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In a recent issue of The Oncologist, Fallowfield et al. [1]
responded to long-standing and ongoing concerns that
flawed understanding and expectations drive patients’
agreements to participate in early-phase cancer clinical tri-
als. As it has evolved from its first use 30 years ago [2], the
term “therapeutic misconception” (TM) captured the dis-
comfiting notion that patients perceive and seek potential
personal benefit arising from early-phase trial participation
when in fact such trials are neither designed nor likely to
benefit participants. The vulnerability of the affected popu-
lation, patients who face imminent death from cancers for
which no established treatment exists and who rely on on-
cology professionals for treatment options, fueled ethical
concerns that the medical research community, even inad-
vertently [3], misled desperate patients [4, 5] and implicitly
promised potential benefit [6] when recruiting for trials.
Studies showing the prevalence of inaccurate assessments
(by both patients and physicians) of benefits and risks, hope
for personal benefit as patients’ reason for joining, and pa-
tients’ trust in oncology physicians and researchers [7, 8]
spurred [9, 10] and continue to incite [11] ongoing efforts
within the cancer research community to unearth and re-
dress shortcomings in communication and the informed
consent processes when recruiting patients for early-phase
trials.

Members of the Fallowfield research team previously ob-
served and analyzed actual consent discussions between on-
cologists and patients considering phase I trial participation
[12]. Identifying omissions of key information such as a dis-
cussion of prognosis and alternatives, including supportive
care, to trial participation, Fallowfield et al. [1] developed an
educational initiative for physicians and other health care pro-
fessionals (together, HCPs) responsible for recruiting patients

to early-phase cancer clinical trials. Their 1-day workshop spe-
cifically aimed to enhance HCPs’ self-efficacy and the quality
of their communication in this endeavor. The intervention pro-
duced significant improvements in HCPs’ confidence and abil-
ity to convey several key disclosure elements, as assessed by
coder–investigators and by actor–participants who simulated
prospective early-phase trial participants in pre- and post-
intervention discussions.

Amid ever-increasing acknowledgment of the impor-
tance of HCP communication in enhancing patient satisfac-
tion and the quality of health care [13], the achievement of
communication quality improvement by Fallowfield et al.
[1] is particularly laudable in light of the historical focus on
HCPs’ role in TM. Their success exemplifies the positive, if
incremental, impact well-designed and well-executed ini-
tiatives can have on HCPs responsible for providing critical
information to patients considering participation in early-
phase cancer clinical trials. Metrics included HCP partici-
pants’ assessments of self-confidence in early-phase trial
discussion, investigators’ own blinded pre- and post-inter-
vention evaluations of HCP participants’ communication
about the trial, and ratings from the simulated patients who
received the information.

HCPs’ confidence in their abilities is an important met-
ric in the pursuit of improved communication about early-
phase trials. Physicians’ lack of confidence in their own
communications skills may lead to distancing from patients
and avoidance of emotionally difficult discussions [14],
whereas even brief workshops geared toward physicians’
communication skills in sensitive arenas have been shown
to result in an increase in the acquisition of such skills and
their confidence to use them in clinical encounters [15].
Self-efficacy alone, however, is an inadequate foundation
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for positive conclusions about qualitative improvement in
skills. The “arrogance-ignorance paradox” [16], the ten-
dency not to recognize shortcomings in one’s own knowl-
edge, has been recognized in numerous areas of medical
practice, such as pain management [17] and end-of-life care
[18], that have been resistant targets of repeated calls for im-
provement. Sharing such a profile, communication about
early-phase trials presents risk that HCPs’ self-confidence
poorly reflects their actual competence. Additionally, the
investigators’ earlier work, identifying differences between
what oncologists believe they said about key elements and
what patients believe they heard, further highlights self-
perception challenges. Thus, the inclusion by Fallowfield et
al. [1] of structured assessments from both investigators and
their simulated patients substantiates that HCPs did in fact
discuss more of the required disclosure elements. Achieve-
ment of statistical significance on a number of targeted el-
ements, including discussion of symptom control and
allowing time for consideration, imparts objective confi-
dence that the workshop enhanced HCPs’ ability to convey
needed disclosures to patients.

The use of patient simulators by Fallowfield et al. [1] is
perhaps more valid than reliance on patients to report dis-
cussion content. As the authors point out, although simula-
tors may lack authenticity, they may offer more informed
and specific feedback and objective evaluation to enhance
learning among HCPs. Moreover, healthy volunteers have
been shown to retain the most information about risks and
side effects; severely ill phase I participants retain the least
[19]. Thus, simulated patients may be better suited than
phase I candidates to assess the presence or absence of the
study’s required disclosures.

The Fallowfield et al. [1] study also reflects sensitivity
to the difficult but crucial issue of how requisite disclosure
elements are framed, though their approach invites caution
that positive results might mask biased presentation. Sev-
eral key elements, such as checking patients’ understanding
of prognosis and noting extra burdens of trial participation,
aim not only at accuracy but also at offsetting unrealistic ex-
pectations patients may have. Moreover, the description of
the workshop states that HCPs were encouraged to consider
how they structured discussions; investigators then note in
the discussion section that the majority of participants had
restructured the order in which information was presented
pursuant to recommendations arising in the workshop and
had spent more time on key elements that counter unrealis-
tic expectations (e.g., awareness of prognosis, understand-
ing of trial aims, and the low likelihood of benefit). Though
these data points were not included in the results, they re-
flect investigators’ attention to framing.

Scoring only for the presence of key elements, however,
leads to ambiguity in results. Consider the possibility that,
taking examples from another observational study of phase
I discussions, HCPs center “discussions about prognosis on
how many study participants had responded to treatment
and the promise of potential benefit”; depict the option of
supportive care in opposition to “expressions of [their] op-

timism about the trial through words, such as ‘novel and
promising’, and by terms, such as ‘we’re excited’ (about the
potential efficacy)” and the “urgency for patients to join the
trial by indicating the ‘scarcity of spots’” available; or
mention patients’ ability to drop out at any time amid assur-
ances that, otherwise, patients “would continue in the study
until the cancer stopped responding to the experimental
treatment” [10]. Under the methodology of Fallowfield et
al. [1], such discussions would be credited for the requisite
disclosure elements despite the highly persuasive frame-
work.

The evolution of research in TM suggests that a limited
focus on HCPs’ objective disclosures of specific trial-re-
lated information as the key to improving patients’ deci-
sion-making about early-phase trial participation risks
oversimplifying or missing ethically critical insights. Since
the identification of TM first sparked concern, multiple av-
enues of research have exposed nuances that defy a simple
explanation based on researchers’ failure to provide objec-
tive and accurate information about early-phase trials’ pur-
poses and minimal benefits. Study of TM has distinguished
therapeutic misestimation, identifying the chance of per-
sonal benefit as greater, or the risk for harm as less, than it
actually is [20], from TM. Rather than reflecting patients’
receipt of misinformation, discordance between patients’
estimates and figures deemed “actual” by researchers may
fail to recognize different definitions of benefit. For exam-
ple, the 5% response rate commonly cited [21, 22] for Phase
I trials would not include psychological benefits patients
might anticipate [8]. Further scrutiny of TM has also ex-
posed that patients ascribe alternative purposes to convey-
ing factual or cognitive understanding in their estimates,
such as registering their optimism or expressing a positive
attitude [23]. In other words, patients’ expectations for per-
sonal benefit may not be knowledge claims but assertions of
feelings— of confidence, of optimism, of hope. TM re-
search has also distinguished therapeutic optimism, charac-
terized by some as a positive coping mechanism derived
from an individual’s natural or circumstantial disposition
[24]; others conclude that such optimism is an unrealistic
bias that impairs judgment [25]. Very recent research iden-
tified a substantial minority of pessimists who perceive
their chance of benefit as lower than the rest of the popula-
tion but join anyway [26].

However difficult “fixing” TM through HCP communi-
cation may be, it is a less complex and difficult challenge
than comprehending the perspective and role of the other
person in the room: the patient who faces imminent death
from terminal cancer. A recent attempt to describe the de-
cision-making process in patients considering participation
in phase I cancer clinical trials concludes that they are
“searching for a way to live to the end” [27]. Researchers
relied on the following quote to reflect the perspective of
those who joined the trial:

“I can abandon living. But it is also a terrible experience if
I abandon living. So I take a gamble of having the possibility of
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living because I will suffer whether I am living or abandoning
living.”

Early-phase trial candidates are influenced not only by ra-
tional comprehension of facts but by their psychology, their
values, and their hopefulness. As difficult as it is, fairly impart-
ing accurate information is perhaps the lowest-hanging fruit on
the tree of HCPs’ responsibilities in discussing early-phase

trials with patients. Appreciating the impact of patients’ cir-
cumstances and incorporating their perspectives into recom-
mendations for next steps are much harder tasks.
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