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Abstract

Background: Less than 5% of all adult patients with cancer
enter clinical trials. These rates are lower in racial/ethnic minority
populations, negatively affecting the generalizability and validity
of trial results. Many studies have identified barriers to minority
enrolment, yet few have gathered in-depth insights into minority
patients’ reasons for trial refusal. We aimed to (1) explore trial
refusal reasons in a sample of African American (AA) patients with
cancer who declined trial participation and (2) gather patients’
perceptions of the potential benefit of an array of decision sup-
port tools.

Methods: Participants were 22 consecutively recruited AA
patients with cancer who had declined participation in a thera-
peutic clinical trial. Within 3 months of the trial refusal decision,
participants completed an audio-recorded semistructured inter-
view that asked about demographic and disease information,
psychosocial factors, and patients’ experience with clinical trials.

Introduction

Conducting rigorous clinical trials is key to new drug develop-
ment, yet it is estimated that less than 5% of all adult patients
with cancer enter clinical trials.!-> Even lower rates of enroll-
ment have been reported in racial/ethnic minority popula-

tions,*

compromising the generalizability of trial results*> and
threatening external validity as a result of selection bias.¢ Several
studies and systematic reviews have detailed barriers to minority
recruitment,”-8 such as lack of trust in the research enterprise
and the medical system?® and factors related to the patient-
provider relationship.” One way to remediate this unequal bur-
den is to develop strategies and interventions to increase
enrollment in clinical trials by understanding and addressing
patient-provider barriers to minority trial participation.”:!¢
Patient race has been shown to be associated with trial eligi-
bility and refusal.”!" Despite the number of studies exploring
barriers that result in underrepresentation of minorities in clin-
ical trials, there is limited research that explicitly explores racial
differences in reasons for refusal to participate in cancer clinical
trials.”-12-17 Existing studies often lack adequate representation
of minorities in their study samples to permit comparisons.>18
Of 36 studies included in a systematic review of barriers to
minority participation in trials, few actually identified statisti-
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Two months later, participants completed a questionnaire that
asked about their trial decision.

Results: Few patients received positive recommendations
about joining a trial. Patients gave multiple refusal reasons. Only
two participants refused to join a clinical trial as a result of issues
of mistrust. Most participants refused as a result of fears of
additional burdens and adverse effects. Many patients and family
members misunderstood trial information. Family members
mostly recommended against trial participation. Most patients
felt that question prompt lists or decision aids would assist infor-
mation seeking and decision making.

Conclusion: Low rates of physician recommendations for
clinical trial participation of AA patients with cancer warrant
further investigation. Interventions to reduce misunderstand-
ings and aid decision making, both within and external to the
clinical interaction, need to target both patients and family
members.

cally significant barriers to trial participation, and none re-
ported the barriers according to racial groups.”

We previously addressed this gap in the literature, using a
novel data capture system!? to explore refusal reasons in a sam-
ple of 1,995 patients with cancer who were evaluated for a
therapeutic clinical trial at our cancer center over a 4-year pe-
riod.?° In that study, African American (AA) patients were 1.8
times more likely to refuse trial participation than white pa-
tients. When we assessed 11 specific refusal reasons, we found
that, compared with white patients, AA patients were more
likely to cite no interest in trials, pressures from family mem-
bers, and feeling overwhelmed by the decision-making process,
or to provide no reason for refusal. These results suggest that AA
patients may value interventions that promote information ex-
change and decision support. Although these data were col-
lected prospectively, they are limited because refusal reasons
were reported by clinical research staff and thus represent staff
perspectives and understandings rather than those of the pa-
tients. In addition, staff reported only one primary refusal rea-
son for each patient.?°

The twofold aims of the current research study were to (1)
explore trial refusal reasons in a sample of AA patients with
cancer who declined trial participation and (2) gather insight
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into these patients’ perceptions of the potential benefit of an
array of decision support tools.

Methods

Participants

We recruited a sample of patients with cancer from a Na-
tional Cancer Institute—designated cancer center located
within a safety net provider hospital in central Virginia.
Eligible participants were AA patients with cancer who had
been approached by a clinician to consider participation in a
therapeutic cancer clinical trial that they declined within 3
months before commencement of this communication
study. We chose 3 months to ensure that participants could
recall the consultation and trial they were offered. Partici-
pants were = 18 years and had adequate English skills and
cognitive ability to complete the interview.

Procedure

Potential participants were identified through research assistant
(RA) attendance at muldidisciplinary team meetings, working
with individual oncologists and their research staff and through
the cancer center’s online Clinical Trials Eligibility Database.!®
All identified and eligible patients were approached consecu-
tively and invited to participate. Eligible patients were mailed a
study information packet and an invitation to join the study.
The invitation letter informed patients that (1) they were being
asked to join a research study about why people choose not to
join clinical trials and (2) they were contacted because they had
declined an offer to join a clinical trial at the center. Patients
could decline to be contacted further by returning a card, which
indicated this opt-out preference, in a prepaid envelope pro-
vided with the invitation packet. Those who did not opt out
were contacted within 2 weeks to determine whether they
wished to participate. Recruited participants completed a 60-
minute audio-recorded semistructured interview at a mutually
agreed-on time. The interview asked about patients’ demo-
graphic and disease information, psychosocial factors, and their
experience with clinical trials. A follow-up telephone survey was
obtained 2 months later that asked about patients” levels of
satisfaction and regret about their trial decision. We chose to
interview patients 2 months after they joined this communica-
tion study in order to ensure that all participants had com-
menced, and in some cases completed, cancer treatment and
could thus assess feelings about their treatment decision.
Psychosocial factors and patient’s feelings about the trial
decision were measured with validated instruments. The in-
stitutional review board of the participating institution
granted approval for this study, and all patients provided
signed informed consent.

Semistructured Patient Interview

Demographic and disease information. Participant characteris-
tics assessed included sex, age, race/ethnicity, religion, educa-
tion, employment, income level, living situation, primary
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tumor site, and the phase of trial offered. Health information
and data related to eligibility for clinical trial participation were
extracted from medical records. Participant’s perceptions of
their health status and barriers to seeking medical care were also
assessed.

Psychosocial information. Information preferences were mea-
sured with the Cassileth Information Style Questionnaire.?!
Decision-making involvement preferences were assessed with
the Control Preferences Scale.?? Self-rated levels of distress as-
sociated with cancer were assessed with the Distress Thermom-
eter.?? Patients” functional social support was measured using
the Measure of Social Support survey.?* Patient self-efficacy in
productive communication and positive attitude toward con-
sultation communication was measured with the Communica-
tion and Self Efficacy Scale.?

Questions About Trials

Participants were asked study-specific questions about their
knowledge, beliefs, and attitudes about clinical trials; who de-
scribed clinical trials; how they experienced this communica-
tion; and what factors went into their decision not to
participate. Patients were also questioned about the potential
for different decision support tools, a decision aid, informa-
tional video, patient navigator, or a question prompt list to aid
their levels of trial knowledge and make trial decisions. The RA
provided descriptions and examples of each of these during the
interview.

2-Month Postinterview Survey

Patients’ levels of satisfaction with their treatment decision was
measured with the Satisfaction with Health Care Decisions
Scale.?¢ Patient levels of regret concerning their treatment de-
cision were measured using the Decisional Regret Scale.?”

Data Analyses

Quantitative data: Aim 1. All demographic and questionnaire
data were entered into IBM SPSS V 19.0. Frequencies and
average scores were calculated for demographic variables and for
all other quantitative scales according to published scale scoring
procedures. These data were gathered for descriptive purposes,
and no statistical comparisons were planned.

Qualitative data: Aim 2. Transcripts of audio-recorded inter-
views were analyzed by using the constant comparative method
proposed by Glaser.?® Consistent with this method, each mem-
ber of the research team independently developed themes to
represent the underlying meaning of the text. The research team
conducted regular consensus meetings during which identified
themes were presented and discussed. Any disagreements were
resolved through successive rounds of iterative consensus work.
Initially, as the methodology requires, only a few transcripts
were analyzed. Once an exhaustive analysis of this original data
set was complete, further small samples of transcripts were an-
alyzed. The themes that emerged from these data were com-
pared with those from the original data set and, if necessary,
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new thematic categories were defined. This process continued
until no new themes emerged.

Sample size calculation. Qualitative research uses saturation to
achieve an appropriate sample size.?? Recent research that has
examined at what point researchers achieve thematic saturation
have concluded that saturation can be achieved after 12 data
collection episodes.?® Using these results as a guide, and based
on the constant comparative method, we aimed to recruit ap-
proximately 25 eligible participants.

Results

A total of 58 patients were identified. Of these, one patient
opted out of contact. Forty-one were able to be contacted and
were invited to participate in the study. The study enrollment
rate was 68% (28 of 41). One participant withdrew from the
study before completing the interview. Five participants were
excluded after the interview as a result of technical difficulties
with the recording (n = 2), not being offered a therapeutic trial
(n = 2), and cognitive impairment (n = 1). Thus, 54% (n =
22) completed the interview and were included.

Participants were mostly female (n = 15; 68%), with an
average age of 57 years; slightly less than half (n = 10; 46%) had
been diagnosed with breast cancer. The minority (n = 5; 23%)
were married or cohabitating; however, most (n = 18; 83%)
indicated that they lived with others. Most (n = 14; 63%) were
employed, and slightly less than half (n = 10; 46%) earned less
than $20,000 annually. Slightly more than half of participants
(n = 12; 55%) rated their health status as poor or fair, and
almost a third (n = 7; 32%) reported that the cost of care
prohibited them from secking health services. The overwhelm-
ing majority (n = 20; 91%) affirmed that religious or spiritual
beliefs lay behind their approach to life. Most (n = 14; 64%)
were asked to consider a phase III therapeutic clinical trial.
Table 1 reports participant characteristics.

Responses to Psychosocial Questionnaires
The majority of participants (n = 20; 91%) had high needs for

information and wanted to share decisions (n = 14; 68%)
Participants were not distressed (x = 4). Participants indicated
high levels of social support (x = 84.7), as well as self-efficacy to
understand and participate in care (x = 3.9; standard deviation
[SD] = 0.31), maintain a positive attitude (x = 3.9; SD =
0.41), and seek/obtain information (x = 3.9; SD = 0.22). At
the 2-month postinterview survey, participants were satisfied
with their treatment decision (x = 26.1; SD = 3.9) and not
regretful (x = 8.26; SD = 4.6).

Patient Knowledge and Beliefs About Clinical Trials

Of'the 22 participants, nine (41%) stated that they had no prior
knowledge or opinions about clinical trials. Patients who did
have previous knowledge viewed trials as necessary to advance
cancer treatment. Yet some were less confident that they would
personally benefit from joining a trial (Table 2).
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Table 1. Patient Demographic and Disease Information

Variable No. %
Sex (n = 22)

Female 15 68.2

Male 7 31.8
Age, years (n = 22)

Mean 57

Range 39-77
Education (n = 22)

High school graduate or less 8 36.3

College or post-high school training 9 40.9

Some postgraduate work or 5 22.7

postgraduate degree
Marital status (n = 22)

Single 8 36.4
Married or cohabitating 5 22.7
Divorced or separated 8 36.4
Widowed 1 4.5
Employment (n = 22)
Employed 14 63.6
Unemployed (as a result of illness) 6 27.3
Unemployed (not as a result of 2 9.1
illness)
Attendance of church and/or religious
meetings (n = 22)
A few times a year or less 9 40.9
A few times a month or more 13 59.1
Religious/spiritual beliefs are what
really lie behind my whole
approach to life (n = 22)
Tends to be true or definitely true 20 90.9
Definitely not true or unsure 2 9.1
Income, $ (n = 21)
19,999 or less 10 455
20,000-39,999 3 13.6
40,000-59,999 5 22.7
60,000 or more 3 14.3
No response 1 4.5
Self-rated health status (n = 22)
Poor/fair 12 54.5
Good/excellent 10 455
Primary tumor site (n = 22)
Breast 10 45.5
Colon/rectum/stomach 5 22.7
Mouth/throat 3 13.6
Other (ovary, lung, or bone marrow) 4 18.1
Phase of trial (n = 22)
Il 8 36.4
I 14 63.6

Discussing Clinical Trial Participation

All participants discussed a clinical trial with either a physician
alone or a physician and nurse in combination. Most partici-
pants (n = 17; 77%) were able to identify that a physician or a
nurse spoke to them; however, five (23%) were not able to
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Table 2. Patient Quotes

Patient knowledge and beliefs about clinical trials

“I had no idea about clinical trials. It was foreign to me. It’s like a foreign word. | had never heard of it before.”

Participant and date
Participant 17, 6/6/11

“I believe in them, and | do believe that they help in domg things and improving medicine, and improving the different kinds of things that ~ Participant 27, 8/18/11
cu.”

happen to people. | always believed in MCV, V¢

“They are necessary, and they are needed to help with bringing about changes in the medical field; as far as what | do with my research, Participant 12, 7/19/11
stuff is going to help somebody down the road with their iliness. So it is necessary, but this particular one, the one | denied, | could
not see, just looking at all the statistics, the bad outweighed the good. You understand? | know sometimes we do things to try to
help others, but | could not see putting my body through all that, and it may not even have helped.”

“I believe that clinical trials are great, and they give great help to people who are really needing help in whatever it is. | do believe in them, Participant 20, 6/27/11
and | would participate if | were at a level in my illness where, you know, | was getting close to last resort or something. Maybe not
even then, but just to make sure that | got the best of care and the best of medicine.”

Discussing clinical trial participation

“Well, why don’t we call it a protocol person or something like that.”

“No, just was another lady that | talked to before | had seen my doctor. So, she was some administrator. | don’t know who she was

exactly. But she had asked me some time ago.’

Participant 6, 12/7/10
Participant 5, 12/3/10

“He talked to me about my options and the different things | could do if | wanted to do anything at all. And I'm like, OK, and he’s talking, Participant 8, 12/9/10

and then . .

. he told me right there that there is a drug trial and it’s very promising, and that we have to do the trial before it can be

used, and would | be interested in doing that? And he was like, | would recommend it, when | put him to the test, that you try this
and everything, OK, and as we went on and I'm thinking, OK, so I'm going to get this drug. But as | found out later, you may and

you may not get it. And then that was the no answer.”

“Yeah, we talked about it. | talked about it with him, and he told me that was my prerogative not to do it, but don’t deny myself other
research, clinical trials. And so | am actually participating in one as we speak.”

Factors influencing the decision not to participate
Randomization by computer

“And then the random picking, you know . .

. it sounds like you're picking numbers or lottery numbers or stuff. | didn’t really like that

Participant 12, 7/19/11

Participant 14, 4/29/11

part, that you don’t pick what you want, a machine or computer picks what you’re going to get; | didn’t really like that.”

“My understanding was that they put your information in the computer . .

. and it decides which one would be best for you . . .

Participant 10, 3/9/11

initially | thought | wanted to do that, but then | was like no | didn’t want to be experimented on. So | went with the standard one,
since that’s the one they think is helping most people, so | went with that one. Because | couldn’t choose the one | wanted, | would
have picked the three medicines, but because | couldn’t choose myself that’s why | went with the standard one.”

Extra adverse effects

Patient: “I think that my health is in a situation where | needed to have something as predictable as possible, or as effective and

predictable as possible.”

Participant 25, 7/29/11

Interviewer: “OK, and then you had also mentioned a concern about side effects. Was it your understanding that the side effects

would be greater with the trial?”

Patient: “Yes, | would have more, | would already have side effects and then | would have additional side effects.”

Extra burden and family influence

“My mom is very supportive of me. Even though I'm 50, my mom still thinks I'm five . .
| don’t want . .

trial at all, because like she said, this is the way she put it . . .
you’re too fragile, | don’t want nothing to happen to you . .
my mom is my support, so . . . | take to heart what she has to say.”

“| think my son was with me. We talked about it, and he was like, it wasn’t worth the risk. | explained, and we talked about it, and he
was like, Mom, you’re going to have to wear a diaper, you don’t know what'’s . .
a profound effect on him. He was like, | really don’t want you to do this. He was scared; it was a frightening time . .

. you [to be] no guinea pig . .
. 80 her answer was no. But like | said, my reason was the timing. But

. She didn’t want me to do no kinds of clinical
. She say you know

Participant 5, 12/3/10

Participant 12, 7/19/10
. and you know, he’s 23, 24 years old, so that has
. So, not just

him, but my entire family, we had an entire discussion on it. | have a nurse practitioner in my family, | have two nurse practitioners, |
have a doctor, and | have a nurse, so | ultimately went to them and said, help me. And they were like, you could end up with kidney

cancer.”

“With, OK, you have cancer, you have to do chemo, you have to have surgery, you have to do all this stuff, and they want to put you

Participant 12, 7/19/11

on this drug that’s not been approved by [the] FDA, and it’s a clinical trial, and you could possibly have kidney cancer by the time
it’s all over. And like | said, | understand the process, but maybe it needs to be dealt with more delicately. Because like | said,
initially coming in, everything is new, all this information; | had information overload, my brain was about to combust, and it was just

too much.”

identify the staff member. Nearly one third of the partici-
pants (n = 7; 32%) reported receiving written information
that they could take home to review. Some participants (n =
3; 14%) remembered receiving a positive recommendation
from their physician to participate in the trial. For eight
participants (36%), the trial principal investigator was also
the treating physician. In one case, after refusing participa-
tion, the patient reported being asked to consider other suit-

able trials (Table 2).

Factors Influencing the Decision Not to Participate

Participants declined participation for many reasons, for exam-
ple, that the trial would increase treatment-related burden (n =
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12; 55%). Other participants (n = 8; 36%) expressed concerns
about the process of computerized randomization to a treat-
ment arm and wanted to know, before participation, the treat-
ment group in which they would be placed (Table 2).

Potential adverse effects of the treatments received as part of
a clinical trial were a primary concern for many (n = 11; 50%).
For some, the standard care was preferred over the trial treat-
ment because there was greater knowledge about treatment ef-
fectiveness and long-term adverse effects. There was additional
concern about being able to tolerate adverse effects. Some par-
ticipants were concerned that they would experience increased
adverse effects if they were to receive the clinical trial treatment
in addition to standard care (Table 2).
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Finally, participants described pressures from family mem-
bers and feeling overwhelmed as reasons for declining clinical
trial participation. Of 14 participants who discussed the trial
decision with a family member, either during or after the visit,
eight stated that family members directly encouraged them to
decline participation; three stated that such advice was indirect.
Reasons for this included feeling that the trial was too risky and
they didn’t want their family member to be a research “guinea
pig.” In addition, many participants reported feeling too over-
whelmed to be able to make a trial decision so shortly after
receiving a cancer diagnosis and receiving too much informa-
tion at once (Table 2).

Potential Decision Support Tools

Participants were asked to consider the potential utility of four
decision support tools. Most participants (n = 14; 64%) felt
that being provided with a question prompt list before their
discussion about the clinical trial may have been helpful. Hav-
ing the opportunity to use a decision aid to discuss the advan-
tages and disadvantages of participation with a physician was
supported by the majority of participants (n = 16; 73%). Re-
ceiving a DVD that would provide information about clinical
trials in addition to communication skills training to prepare
patients for the consultation appealed to more than half of
participants (n = 12; 55%). Having access to a patient naviga-
tor was thought to be potentially useful by almost half of par-
ticipants (n = 10; 45%). Ten participants (45%) viewed all

four options as potentially beneficial.

Discussion

Clinical trial accrual rates are not improving despite a nearly
20-year effort by the National Institutes of Health to under-
stand and address this need. Some evidence suggests participa-
tion rates among AA patients with cancer are decreasing.>3-3!
Low AA representation in clinical trials has negative individual
consequences, such as inequity in access to the latest technolo-
gies and cancer treatments®3233 and a failure to identify impor-
tant positive or negative treatment effects specific to AA
patients.>®3> We aimed to comprehensively explore AA trial
refusal reasons and to use this knowledge to develop targeted
interventions to aid AA patients’ trial knowledge and treatment
decision making.

Because institutional factors have been identified as a signif-
icant impediment to AA trial accrual,” we were interested in
exploring participants’ perceptions of the recruitment process.
Only about a third of participants reported that they received
written trial information to take home, which may reflect the
fact that approximately half of the participants made immediate
refusal decisions during the consultation. Very few participants
recalled that they received a positive recommendation from
their physician about participating in a trial. This finding is at
odds with other literature suggesting that oncologists routinely
make recommendations to their patients about trial participa-
tion.3¢-3% Physician trial recommendations are a powerful pre-
dictor of patients’ decisions to enroll onto a clinical trial .36:3840
Further research is warranted to determine whether there are
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differences in the frequency of trial recommendations based on

patient race.

Lack of trust in medical research has been identified as a
primary reason for AA refusal to participate in clinical trials”4!
However, in our sample, only one participant refused because
they did not believe they would receive the best treatment; one
other participant refused as a result of lack of trust in medical
researchers. This may be partly due to strategies to improve
minority participation in clinical trials implemented by the par-
ticipating institution during the course of the study period,
which included targeted education and information provision.
In addition, this institution is a trusted safety net hospital that is
the provider of choice for the uninsured and underinsured of
the region.

Participants reported positive attitudes to trials in general.
Most participants were motivated to join a trial by a sense of
altruism. These participants wanted to assist future patients
make treatment decisions by contributing to the evidence base
for new medications. However, many were concerned that join-
ing a trial was not their best treatment option. Participants cited
well-known refusal reasons as their primary reason for refusal,”
such as: significant fears about additional adverse effects and
discomfort with randomization. We compared the accuracy of
each participant’s specific expressed concerns with the study
information they were given. We found that patients misunder-
stood critical information such as the existence of a placebo
control or identified extremely rare adverse effects as their pri-
mary concern. These findings are consistent with research that
has identified significant patient misunderstanding of trial
information.40-42-47

This interaction was further complicated by the misunder-
standings of family members either during or after the consul-
tation. Only two of the nine family members influenced the
patients toward joining a trial. Five of the 13 unaccompanied
participants talked about their decision with a family member
after the consultation and most (3/5) family members recom-
mended against trial participation. Family members can exert
significant influence on decision making and possess divergent
values and priorities from the patient.484® These discordant
views can confuse patient decision making and cause excessive
stress directly resulting in diminished quality of life.>® Our re-
sults suggest that clinician researchers consider several action-
able items: (1) that clinicians provide a clear recommendation
about joining a clinical trial, (2) that the role of the person
discussing the trial be clearly identified, (3) that lay language
handouts be provided to accompany trial information and con-
sent forms, and (4) that patients’ family member or other sup-
port person be encouraged to attend the consultation.

Other research, including our own, suggests that patient and
family member misunderstanding is due to suboptimal com-
munication during the trial interaction.37-51-56 Thus, we sought
patient views about the potential of four evidence-based inter-
ventions to help gain salient trial information and aid decision
making. The participants mostly indicated that the provision of
a question prompt list or a decision aid focused on clinical trials
would be most beneficial. The first author (R.B.) has developed
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and pilot tested a clinical trial specific question prompt list that
has shown promise in aiding clinical trial discussions.57->°

Other researchers® have successfully piloted a decision aid to
help clinical trial decision making in patients with breast cancer.

Future research could usefully develop, test, and evaluate
decision aids that target (1) postconsultation clinical trial deci-
sion making and (2) involve both patients and family members
in weighing the advantages and disadvantages of the clinical
trial. Further, the decision aid could be developed as a collab-
orative effort between researchers, AA community groups, and
stakeholders involved in increasing AA participation in thera-
peutic cancer clinical trials.

This study has two main limitations. First, we acknowledge
the convenience sample of mostly female patients, and second,
that we are not able to explore differences in refusal reasons by
demographic factors such as age and educational status.
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