutic
misconception may lead research participants to conflate
the goals of research (eg, to generate new knowledge)
and clinical care (eg, to provide therapeutic benefit).2 For
example, therapeutic misconception may compromise
the process of informed consent if a research participant
who enrolls in a phase I clinical trial that aims to establish
preliminary indexes of safety rather than efficacy is
expecting direct medical benefit. Another form of thera-
peutic hope that may be a challenge for informed consent
is therapeutic misestimation. Therapeutic misestimation
refers to the overestimation of the benefits and underesti-
mation of the risks associated with research participa-
tion.3 Therapeutic misestimation may refer to the
probability or magnitude of the said benefits and risks.
For example, a patient enrolling in late-phase or confirma-
tory clinical trial may expect direct medical benefit from
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the experimental agent. This could be problematic if ear-
lier clinical trials demonstrated lower rates of efficacy. In
the context of the patient described in the case presenta-
tion above, the expectation for a cure rather than a more
plausible magnitude of benefit, such as slowing or halting
disease progression, may also manifest as a therapeutic
misestimation.

On the clinical front, hope commonly serves as an
adaptive mechanism that can help patients cope with
serious illness. Unrealized expectations associated
with research, however, may be followed by disappoint-
ment and despair. High hopes associated with experi-
mental biotechnologies can redirect patient focus from
currently available—although not curative—clinical
options that may promote quality of life or ameliorate
the burden of disease while research is underway. In
the case above, the patient seems to evade advance
care planning and palliation as a byproduct of her
hopes for a cure. I have seen others who struggled to
accept practical supports including the use of adaptive
technologies, vocational therapy, and delayed planning
for a future marked by progressive disease in reference
to hopes for biotechnologies in the translational pipe-
line. In cases like these, hope can serve as a hindrance
to adjustment. Such instances also underscore the
hardships of holding onto the promise of research while
accepting a prognosis that is grounded in current clini-
cal realities. Given the unique challenges engendered
by hope, how can rehabilitation providers support
patients as they navigate life with progressive condi-
tions against a backdrop of hopeful research frontiers?
An approach for promoting informed hope may be help-
ful in addressing this question.

PROMOTING INFORMED HOPE

Informed hope4 refers to optimism inspired by the
promise of cutting-edge research, and, at the same
time, grounded in an understanding of current clinical
realities. It is future-oriented and techno-optimistic, and
simultaneously anchored in an appreciation of the risks,
uncertainties, and timeframes of the research and
development process.

Clinicians can play an important role in helping
patients navigate the complex landscape of hope. Hope
is a deeply affective and intimate construct that is best
explored within a relationship of trust. As such, clinical
conversations about hope may best be approached
through a posture of epistemic humility. Epistemic
(knowledge-based) humility is a stance that acknowl-
edges the limitations of clinical knowledge and the
uncertainties of medical decision-making. At the same
time, epistemic humility honors the expertise of patients
by way of their lived experience5 in a stance that is sim-
ilar to that of the social model of disability. It endorses
openness and promotes an honest dialogue that can

serve to strengthen the clinician-patient relationship. A
stance of epistemic humility acknowledges the validity
of hope as an affective experience and does not dis-
miss or qualify optimism with phrases such as “false
hope.” Instead of aiming to alter patients’ hopes, and
with a nod to the expertise of patients in managing their
own expectations, conversations aim to hold space for
hope, answer questions about lingering uncertainties,
and provide context that patients may integrate into
their own formulations of optimism. Providing such con-
text within the safe space of a trusted clinician-patient
relationship can lay the groundwork for informed hope.

In the context of clinical trial enrollment, information
for promoting informed hope includes discussing the
goals of the clinical trial. An understanding of the goals
of clinical research in reference to trial phase can coun-
teract therapeutic misconceptions. Highlighting the dis-
tinction between the goals of research and clinical care
is also key. In the case of early-phase trials that do not
aim to study efficacy, focusing conversation on indirect
forms of benefit is appropriate. Indirect benefits include
opportunities for additional medical surveillance and
altruistic opportunities to advance science. Therapeutic
misestimations may be addressed by discussing the
likelihood and feasible magnitude of possible benefit in
relation to the goals of specific clinical trials. Referencing
knowledge derived from earlier stages of research can
inform this discussion. Conversations about therapeutic
optimism within the context of enrolling clinical trials may
enhance the informed consent process and provide
transparency for potential participants.

Many patients will have conversations about hope in
clinical, rather than research, settings. For patients with
progressive conditions, clinical conversations can help
formulate an appreciation of the stage of research and
the steps that remain prior to clinical uptake. This is a
particularly important given the limited therapeutic win-
dows of patients with progressive or life-limiting illness.6

Open conversations about the typical stages in the
research and development process and the timeframes
associated with each stage can be helpful. Discussions
that highlight the historical attrition rates associated with
clinical trials also provide context. Honesty about the
pace of research in reference to prognosis is a delicate
and important area to address. Finally, conversations
that promote informed hope in the clinic ground discus-
sion of future promise in currently available tools includ-
ing pharmaceuticals, rehabilitation therapy options,
vocational therapy, and mental health resources. Focus-
ing on the tools that are available today may empower
patients to utilize available care to optimize health, well-
being, and promote quality of life while holding onto
hope for research efforts underway.

DISCLOSURE
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