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INTRODUCTION

There is a growing need for diversity, equity, and inclusion (DEI) in cancer care. One area requiring immediate attention
and solutions is equal access and accrual to clinical trials. Increasing DEI in clinical trials is identified as a high-priority area
by both the Institute of Medicine' and the National Cancer Institute (NCI); however, persistent underenrollment of Black,
Indigenous, and People of Color (BIPOC) and socially disadvantaged populations represents an unresolved disparity in
cancer medicine. Today, overall cancer clinical trial enrollment (CTE) in the United States is 8% (6.3%-7.0% at commu-
nity centers and 14.0%-15.9% at academic centers),”* and BIPOC patients represent only approximately 15% of that low
overall participation.”® With diverse ethnic and racial groups composing nearly 40% of the US population,” this staggering
mismatch of racial and ethnic representation in cancer clinical trials must be addressed. Underrepresentation of minority
patients in clinical trials compromises the generalizability of trial results,”” may lead to miscalculations of disease-free sur-
vival rates and to erroneous estimates of treatment efficacy,'® and, as a result, may further exacerbate health disparities.''

Proposed barriers to CTE in minority and low-income populations operate at multiple levels (Fig. 1). At system levels,
geographic access, trial availability, and insurance barriers may disproportionately affect minority patents. System-level
factors may include a lack of research or regulatory support in underresourced hospital settings; this effectively makes it
impossible for these sites to open clinical trials. Patient-level factors affecting CTE include (but are not limited to) health
beliefs and sociocultural factors, logistical barriers related to work and social support, and mistrust. Non—English-speaking
patients may additionally be faced with language barriers that can lead to misunderstanding if communication with inter-
preters is not prioritized. Additionally, underenrollment of BIPOC patients in clinical trials may be the result of providers
being less likely to offer trials to these populations for reasons related to their own biases or health beliefs (Fig. 1).

Over the last decade, large-scale efforts to increase DEI in clinical trials have included expanded eligibility criteria,
centralized translation services, and remote consent/monitoring options, with all garnering robust support from clinical
trial consortia, national cancer foundations, and, most recently, the US federal government. Unfortunately, rates of mi-
nority participation remain low despite these efforts and do not reflect the higher incidence of cancer observed in these
populations.'*"* In the commentary that follows, we reflect on the ongoing efforts to increase clinical trial diversity and
consider whether, in addition to national and policy-level interventions, a shift in care delivery and clinical practice at the
local level may also be important.

STANDARDIZE THE COLLECTION OF SOCIODEMOGRAPHIC DATA IN THE CLINICAL
PRACTICE SETTING

Despite the importance of demographic characteristics, socioeconomics, and language to cancer-related outcomes, many
centers do not routinely collect data on these variables from their patients. Collecting accurate and reliable data on race and
ethnicity enables the measurement of care, quality, utilization, and outcomes in vulnerable populations (Fig. 2A). The US
Census provides a minimum set of racial and ethnic categories for use during the collection of these data, and in 1997, the
Office of Management and Budget15 revised the Standards for Maintaining, Collecting, and Presenting Federal Data on Race
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Figure 1. Patients interact with their families and carry a set of health beliefs that are informed by culture, background, and prior
experiences in medicine (A). Providers work within a health care system that may have limited capacity to support clinical research,
and even less capacity to support enroliment of diverse patients onto trials (B). Both patients and providers exist as part of a larger
community and society and the norms, beliefs, and attitudes that exist through multiple levels collectively influence how patients
and providers communicate about cancer therapy and clinical trials (C). Adapted with permission from Paskett et al.?°

and Ethnicity."® Drawing on stakeholder input, statistical
analyses, and public guidance, the revision included 2 key
provisions that inform how we are expected to collect these
data today. First, the ethnicity category (Hispanic or not
Hispanic) was separated from the race category. Second, re-
spondents were given the option to select more than 1 racial
designation, with instructions stating “mark one or more”
and “select one or more.”'” In presenting the option to se-
lect more than 1 racial category, the Office of Management
and Budget established a precedent: To ensure accuracy, race
categories should be assigned by self-report.”

Similarly to racial and ethnic identity, sexual orien-
tation and gender identity (SOGI) data should be self-
reported, and elements should follow guidelines from
the US Health Resources and Services Administration.'®
The importance of incorporating SOGI data is that pa-
tients from sexual and gender minority groups similarly
experience disadvantages in health and society that are
related to bias and discrimination. Self-reported socio-
demographic data, when collected routinely, can be
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used to categorize populations, assess how well an in-
stitution’s population reflects the catcchment area, and
identify diseases requiring focused study within the
population. The data can also be used to inform local
health initiatives, set milestones for staff DEI represen-
tation, and, when entered into the electronic health
record, identify demographics of clinical trial partici-
pants. Thus, we propose that clinics consider how to
best integrate assessment tools into existing workflow
processes and that staff training protocols, uniform
data system reporting guidelines, and clear procedures
for entering demographic and SOGI data confidentially
into electronic health records should be implemented.

ASK PATIENTS ABOUT THEIR

PREFERRED LANGUAGE FOR

MEDICAL CONVERSATIONS

The US Census Bureaus American Community Survey
(2014-2018; 5 years) reports that 21.6% of the US
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Figure 2. Multilevel interventions to address barriers and improve clinical trial access and enroliment. (A) Collecting sociodemographic
data and patient-reported social determinants of health. (B) Bolstering the research infrastructure, expanding access to interpreter
services, and addressing logistical barriers in low-resource settings. (C) Understanding how health beliefs, patient comprehension,
communication, and perceptions of clinical research influence clinical trial enrollment decisions among diverse populations. At the
community level, policy changes and interventions aimed at confronting systemic racism and its numerous sequelae are critical.

population speak a language other than English at home,
and 8.4% speak English “less than very well”"” Patients
with limited English proficiency (LEP) experience a breadth
of health care inequities, including being underenrolled in
clinical trials. Communication in patients’ primary lan-
guages facilitates productive discussions about clinical trials,
increases adherence to medical appointments, and reduces
attrition for those with abnormal tests requiring further
follow-up (Fig. 2B).***" Optimizing care for LEP popula-
tions requires system-level capacity (ie, translated brochures
and available interpreter services) and provider-level com-
mitment because conversations with interpreters necessar-
ily require more time. Enrolling non—English-speaking or
LEP patients into clinical trials adds a layer of complexity to
the clinical trial and treatment discussion, which may deter
even the most proresearch providers from discussing trial
participation with potentially eligible patients.””

The Belmont report encourages equitable selection
of study participants and mandates autonomy in the con-
senting process.” To ensure consenting autonomy and to
avoid excluding patients with LEP, centers ideally should
have translated study documents to match the languages
spoken by the patients in their catchment area (eg, Spanish
consent forms for patients in Washington Heights, New
York, where more than 50% of the population is Spanish-
speaking). Certainly, it is not possible to have consent
forms translated into all languages, and thus a short
form consent should be available for almost all spoken
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languages from a center’s institutional review board. For
centers where a high proportion of patients speak Spanish
or another common language, efforts should be made to
have consent forms and surveys available in that language
whenever possible. Translating English language consent
forms, however, is a multistep process with high costs
rarely covered in research budgets. These barriers may lead
some centers, particularly those in low-resource settings,
to forgo translations; this makes it impossible to offer clin-
ical trials to LEP populations. Recently, NCI-sponsored
protocols have facilitated translating consent forms into
Spanish; however, the service does not uniformly cover
the translation of all study materials (eg, surveys, ancillary
studies, and assessments). Increasingly, industry-sponsored
trials are providing translated study documents on request.
Additional investment from the NCI, institutions, foun-
dations, or other study sponsors should be allocated to en-
sure that translated consent forms and study documents
are available to centers enrolling a high proportion of LEP
patients. Ideally, these translated forms could be provided
at a low cost, and this would help to ensure the availability
of translated documents when they are needed.

IDENTIFY BARRIERS AFFECTING CTE

IN THE REAL-WORLD SETTING

A recent article by the NCI reported the results of a
clinical trial screening tool administered across 46
NCI Community Oncology Research Program sites to
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16,095 patients considering trial enrollment.?* In total,
74% of those who participated in the screening tool as-
sessment (83% of those approached) enrolled in a trial.
Among the remaining 26%, the most common reasons
for not enrolling included not meeting eligibility crite-
ria (50%) and declining participation (47%). The most
common reason for patient refusal was “no desire to
participate in clinical research” (29%). Approximately
15% of patients refused for reasons related to poten-
tially modifiable factors, including familial respon-
sibilities, financial burdens, and insurance barriers.
Interventions to reduce logistical barriers are certainly
important for these populations that may be interested
in participating but find the burden of extra visits or lo-
gistics impossible to reconcile with competing respon-
sibilities. Of additional interest are the patients who
simply endorse not wanting to participate in research.
We propose that further work is needed to understand
the reservations that these patients may have about
participating. Often, educational interventions, more
focused discussions, and the provision of additional in-
formation can allay some of the concerns about research
that potential participants may have (Fig. 2C).

COLLECT DATA ON SOCIAL
DETERMINANTS OF HEALTH FOR
CLINICAL TRIAL PARTICIPANTS

Social determinants of health (SDOHs) are conditions in
the places where people live, learn, work, and play that affect
health risks and outcomes. They include upstream factors
such as political, socioeconomic, and cultural constructs
as well as place-based factors such as access to health care,
transportation, education systems, safe neighborhoods,
and the availability of healthy foods.*> Social and structural
determinants,”® which are largely related to systemic racism
in the United States, influence not only peoples’ interac-
tions with the health care system” but also their epigenetic
makeup, which is increasingly recognized as an important
contributor to health disparities.”® Despite mounting evi-
dence linking SDOHs to cancer outcomes, the majority
of consortium clinical trials do not collect these data from
enrolled patients. Without these data to annotate clinical
courses, biological specimens, or other study-related end
points, unmeasured factors affecting outcomes may be
overlooked. Additionally, having uniform data collected
from patients enrolled in clinical trials allows us to accu-
rately characterize the populations that participate and to
identify gaps in representation. We propose that all stud-
ies should collect a series of key baseline demographic and
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socioeconomic data from participants. For studies in which
more detailed SDOH data are desired, additional consent
forms and ancillary protocols may be warranted.

Recent work has demonstrated that it is feasible from a
study perspective and acceptable from the patients” perspec-
tive to incorporate questions about SDOHs into clinical tri-
als. A pilot trial was conducted in an Alliance trial (A191401)
to determine the feasibility of collecting self-reported data
on demographics, health and health behaviors, and psy-
chosocial constructs across academic and community sites.
Demographic constructs included age, gender, race, eth-
nicity, languages spoken at home, education level, military
service, marital status, sexual orientation, health insurance,
number of household members, income, and home address.
Health and health behaviors included tobacco and alcohol
use, physical activity, diet, existing medical conditions, and
self-rated health. Psychosocial variables included quality of
life, anxiety, fatigue, distress, depression, loneliness, pain,
and social support. The study was completed within 38
months (from March 2015 to May 2018) at 9 sites (5 ac-
ademic and 4 community) and included 200 participants.
The refusal rate was 4%, and among those who partici-
pated, the rate of question completion was 97% to 100%.
For most participants, the survey took 15 to 20 minutes to
complete and was overwhelmingly considered acceptable in
both length and question appropriateness.

This study’s success demonstrates that it is both fea-
sible and acceptable to collect self-reported SDOH data
from patients enrolling in clinical trials. To minimize the
burden of additional data collection for clinical research
teams, we propose that these data be incorporated into
the enrollment procedure at the time of consent. For
studies in which more extensive SDOHs are being col-
lected, mechanisms to cover the cost of data collection
and entry will be important.

THE ACCRUAL TO CLINICAL

TRIALS FRAMEWORK

The CTE process involves more than simply the patient
and the provider. We developed the Accrual to Clinical
Trials framework,*” which uses a multilevel lens through
which to understand and address the individual, health
system, and community-level factors that influence a pa-
tient’s decision about clinical trial participation. Patients
interact with their families, providers interact with their
colleagues, and each group lives as part of a larger com-
munity and society. The norms, beliefs, and attitudes that
exist through these levels collectively influence how pa-
tients and providers communicate and collaborate when
they interact within the health care system (Fig. 1).
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To gain insight into CTE barriers at our institution,
we established the Accrual Enhancement Protocol (AEP).
The AEP relies on documentation of procedures and real-
time review and thus holds the system, providers, and
support staff accountable as active participants in the trial
enrollment process for every patient. The premise of the
AEP is as follows: 1) all patients with cancer entering the
system are screened for trial eligibility, with an emphasis on
BIPOC patients, and 2) clinicians document the number of
patients who are a) screened for eligibility, b) determined to
be eligible, c) approached for enrollment, and d) enrolled.
Additional documentation includes reasons for ineligibility,
no contact, and nonenrollment. The team then 3) generates
and reviews monthly reports of patient demographics, en-
rollment numbers, and documented reasons for ineligibility
and refusals; 4) identifies areas where enrollment procedures
meet resistance, including which step in the enrollment pro-
cess and which clinics, providers, and patients need focused
attention; and 5) assesses the impact of the AEP.

The AEP allows an institution to identify priorities
for intervention at each level of the Accrual to Clinical
Trials framework (Fig. 2B).” For example, if patients
with certain diagnoses (eg, stage IV prostate cancer) are
consistently ineligible for any open trial, then institutions
can focus efforts on developing new trials in these areas.
Alternatively, if certain clinics/providers/days of the week
have lower rates of approaching potentially eligible pa-
tients for trials, qualitative work to identify and address
barriers can be implemented. Lastly, if certain patient
populations have higher refusal rates when approached to
participate in clinical research, a focused study followed
by targeted interventions (eg, navigators and education
materials) can be initiated.

In conclusion, health care disparities exist in the
context of historic and contemporary racism and serve as
evidence of the persistent inequities rooted in many as-
pects of American life. The National Institutes of Health
Protocol Worksheet, for example, which was developed
in 2000 and based on the 2000 US Census, included the
word Negro in the definition of Black race. Although this
language is clearly unacceptable by today’s standards, the
systems supporting the form’s development, approval, and
dissemination just 20 years ago—and its continued use in
some settings—remain solidly in place today. Fortunately,
the National Institutes of Health acknowledges the need
to end structural racism'%; however, concrete action and
resources to support this acknowledgment are necessary.
Simultaneously, the medical and scientific communities
must work to dismantle the institutionalized barriers
that pervade our clinical settings and must leverage the
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tools of critical inquiry to interrogate its role in perpet-
uating health disparities. We propose that 1) systemati-
cally collecting accurate data on race, ethnicity, SOGI,
and language preference; 2) understanding how SDOHs
influence trial participation; and 3) implementing pro-
cedures to improve communication and address accrual
inequities through real-time feedback at the individual,
institutional, and community levels are the necessary first
steps toward achieving this goal. Moreover, using proto-
cols grounded in models will lead to success in ensuring
DEI in trials and ultimately to the elimination of cancer
outcome disparities.
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