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Abstract

Objectives: Oncologists can be one of the major barriers to older adult’s participation in
research. Multiple studies have described academic clinicians’ concerns for not enrolling older
adults onto trials. Although the majority of older adults receive their cancer care in the community,
few studies have examined the unique challenges that community oncologists face and how they
differ from oncologist-related barriers in academia.

Methods: Semi-structured interviews were conducted by telephone or face-to-face with 44
medical oncologists (24 academic-based and 20 community-based) at City of Hope from March to
June 2018. Interviews explored oncologists’ perceptions of barriers to clinical trial enroliment of
older adults with cancer. Data were analyzed using qualitative content analysis.

Results: Of the 44 participants, 36% were women and 68% were in practice for >10 years.
Among the entire sample, stringent eligibility criteria (n=20) and oncologist concerns for
treatment toxicities (n= 15) were the most commonly cited barriers. Compared to academic
oncologists, community oncologists more often cited patient attitudes, beliefs, and understanding
(n=9 vs. n=2) and caregiver burden (n=6 vs. n=0). In contrast, compared to community
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oncologists, academic oncologists more often cited oncologist bias (n=10 vs. n=3) and insufficient
time/support (n=4 vs. n=1).

Conclusions: Differences in perceptions among academic and community oncologists about
trials suggest that barriers are multifaceted, complex, and vary by practice setting. Interventions to
increase trial accrual among older adults with cancer may benefit from being tailored to address
the unique barriers of different practice settings.

INTRODUCTION

Although nearly 60% of all cancers in the United States are diagnosed in individuals age =
65, less than 40% of clinical trial participants are age = 65.1 Hence, older adults are vastly
underrepresented in clinical trials that set the standard for cancer treatment. Additionally,
there has been little increase in the proportion of older adults that participate in oncology
clinical trials over time.2 As a result of this persistent problem, oncologists have limited
evidence on how best to treat this growing and vulnerable population of patients.3 Efforts to
increase clinical trial participation of older adults have been identified as a priority by
several national organizations, including the Institute of Medicine,* the American Society of
Clinical Oncology,>7 and the Cancer and Aging Research Group.®

Reasons for poor representation of older adults in cancer clinical trials are complex and
multifaceted. Barriers exist through a combination of oncologist, patient and/or caregiver,
and system factors.®-15 In particular, oncologists play a central role in whether a patient is
offered and/or considered for a clinical trial.16 To date, quantitative surveys!’-21 and
retrospective analyses?2 23 have focused on oncologists’ perceptions of the barriers to
enrolling older adults with cancer onto clinical trials. Oncologists have reported concerns
about increased toxicities, patient ineligibility due to overly stringent criteria, patient age,
patient treatment preferences, lack of time, and limited resources and support as barriers to
accrual.17-21.24-26 However, most of these studies have focused on academic oncologists’
perspectives, and as a result, there is limited understanding of community oncologists’
perspectives. To date, only one study, to our knowledge, reported perceived barriers to
enrollment of older adults with cancer by community providers in a cooperative group
meeting, but did not measure or characterize these concerns in any detail.23

Examining the barriers that community oncologists face is important for several reasons.
First, studies suggest that nearly 80% of older patients receive their cancer care in the
community.2” Second, community-based cancer research (and barriers) might be different
than academic-based research. For example, community oncologists tend to care for large
patient volumes with a wide variety of cancer subtypes, while academic oncologists often
care for fewer patients with one cancer subtype.28:29 Hence, academic oncologists may be
more aware of available cancer clinical trials compared to their peers in the community.
Additionally, academic physicians may be incentivized to accrue patients onto clinical trials
as part of their promotion and job responsibilities.28:30 Finally, community-based cancer
practices often lack the infrastructure (e.g., financial and personnel support) to conduct a
clinical trial, including assisting oncologists with consenting, screening, and completing
study procedures.31:32
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Understanding how barriers differ by practice setting is an important step in addressing this
persistent challenge in oncology and identifying new solutions. However, to our knowledge,
no prior study has simultaneously characterized the perception of barriers faced by academic
and community oncologists. Furthermore, most studies exploring this topic have been
quantitative surveys and retrospective studies, which are unable to capture important
nuances of oncologists’ perceptions of this complex issue. Therefore, the objective of this
study was to use a qualitative approach to describe and compare community and academic
oncologists’ perceptions of the barriers to clinical trial enrollment of older adults with
cancer.

We conducted semi-structured interviews among academic and community medical
oncologists at City of Hope (COH) from March to June 2018. We sampled oncologists from
one academic, tertiary care center located in Duarte (COH main campus) and six affiliated
community practice sites located in Southern California (Mission Hills, South Pasadena,
Rancho Cucamonga, Antelope Valley, West Covina, and Colton). COH Institutional Review
Board determined this study was exempt.

Interview Guide Development

The initial interview guide was developed based on a prior framework, which the study team
developed following a literature review0:33-38 examining studies that investigated the
barriers to clinical trial accrual in the geriatric oncology population. This framework
underscores that the barriers are multifaceted and often a combination of system-,
17,21,23,39-42 physician, 17:18.21.23:39.41-44 patient- 17:18.23.40-47 and caregiver-relatedl 7214143
factors. Questions explored oncologists’ perceptions of the barriers to clinical trial
enrollment among older adults with cancer and included prompts to elicit reasons for these
barriers. The interview guide was refined through iterative review by a qualitative researcher
(VS), a geriatric oncologist (MS), and a trained clinical research coordinator (KG).

A pilot interview with an oncologist was recorded and transcribed prior to commencement
of the study to ensure the format and structure of the interview was appropriate. Based on
feedback, minor changes in the interview guide were made for improved clarity of the
questions. The pilot interview was not included in the final analysis. The interview guide
included prompts (see Supplemental 1. Interview Guide).

Participant Recruitment

We recruited participants from COH main campus (academic center) and six additional,
COH-affiliated community sites. The purpose of this sampling strategy was to capture a
range of oncologists’ perspectives across both academic and community practice settings.
Oncologists were invited via email to participate in telephone or face-to-face interviews.
Twenty-four academic oncologists and 23 community oncologists were initially approached
to participate in this study. Among the total 47 approached, 44 medical oncologists (24
[100%] from academia and 20 [87%] from community sites) agreed to participate and
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completed the interview. One participant declined due to the lack of availability to complete
the interview; two people did not respond to the email invitation.

Data Collection

Semi-structured one-on-one interview were conducted with all participants individually.
Twenty-four face-to-face interviews were conducted in private rooms (e.g., physician
offices); 20 interviews were completed over the phone per participant request. All interviews
were conducted by a trained clinical research coordinator (KG, a male post-graduate student,
with two years of clinical research experience in oncology and structured training in
qualitative interviewing).

Participants were informed of the basis of the research and were given a written “Statement
of Research” explaining the purpose of the study prior to commencement. Participants were
unknown to the interviewer and interviewed once. Flexible use of the interview guide was
employed to allow participants’ perspectives to be explored in depth. No other persons were
present during the interview. Field notes were made during and/or following the interviews,
which ranged from 10 to 48 minutes (M = 22 minutes, SD = 7 minutes).

All interviews were audio-recorded using a digital recorder. KG and AW transcribed
interviews verbatim and transcripts were reviewed for quality control by two additional
clinical research coordinators (AW and SP). No transcripts were returned to participants for
feedback.

Data Analysis

Data were managed using qualitative analysis software (QSR International’s NVivo v12).
Two analysts (KG, AW) independently coded interviews using thematic content analysis.
48.49 gpecifically, an inductive approach was taken, where themes were derived from the
content of text data and did not involve a predetermined theory or framework. Based on the
prior literature,*9-52 we adapted a two-step approach to generate themes.

First, KG and AW developed a preliminary codebook after reviewing 10 transcripts. To test
the credibility of the preliminary codebook, KG and AW coded the remaining 34 interviews
independently. To assess inter-rater reliability (IRR), Cohen’s kappa was calculated for each
theme (average kappa = 0.88). The IRR scores were included to confirm that the coding
frame was good and that the codes from the two independent investigators were objective
and reliable indicators of the qualitative text content.

Second, themes were finalized through further iterative refinement of the codebook.
Discussions and refinements were informed by calculated kappa values; all themes with a
kappa below 0.7 were refined. Any remaining discordant coding was discussed and
adjudicated for final consensus with two additional study investigators (MS, VS). All
transcripts were recoded as codebooks were refined. Themes identified and the number of
oncologists that reported each theme was recorded. Findings were reported using the
Consolidated Criteria for Reporting Qualitative Research (COREQ).53
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Sample Characteristics

In total, 44 medical oncologists participated in qualitative interviews: 24/24 (100%) of COH
academic oncologists and 20/23 (87%) of COH community oncologists (Table 1). Of the 44
participants, 16 were women (12 academic oncologists, 4 community oncologists) and 30
had over 10 years of experience in practice (17 academic oncologists, 13 community
oncologists).

A greater proportion of community oncologists (20%, n=4) reported caring for >1000
outpatients a year compared to academic oncologists (4%, n=1). In contrast, a greater
proportion of academic oncologists (46%, n= 11) reported having greater than 5% of their
patients enrolled on clinical trials compared to community oncologists (20%, n=4).

Identified Themes

Among the entire sample (academic and community oncologists), 11 distinct themes were
identified. Oncologists most commonly reported two themes: “stringent eligibility criteria”
and “oncologist concerns for treatment toxicities” as barriers for older adult inclusion in
cancer clinical trials. Additionally, the remaining nine themes identified included:
“oncologist bias;” “patient attitudes, beliefs, and understanding;” “patient goals;” “patient
burden;” “patient transportation;” “caregiver burden;” “oncologist time, support;” “patient
lack of access to cancer centers with trials;” and “patient awareness.” Each of these themes,
along with exemplary responses, are summarized in Table 2. Additionally, we have included
the frequencies of responses among the entire sample and the academic/community
oncologist cohorts (Figure 1).

Common Themes Across Sites

Of the 11 themes, stringent eligibility criteria and oncologist concerns for treatment
toxicities were two commonly identified themes by both academic and community
oncologists. Both themes emerged as key barriers across both practice settings.

Eligibility Criteria.—Both academic and community oncologists most frequently cited
stringent eligibility criteria as a barrier. For example, an academic oncologist noted the
difficulty of enrolling older adults onto clinical trials because trial eligibility criteria often
exclude patients with comorbidities:

“Potentially minor comorbidities may become a little more pronounced in an older
adult and they become less likely to even become eligible for the trials that are out
there.” [P13]

Similarly, a community oncologist expressed that older adult’s chronic medical conditions
make them ineligible for trial participation:

“Older adults have a whole host of medical issues [comorbidities] that make them
sometimes ineligible.” [P27]
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Toxicity Concerns.—Academic and community oncologists also frequently cited
oncologist concerns for treatment toxicities as a barrier to enroliment. For instance, an
academic oncologist expressed concern for offering clinical trials to older patients due to the
potential risk for adverse side effects:

“[Physicians] might think [older adults] are potentially too frail to tolerate therapy
... [Physicians] certainly don't want to hurt [older adults] with an investigational
treatment.” [P18]

Likewise, a community oncologist noted that the potential for toxicities to occur in frailer
older patients may deter consideration of a clinical trial:

“When you have an older patient who is typically frail my first thought is how to
best palliate the rest of their life, I'm not convinced that enrolling a patient in novel
trials is going to palliate them well.” [P33]

Differing Themes Across Sites

Of the 11 themes, four themes emerged as key differences in perceived barriers between
academic and community oncologists.

Academic Sites.—Two themes were more often cited by academic oncologists compared
to community oncologists. First, academic oncologists more commonly cited physician bias
as a barrier (20%, n=10 vs. 6%, n=3). Misperceptions, such as ageism, discourage
oncologists from considering the older adult population for clinical trial participation. As an
example, an academic oncologist noted how physicians may perceive any older adults as
frailer than any younger patients, causing them to withhold offering trials to this population
based on chronologic age alone:

“Providers just don't offer people clinical trials, particularly older individuals, just
because of their age.” [P2]

Second, academic oncologists frequently cited physician time (8%, n=4 vs. 2%, n=1). The
difficulty and/or inefficiency of investing time into enrolling older adults discouraged
oncologists from offering a clinical trial. For example, an academic oncologist explained
how the comorbidities in an older patient requires a greater time investment in screening for
trial eligibility:

“Older patients [have]...more medications [and] co-morbid conditions. To take an
extra hour every single day, to make sure [older adults] fit the eligibility criteria,
would be a challenge.” [P6]

Community Sites.—Two themes more frequently cited among community oncologists
compared to academic oncologists. One of these themes was older adult attitudes and beliefs
toward clinical trials (17%; n=9 vs. 4%, n=2). A patient’s misperceptions of clinical trials,
such as the fear of experimentation or a placebo, discourages trial participation. Some
community oncologists highlight the difficulty of addressing these misperceptions in older
adults:

“Sometimes it is a matter of [an older adult’s] understanding of trials.” [P39]
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The other theme was caregiver burden, where the emotional and logistical demands on a
caregiver influence an older adult to decline trial participation (12%, n=6 vs. 0%, n=0). For
example, a community oncologist noted the inherent logistical demands on this stakeholder:

“[1t is] difficult for the caretaker to see all the regimented protocol visits, [and to]
bring [the patient] in on a certain time.”[P27]
DISCUSSION

In order to increase clinical trial enrollment among older adults with cancer, we must better
understand the multifaceted barriers to the enrollment of this vulnerable population.
Although many studies have focused on academic oncologists’ perceived barriers and
experiences, few studies have examined community oncologist perspectives. This is the first
qualitative study, to our knowledge, to characterize the barriers to clinical trial participation
of older adults with cancer among both academic and community oncologists.

There are two major findings from this study. One finding is that system-related (e.g.,
stringent eligibility criteria) and physician-related (e.g., oncologists’ concerns for treatment
toxicities) barriers were the most frequently cited challenges among medical oncologists in
both practice settings. This finding aligns with the prior literature. Overly stringent
eligibility criteria has been frequently noted as a systemic barrier preventing the
participation of older adults on cancer clinical trials®°:11:17.19-2354 Ongoing efforts are
underway to address this systemic problem, including the National Institutes of Health’s
Inclusion Across the Lifespan Policy.?® In addition, the American Society of Clinical
Oncology,3 Friends of Cancer Research,? and the Food and Drug Administration recently
published recommendations to broaden and modernize clinical trial criteria.56 These are
important strides forward, but it remains too early to assess if these initiatives will be
sufficient for improving trial participation of the geriatric oncology population.

Oncologist concerns for treatment toxicities was also a common theme identified among
both academic and community medical oncologists. Multiple efforts to alleviate physician
concerns, including geriatrician consultation,®’-62 multidisciplinary geriatric evaluations,53
geriatric assessments,%4-67 and educational interventions,?® have been attempted. Utilization
of the geriatric assessment, in particular, to examine factors other than chronological age
might help oncologists make better decisions regarding treatment. Interventions that can
help oncologists better understand the risks and benefits of treatment are needed to address
their concerns to enrolling older adults on cancer clinical trials. Tools that can predict and
anticipate toxicity to cancer treatment in the geriatric oncology population may promote
better communication about risks and benefits.58 Consequently, this information may
alleviate oncologists’ concerns for toxicity when considering older adults for cancer clinical
trials.

The other major finding of this study is that there are differences in the barriers to clinical
trial accrual identified between academic and community oncologists. While academics
more frequently cited physician-related barriers (e.g., physician bias, lack of time/support)
compared to community oncologists, community oncologists more frequently cited patient-
and caregiver-related barriers (e.g., older adult attitudes/beliefs and caregiver burden)
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compared to academic oncologists. This finding suggests that there are different barriers
faced by oncologists in different practice settings. Furthermore, these findings suggest that
there are key gaps of knowledge in our current understanding of the barriers to clinical trial
accrual. For example, while several studies have focused on exploring physician-related
barriers that are relevant in academic settings,17-2344.69 few studies have focused on
evaluating caregiver-related factors that may be more prevalent in community settings.
17,19.21.69 Fyture studies should focus on capturing the unique needs of different practice
settings.

Findings from this study are significant because they demonstrate that although there are
barriers (e.g. eligibility criteria, oncologist concerns for increased toxicity) that are universal
among all practices, there are also unique, specific problems perceived by oncologists based
on their practice setting. By better understanding the needs of individual practice settings,
we may be better equipped to design more appropriate interventions for increasing accrual.
To date, only one prior intervention has been tested to address this problem specifically in
the geriatric population, which focused on improving oncologists’ education of treating this
population.2> However, it was not successful at improving older adult accrual to studies.
Thus, future interventions must be tailored to address the specific needs of individual
clinical practices; there is no “one size fits all.”

While there are many strengths to our study, there are several limitations as well. First, it
was conducted within a single health network with a small sample, so our findings may not
represent oncologist attitudes in the general population. Second, our results may not be
relevant for community practices without an affiliation to an academic center or similar
support. Community oncologists that participated in this study were affiliated with the City
of Hope main campus. This affiliation supports community sites with an infrastructure to
conduct clinical trials that are led by principal investigators at the main campus. Third, there
is the possibility of social desirability bias in the interviews; oncologists may have felt
obligated to understate the barriers they face to enrolling older adults to the interviewer, who
is a member of a team dedicated to geriatric oncology research. To minimize this potential
bias, we ensured confidentiality by guaranteeing the de-identification of interview data.
Finally, this study is a qualitative study and a hypothesis-generating analysis. Therefore, we
are unable to make claims beyond reporting the perceptions of interviewees. Despite these
limitations, this study provides important insights into the details regarding trial accrual,
which may inform the design of future interventions.

Conclusions

Our findings highlight community and academic medical oncologists’ perceived barriers to
older adult participation in cancer clinical trials. We show that barriers identified by
oncologists are multifaceted, and that perceptions of barriers can differ importantly by
practice setting. Academic oncologists more frequently cited physician-related barriers than
community oncologists, while community oncologists more frequently cited patient- and
caregiver-related barriers than academic oncologists. Thus, these findings highlight the
complexity in designing effective interventions and the importance of tailoring these
interventions to address the unique challenges at the level of each stakeholder. Further
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research is necessary to examine how these tailored interventions can address the barriers
identified with oncologists.
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Sample Characteristics

Academic | Community Total
(n=24) (n=20) (n=44)
No. (%) No. (%) No. (%)
No. women 12 (50) 4 (20) 16 (36)
Years in practice
<5 2(8) 4(20) 6 (14)
5-10 5(21) 3(15) 8 (18)
>10 17 (72) 13 (65) 30 (68)
No. patients in practice
<500 17 (72) 8 (40) 25 (57)
500-1000 6 (25) 8 (40) 14 (32)
1000 1(4) 4(20) 5 (11)
% of patients enrolled on clinical trials
<5 13 (54) 16 (80) 29 (66)
5-10 9 (38) 3(15) 12 (27)
>10 2(8) 1(5) 3(7)
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