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Abstract

Background: This analysis examined regret from participation in cancer clinical trials (CCT) and explored
associations between regret and symptom burden, symptom bother, therapeutic optimism, and the importance of
spiritual beliefs.

Methods: This is a secondary analysis of cross-sectional data from a study of American CCT patient-participants
conducted from 2015 to 2019. Descriptive statistics, bivariate associations, and logistic regression were used to
evaluate regret in this sample (n = 325).

Results: About 10% of the sample reported regret. Younger age, increased symptom burden, increased symptom
bother, increased severe symptoms, and a lower level of therapeutic optimism were significantly associated with
regret (p < 0.05) compared to those who did not experience regret. The final regression model identified that
younger age, symptom burden, and therapeutic optimism significantly predicted regret (p < 0.05).

Conclusions: Understanding regret among research participants may improve CCT retention and ensure ethical
research practices. Symptom experiences may play a key role in experiences of regret in CCT participation.
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Key Message impact individuals and caregivers alike.! Approximately a
quarter of adults with cancer participate in a cancer clinical trial

In cancer care, regret is a relevant concept relating to both stand- . . .
(CCT), which contributes to the advancement of evidence-

ard and investigational treatments. We found that regret is asso- . g ¢
: : : : S based supportive and curative interventions.? Indeed, CCT par-

ciated with age, symptom experiences, and therapeutic optimism - pp SRS RS p

in patient-participants enrolled in cancer clinical trials (CTT). ~ticipants have reported benefits of their participation, such as

Understanding regret can ensure that appropriate palliative and ~ contributing to society, helping others, and experiencing hope

supportive measures are offered alongside CCTs. for remission or cure.> A recent study on the benefits and bur-
dens of CCT participation found that 80%—90% of participants
Introduction reported such benefits.? Participation in CCTs can also pose bur-

dens on those who may already be experiencing the burdens of
ancer is a leading cause of morbidity and mortality in the their disease. Furthermore, participants who reported that the
United States, often requiring prolonged treatments that  burdens outweighed the benefits were more likely to consider
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withdrawal from their CCT, compared with those who rated the
benefits higher than the burdens.® Retention of participants in
research trials is critical to the development of evidence-based
cancer interventions, and thus understanding the factors that
influence trial participation and withdrawal is highly important
for researchers and effective cancer care.

Regret refers to a negative emotional response to a choice in
relation to an alternative; regret is affected by outcomes, expect-
ations, and the decision-making process.* Regret is a relevant
consideration for persons with cancer, who are managing com-
plex decisions about their health and their treatments in the con-
text of uncertainty. To date, regret research in the context of
cancer treatment decisions has primarily been disease-specific,
with a focus on the most common cancers—prostate, breast,
and lung.>~° This work has demonstrated that regret about treat-
ment decisions is associated with declines in functional status,
health-related quality of life, increased symptom burden, and
psychological distress.®!° Deciding to participate in a CCT may
introduce distinctive challenges not encountered in the consider-
ation of established treatments. Given how perceived benefits
and burdens of CCTs influence withdrawal and retention, regret
may be an important consideration regarding decisions to partic-
ipate in CCTs. Thus, a better understanding of regret, specifi-
cally among CCT participants, can make a unique contribution
to current research examining regret.

While decision-making about receiving an established treat-
ment differs from decision-making about participating in
investigational treatments, they may share regret-related con-
siderations. For example, symptom burden and symptom
bother are known to contribute to experiences of regret related
to treatment decisions in studies of various cancer types,!!!?
and would likely be important in considering CCT participa-
tion as well. While many studies have identified factors that
may contribute to regret, evidence also describes potentially
protective factors. For example, some evidence shows that spi-
rituality and optimism may play a role in mitigating
regret.!%13:14 People with cancer consider many factors in their
decisions to enter and remain in CCTs, and understanding
what they regret about their decisions may lead to improvements
in recruitment and retention in these important trials. Therefore,
this analysis described regret and explored the association of
regret with various factors, including symptom burden, symptom
bother, therapeutic optimism, and importance of spiritual beliefs,
along with relevant sociodemographic and clinical characteris-
tics in a sample of CCT participants across cancer types.

Methods
Study design

This secondary analysis utilized data from a larger trial of
oncology patient-participants who were enrolled in a clinical trial
between September 2015 and June 2019 at a National Cancer
Institute (NCI)—designated center in the Northeast United
States.> The parent trial was a cross-sectional, mixed-methods
study evaluating the benefits and burdens of CCT participation
and CCT retention (RO1ICA19613). In the parent study, patients
were eligible if they were participating in a Phase I, II, or III clin-
ical research treatment trial and/or other type of clinical treatment
trial (e.g., single-institutional studies for refractory cancer diag-
noses). Patients (n = 595) were contacted to participate, and
56.3% returned the survey (n = 335). Patient-participants were
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provided flexible options to participate (i.e., paper-and-pencil,
online) and a nominal incentive. More than a third participated
online (34%), and two-thirds completed the survey by paper-
and-pencil (66%). Additional details of the parent study are pre-
sented elsewhere.? The parent study received institutional review
board approval by the principal investigator’s affiliated
institution.

Variables

Outcome variable. We examined regret as our binary out-
come variable. In the survey, we asked patient-participants,
“Did you ever experience any regret related to your clinical trial
participation?” (yes or no). Patient-participants could indicate at
what point they experienced regret by choosing five different
time points: “At the very beginning of the clinical trial,” “Dur-
ing the first half of the clinical trial,” “Halfway through the clini-
cal trial,” “When I was almost done with the clinical trial,” or
“After I completed the clinical trial.” Additional context was
provided via an open-ended question that asked patient-
participants who answered “yes” to regret, “What is your regret
in relation to your clinical trial participation?”

Independent variables. Demographic data included
age, sex, race and ethnicity, marital status, and education
level, in addition to clinical variables, including cancer type
and cancer stage at enrollment (Table 1). For this analysis, we
focused on several clinical and psychosocial measures in the
survey: symptom burden, symptom bother, therapeutic opti-
mism, and the importance of spiritual beliefs.

Symptom measures. We used an expanded Edmonton
Symptom Assessment System (ESAS) to assess patient-partici-
pants’ experience with 15 symptoms during their research partic-
ipation. The ESAS generally captures physical and emotional
symptoms, with one item assessing global well-being.!> We
added several items to this scale to measure other symptoms
commonly identified by research participants in our previous
work (e.g., loss of hair, gastrointestinal distress, and difficulty in
cognitive processing).> Items were measured on a visual analog
scale (VAS), ranging from 0 (no symptoms) to 10 (worst possi-
ble symptoms), with total scores ranging from 0 to 150. Higher
scores indicate worst symptom experiences. Symptom responses
were summed to yield a total score, with an excellent internal
consistency reliability alpha of 0.89. Symptom bother was meas-
ured using an additional VAS item, ranging from O (not bother-
some) to 10 (worse possible bother).'®

Psychosocial-spiritual measures. Optimism was asse-
ssed using the therapeutic optimism subscale of the Therapeutic
Misunderstanding Scale.!” The subscale has good psychomet-
rics and has been used in samples of clinical trial participants
with alpha levels reported at 0.75 and 0.83, respectively.!”
The subscale assesses “situational optimism and unrealistic
hope” and consists of five items that are rated on a 5-point
Likert scale ranging from “strongly disagree” to “strongly
agree”.!” The subscale score was used in this analysis, with a
good internal consistency reliability alpha of 0.723. Last, we
assessed the importance of spiritual beliefs by asking, “How
important are your spiritual beliefs to you?” Responses were
rated on a 5-point Likert-type scale that ranged from “not
important” to ““very important.”
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TABLE 1. SAMPLE CHARACTERISTICS INCLUDING BIVARIATE ASSOCIATIONS FOR REGRET VARIABLE

Analytical sample Regret group Statistics and
(n=325%) (n=33%10.2%) p values
Mean age (years) 61.9 (SD=11.6) 57.76 (SD = 11.0) t=2.16,p =0.031
Gender
Female 167 (51.4%) 19 (11.4%) X%=0.56, p = 0.453
Male 158 (48.6%) 14 (8.9%)
Race/ethnicity X*=0.10, p = 0.757
White 279 (86.1%) 29 (10.4%)
Non-White 45 (13.9%) 4 (8.9%)
Married X*=1.13, p =0.288
Married/partnered 252 (77.5%) 28 (11.1%)
Not married 73 (22.5%) 5 (6.8%)
Education X?=0.16, p = 0.687
College/postgrad 205 (63.5%) 22 (10.7%)
Some college/High School/GED or below 118 (36.5%) 11 (9.3%)
Cancer type X*=6.14, p =0.105
Gastrointestinal/Genitourinary 114 (35.1%) 11 (9.6%)
Hematological 101 (31.1%) 7 (6.9%)
Lung 51 (15.7%) 4 (7.8%)
Breast/Gynecology 59 (18.2%) 11 (18.6%)
Cancer stage at enrollment X?=8.10, p = 0.088
I 28 (8.6%) 5 (17.9%)
1T 58 (17.8%) 5 (8.6%)
I 57 (17.5%) 3 (5.3%)
v 117 (36.0%) 17 (14.5%)
N/A 65 (20.0%) 3 (4.6%)

Importance of spiritual beliefs
Important/very important
Not important to somewhat important

203 (63.0%)
119 (37.0%)

21 (10.3%%)
11(9.2)

X?=0.10, p = 0.750

“Trial sample (n = 334), missingness on regret variable (n = 9), total analytical sample (n = 325).

SD, standard deviation.

Statistical analysis

We used SPSS 27 to analyze the data. Descriptive statistics
were used to report the prevalence of regret in the sample and
the time when regret occurred, expressed as frequencies and
percentages (Table 1 and Fig. 1). Descriptive statistics were also
used to analyze demographic and clinical variables in the bivari-
ate analysis of the regret (n = 33) and nonregret group (n = 292)
(Table 1). This analytical sample reflects nine missing responses
on the regret item (1 = 325).

For symptom burden and therapeutic optimism, we con-
structed mean scale scores and examined the distributions of
the scores. We used independent #-tests, or Mann—Whitney U,
if appropriate, to examine differences between the regret and
nonregret group for each independent variable (symptom bur-
den, symptom bother, and therapeutic optimism) (Table 2).

Finally, we performed multiple logistic regression to test
the association of the independent variables with regret, con-
trolling for significant demographic and clinical characteris-
tics. To examine regret with all significant independent and
demographic variables, we simultaneously entered symptom
burden, symptom bother, therapeutic optimism, and age into
the model. For all analyses, alpha was set at the 5% level
(Table 3).

For each individual symptom, we also recorded the vari-
able into “no-to-mild symptoms” (score of 0—4), and “moder-
ate-to-severe symptoms” (score of 5-10) to explore the
severity of each symptom type. Finally, we performed the

bivariate analysis of each symptom of regret, using crosstab
and chi-square tests (Supplementary Table S1). Open-ended
responses describing patient-participants’ regrets were sum-
marized qualitatively (Supplementary Table S2).

Results

Of the 325 patient-participants in this sample, the mean age
was 61.9 years (standard deviation [SD] = 11.6). There was a
significant difference in age (p = 0.031) between the regret
and nonregret group, with the regret group reporting regret
being younger (57.8 years, SD = 11.0). Otherwise, there were
no significant differences in demographic characteristics
between groups or based on the distribution of cancer type
and cancer stage at enrollment (Table 1).

Among the 325 patient-participants, 10.2% reported regret
(n = 33). Patient-participants reported at what point in the
CCT regret occurred (n = 35), with most indicating the first
half (45.7%, n = 16) (Fig. 1). The slight increase in sample
size for when regret was experienced likely represents the fact
that respondents could choose more than one answer.

Bivariate analysis

Three independent variables were significantly different
between the regret and nonregret groups: symptom burden (p =
0.003), symptom bother (p = 0.005), and therapeutic optimism
(p=10.039) (Table 2). The importance of spiritual beliefs was not
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When Regret Occured During the Clinical Trial

18
n=16
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Number of Participants (n=35)

Atthe start
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=2

Near trial end Afier the trial

FIG. 1. When participants experiences regret.

significantly different between the groups (p = 0.750, Table 1),
and thus omitted from the regression analysis.

When each symptom was coded dichotomously (no-to-mild
vs. moderate-to-severe), three symptoms were significantly dif-
ferent between regret and nonregret groups: diarrhea (p = 0.015),
decline of mental awareness (p = 0.009), and impaired mental
processing (p < 0.001) (Supplementary Table S2). In addition to
the overall symptom burden, the number of moderate-to-severe
symptoms reported shows a significant difference between
groups (p = 0.019) (Table 2). However, this variable was not
used in the multiple regression models due to likely collinearity
with the overall symptom burden score (r=0.893, p < 0.001).

Multiple logistic regression

We used multiple logistic regressions to examine the associa-
tions between significant independent variables (symptom bur-
den, symptom bother, and therapeutic optimism) and regret,
controlling for age. We built a series of regression models,
entering independent variables step-by-step (Models I-III), and
a final model with all variables entered together (Model 1V;
Table 3).

In Models I-11I, the independent variables remained signifi-
cant (p < 0.05). However, when all variables were entered
simultaneously (Model IV), only symptom bother remained sig-
nificant (p < 0.05). Symptom bother was highly correlated with
the mean symptom burden (r = 0.685) and therapeutic optimism
(r = 0.596) scores and given the small number of individuals
who reported symptom bother, we decided to not include it in
the final model. Thus, for the final model, only three variables
were entered: age, mean symptom burden, and therapeutic opti-
mism. After controlling for age, both variables—mean symp-
tom burden and therapeutic optimism—remained significant
(Model V, p < 0.05; Table 3).

Qualitative analysis

Among the patient-participants who responded “yes” to
the regret question and provided open-ended responses,
many of the responses centered around side effects, includ-
ing acute adverse effects, unknown effects, and fear of side
effects (n = 22) (Supplementary Table S1). The open-ended
questions ranged in length (2-65 words) and were coded
and assigned categories based on inductive responses.

TABLE 2. INDEPENDENT VARIABLES: DIFFERENCES BETWEEN REGRET AND NONREGRET GROUP

Regret group Nonregret group Statistics and
(n=233) (n=292) p values
Symptom burden 3.44 (2.07) 2.34 (1.86) Mann—Whitney
n=233 n =281 U =3.004, p =0.003
Symptom bother 5.74 (3.36) 3.72 (2.93) t=2.82, p=0.005
n=19 n=201
Number of severe symptoms 5.24 (3.86) 3.59 (3.33) Mann—Whitney
n=233 n=281 U=2.34,p=0.019
Therapeutic optimism 3.67 (0.58) 3.97 (0.78) t=2.08, p=0.039
n=32 n=278
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TABLE 3. LoGISTIC REGRESSION MODELS
PREDICTING REGRET

B p OR (95% CI)

Model 1
Age —0.030 0.045 0.970 (0.942-0.999)
Symptom burden  0.258 0.004 1.294 (1.087-1.540)

Model II

Age —0.028 0.149 0.973 (0.937-0.1.010)
Symptom bother  0.229 0.008 1.257 (1.062-1.489)
Model 111
Age —0.033 0.029 0.967 (0.938-0.997)
Therapeutic -0.467 0.047 0.627 (0.395-0.994)
optimism
Model IV
Age -0.029 0.151 0.972 (0.934-1.011)

Symptom burden —0.053 0.764 0.948 (0.669-1.344)
Symptom bother  0.254 0.036 1.289 (1.017-1.634)

Therapeutic -0.363 0.281 0.695 (0.359-1.347)
optimism
Model V
Age —.029 0.062 0.971 (0.942-1.001)

Symptom burden  0.247 0.009 1.280 (1.063—1.541)
Therapeutic —0.489 0.046 0.613(0.379-0.991)
optimism

OR, odds ratio; CI, confidence interval.

Many of the open-ended responses expressed complicated
reasons for regret or even complex emotions (see Supplemen-
tary Table S2). Patient-participants also raised concerns about
the progression of disease, time/cost, communication, or partici-
pation in the trial: one participant responded, “I felt like a lab
rat.” One participant said “Things just didn’t go smoothly a few
times. I was frustrated. But bumps in the road are to be
expected,” while another wrote ““Maybe’ it was not the best
decision for me. But I had to try.” The timing for regret was
variable, that is regret during the trial versus after the trial. For
instance, one participant wrote, “Hospitalized a couple of times
so far from a serious allergic reaction to drug & side effects.
Now doing ok—Do not regret participation now.” Notably,
some participants noted that their regret was tied to lack of com-
munication and not being fully informed of potential adverse
events. One participant wrote “After 1st chemo treatment, I
wasn’t aware of the severe side effects (fatigue, etc.),” while
another shared “My vision issues have been so severe that it has
caused depression. I also experienced fatigue and had bleeding
in my gums. These were problems that I did not know would
occur.” The open-ended responses highlight the complexity of
regret, with reasons for regret ranging from poor communica-
tion from the trial team to disease progression and side effects of
treatment. Supplementary Table S2 includes all the identified
themes, with corresponding quotes.

Discussion

This analysis describes regret in patient-participants, across
cancer types, who were part of a larger study evaluating the
benefits and burdens of CCT enrollment.> We examined
regret in relation to clinical and psychosocial factors, includ-
ing symptom burden, symptom bother, therapeutic optimism,
and the importance of spiritual beliefs.
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We found that approximately 10% of patient-participants
reported experiencing regret, a percentage similar to those
found in other cancer populations.'® Recent studies of patients
with breast, prostate, and lung cancer reported a prevalence’s of
regret ranging from 7% to 18%.577:18:12 A systematic review of
decisional regret following noninvestigational treatments,
across cancer types, identified a mean prevalence of 21%.'°
Among the studies that reported the prevalence, regret ranged
widely—from 0% to 56%.1° Despite this variation, overall,
there is some consistency in the prevalence of regret, even
across cancer and treatment types (i.e., standard vs. investiga-
tional). However, substantial heterogeneity exists regarding
what factors contribute to regret. For example, the review by
Szproch and Maguire identified studies reporting demographic,
treatment type, clinical, psychosocial, and environmental factors
all with significant associations with regret.'?

We found a significant between-group difference in regret by
age, with the regret group being significantly younger. Findings
on age in regret literature are mixed, and significant associations
have been reported for both younger and older ages. In prostate
cancer, some studies have demonstrated a relationship between
regret and younger age,>’>° whereas others have found a rela-
tionship to older age.!® Morris and colleagues, described how
the association between regret and age was influenced by race
in men with prostate cancer.'8 Other studies have identified fac-
tors that influence the association between age and regret, such
as treatment type and patient—oncologist communication.?!->? In
sum, our finding that age was a significant factor for regret in
this population of CCT patient-participants should be contex-
tualized in the larger regret literature which indicates that addi-
tional research is needed. We do not know if those who were
younger in our study also had worries about their employment
or had families with young children or other reasons for their
regret. More work is needed to better understand their concerns.

In addition to age, studies have also identified other key fac-
tors to consider in association with regret, such as symptom
bother across body systems (i.e., sexual, bowel, and bladder
function) and overall functional status.'®'> Future studies
should carefully consider how age-related factors, such as
comorbid conditions, may increase the chance of symptom
bother and further contribute to regret. In a sample of lung can-
cer patients, Hollen and colleagues found that worsening health
status early in the treatment course was a significant predictor of
regret.® Although age may be an important factor in predicting
regret, it seems that direct indicators of symptom experience
and prognosis might be more reliable for understanding the risk
of regret. Future research should examine the interactional
effects of age and other factors that may contribute to regret.

Although studies examining patient-participants’ regret
about participating in clinical trials are limited, other studies
have examined attrition, a related concept, in CCTs. Studies
have found that symptom burden, specifically dyspnea, and
fatigue, was associated with attrition for palliative care oncol-
ogy trials,?® while increased patient comorbidities were shown
to be associated with attrition in a meta-analysis of Phase III/ITV
clinical trials.?* Notably, in their open-ended response, patient-
participants in our study also reported that fatigue, vision prob-
lems, and other side effects contributed to their regret; and our
analysis showed that diarrhea, the decline in mental awareness,
and impaired mental processing were significantly associated
with regret (p < 0.05). Relatedly, Gebert and colleagues found
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that fatigue, nausea, vomiting, and appetite loss were associated
with dropout among advanced CCT participants.>> Overall,
symptom burden has been clearly tied to both regret and attri-
tion in CCT participation.

Ensuring effective and equitable symptom management in
clinical trials requires strategies to integrate palliative care
within clinical trials, albeit challenging.?® Patients may not
always fully understand the goals of the clinical trial or their
prognosis and how palliative care may mitigate their symp-
tom burden or address other concerns that might arise. They
may also equate palliative care with end-of-life harboring
fears that hospice is imminently required, especially if pallia-
tive care specialists have not been previously integrated into
their cancer care. However, palliative care is well-positioned
to provide clinical trial participants with symptom manage-
ment and tools to reduce distress, enhance coping, and miti-
gate suffering, especially for those with advanced cancer.?’
Clinical trial design requires further innovation to determine
how to best manage symptom burden among patient-
participants with cancer. Critically, symptom burden impacts
the quality of life and is associated with attrition or dropout—
and, as our data show, is associated with regret. Finally, those
who were more therapeutically optimistic were less likely to
experience regret. Being hopeful that one might benefit from
a clinical trial is not necessarily ethically problematic,?® but it
can also raise concerns as to what participants understood
about their research participation and the potential for side
effects. More data is needed to understand what factors influ-
ence therapeutic optimism and whether this situational and
possibly unrealistic hope is influenced by limited options,
type, and stage of cancer, or other demographic, psychosocial,
and clinical factors.

Future studies may explore the association between regret
and attrition in CCT. Studies including CCT at more than one
center and with a larger and more diverse group of partici-
pants are needed to confirm our findings. Further, studies
investigating differences among CCT trial designs (i.e., pla-
cebo arm, adaptive trial design), and the potential association
with regret would be informative to enhance patient decision-
making and decrease regret. Additional studies to explore the
experience of persons who do and do not experience regret
during or after CCT using qualitative methodologies are
needed to contextualize our results.

Study limitations

This analysis should be interpreted in the context of some
limitations, including sample size, cross-sectional methodol-
ogy, and participant characteristics. First, this was a second-
ary analysis and was not designed primarily to examine regret
and its associations. Second, the data were collected at a sin-
gle urban institution at a single time point and may not be gen-
eralizable to participants in other geographically dispersed
institutions or may not capture the dynamic nature of the con-
cepts represented. Third, although the sample lacks heteroge-
neity in racial and age diversity, it is consistent with the
recruitment of older adults and persons from racial—ethnic
minority groups in clinical trials (Table 1). Future studies
may explore the association between regret and attrition in
CCT as well as the role of palliative care and the timing of its
initiation during the clinical trial process.?® Studies including
CCT at more than one center and with a larger and more
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diverse group of participants are needed to confirm our find-
ings. Further, studies investigating differences among CCT
trial designs (i.e., placebo arm, adaptive trial design), and the
potential association with regret would be informative to
enhance patient decision-making and decrease regret. Addi-
tional studies to explore the experience of persons who do and
do not experience regret during or after CCT using qualitative
methodologies are needed to contextualize our results.
Finally, the analyses herein were not causal in nature and
should not be interpreted as such. Due to the percentage of
respondents reporting regret, this analysis was limited in the
number of factors that could be statistically evaluated. Despite
limitations, this study provides preliminary evidence of the
important role of regret in CCT participation.

Best practices

Clinicians, researchers, and palliative care teams working
with potential CCT participants should know that a significant
minority of participants do regret their participation in a CCT.
While this analysis is limited to a single center and was mostly
among older, married, White persons, college educated and
with a diagnosis of solid tumor malignancies, factors signifi-
cantly associated with regret were younger age, less therapeu-
tic optimism, and increased symptom burden.

Oncology nurses routinely conduct symptom assessments
and may be poised to include assessing for regret during CCT
and discuss these findings with palliative care teams. Educa-
tion for oncology nurses and palliative care teams should
include regret assessment with communication training and
interdisciplinary support and resources for those experiencing
regret. Indeed, participant write-in responses for regret were
primarily attributed to adverse effects of the treatment or par-
ticipating in a clinical trial, which may indicate inadequate
management of symptoms or limited understanding of poten-
tial side effects prior to participation. Education for oncology
nurses should include regret assessment with communication
training and interdisciplinary support and resources for those
experiencing regret. As best practice, participants should be
informed of all potential effects and also be offered standard-
of-care symptom management during the CCT to decrease
the impact of adverse effects, and potentially limit regret.
Moreover, persons deciding between a clinical trial or other
treatment options should be counseled about the potential for
regret but also informed that having feelings of regret about
their choice to be a part of a CCT is something that has been
shared by other participants for various reasons and is a com-
plex emotion. Having regretful emotions and deciding to con-
tinue and/or withdraw from the clinical trial will not impact
the care that they receive at their particular institution.

Conclusion

This study offers important implications for both research
and clinical practice. Given the prevalence of novel therapies
under development for oncology care, the analysis provides
preliminary evidence in understanding regret among CCT par-
ticipants—a potentially important consideration in supporting
patient-participant’s involvement in research that generates
evidence-based treatments. Current research on regret in cli-
nical settings typically examines established treatments in
disease-specific populations, and little evidence has been
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gathered in CCT settings. Recruiting and retaining CCT partici-
pants is essential for generating high-quality and representative
evidence-based clinical interventions. Understanding the fac-
tors associated with regret in CCTs can inform strategies to
address and mitigate regret and potentially impact trial reten-
tion rates and risk of bias.
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