ORIGINAL REPORTS: RESEARCH DESIGN

BARRIERS AND FACILITATORS TO PARTICIPATION OF MINORITIES IN CLINICAL TRIALS

Obijective: Historically, researchers have experi-
enced difficulties with the recruitment of under-
represented populations, especially for women
and minorities to cancer clinical trials. This has
lead to marked health disparities among these
groups. The purpose of this literature review is to
investigate barriers and facilitators that provide
explanations for the low participation rate of
women and minorities in clinical trials.

Methods: A search was conducted for pub-
lished work in medical and social research from
1995 to 2008 using computerized databases:
PubMed, CINAHL, and PsycINFO. The follow-
ing MeSH terms were used; clinical trials,
minorities, minority groups, participation, re-
cruitment, research subjects, and neoplasm.
This netted a total of 43 articles, 22 of which
were deemed appropriate for this article.

Findings: Most striking throughout the litera-
ture was that barriers to trial participation were
reported at an appreciably higher rate than
facilitators. Health care provider barriers were
captured by two themes: physician triage and
physician knowledge. Patient barriers to trial
participation emerged as reports of fear, mis-
trust of the medical community and the burden
associated with trial participation. Facilitators
to trial participation included physician enthu-
siasm and good communication skills, a good
provider-patient relationship, having a per-
ceived benefit, and feelings of altruism.

Discussion: This review provides a back-
ground into women and minorities’ participa-
tion in clinical research. Patient recruitment
into clinical trials is a complex process and
there is limited research exploring the optimi-
zation of study recruitment.

Conclusions: More information is needed to
understand the issues surrounding the decision
making process of the potential trial partici-
pant. (Ethn Dis. 2012;22(2):226-230)
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INTRODUCTION

Randomized clinical trials are a
method of testing new cancer therapies
and provide patients with opportunities
to receive state-of-the-art treatment.'
They are considered the gold standard
for evaluating new medical treatments.”
Ideally, clinical trials should advance
medical treatment for all patients.
However, for women and minorities,
the US health care system has marked
disparities in the cancer burden they
experience,” particularly with respect to
the rate of morbidity and mortality.

Health disparities experienced by
women and minorities are significant
and defined by one National Institute of
Health (NIH) working group as “dif-
ferences in the incidence (new cases),
prevalence (all existing cases), mortality
(death), and burden of cancer and
related adverse health conditions that
exist among specific population groups
in the United States.”® To overcome
these health disparities the National
Institutes of Health Revitalization Act
of 1993 working group published
guidelines that would enhance the
inclusion of women and minorities in
clinical research.” Apart from the obvi-
ous need for wider inclusion, the
medical fact underlying the legislation
was the noted failure in understanding
differences in drug metabolism between
sexes and among racial groups. The
legislative presumption was that a
research population that mirrored the
population at large would better allow
for the generalization of study results.®
The legislative goal was to advance
medical treatment for all patients.
However, recruitment of participants
into clinical trials is an arduous endeav-
or with less than 3% of cancer patients
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enrolling in research studies.® Further-
more, the enrollment barriers of under-
represented populations have not been
studied extensively, nor is much known
about the strategies used for successful
recruitment and retention of minorities
into research studies.”

BACKGROUND
AND SIGNIFICANCE

Developing effective new drug treat-
ments is enhanced by the expeditious
conduct of clinical trials. But new drug
development in itself is a lengthy
process. Although the US Food and
Drug Administration has reduced its
review time from a median of 22 months
in 1992 to a median of less than
12 months in 1999.% the average time
to develop and test a new drug is 12—
15 years.” One major factor increasing
this development time is full patent
participation in clinical trials. Not only
do clinical trials provide a process for
testing new cancer treatments, they also



provide patients with optimal treatment
during the trial period.® But Cox et al'
argued that patients who do not
participate in a clinical trial may receive
inferior care whereas the results for
those included are associated with an
increase in survival time and appear to
provide both psychological and emo-
tional benefits.

Yet in the best of circumstances,
clinical trial patient recruitment is a
time consuming, multi-step process: the
patient must be identified; the study
aims, risks and benefits must be intro-
duced and the standard of care dis-
cussed; the concept of randomization
and placebo control needs to be cov-
ered; and the study procedures have to
be outlined.'" In addition to a lengthy
complicated recruitment process, pa-
tients’ misconceptions and/or lack of
information about clinical trials may
compound the inherent difficulty of
recruitment.

Historically, researchers have experi-
enced even greater difficulties with the
recruitment of underrepresented popu-
lations, especially for women and mi-
norities. To evaluate and enhance study
participation from these populations,
factors that facilitate or create barriers
to study participation need further
exploration.'® The purpose of this review
is to investigate barriers and facilitators
that provide possible explanations for the
low participation rate of women and
minorities in clinical trials with a specific
focus on the field of cancer research.

FINDINGS

Review Strategy

A search was conducted for pub-
lished work in medical and social
research from 1995 to 2008. This initial
year was selected because the imple-
mentation of the NIH Revitalization
Act of 1993 guidelines specifically
advocated inclusion of women and
minority in current research. Searches
were carried out using computerized
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databases: PubMed, CINAHL, and
PsycINFO. The following MeSH terms
were used; clinical trials, minorities,
minority groups, participation, recruit-
ment, research subjects, and neoplasm.
This combination of terms narrowed
the findings and netted a total of 43
articles, 22 of which were deemed
appropriate for this article. The articles
selected included descriptive analysis of
data from clinical trial participants and
nonparticipants obtained by survey or
questionnaire, focus group studies with
potential clinical trial participants and
health care providers, prospective data
obtained from health care providers and
two articles that analyzed the patient
recruitment patterns of several studies.
Articles were excluded if they were
not in English, did not address research
participation or recruitment, and did not
represent an underrepresented group. For
the purpose of this search, an underrep-
resented group was defined to include
women, ethnic and racial groups, elderly
and/or rural population, and individuals
of low socioeconomic status. While the
articles reviewed were diverse, several
themes surfaced regarding study partici-
pation. Themes that arose included
factors that created barriers or facilitated
research study participation.

Barriers to Participation

Most striking throughout the litera-
ture was that barriers to trial participation
were reported at an appreciably higher
rate than facilitators. Health care provider
barriers were captured by two themes:
physician triage and physician knowl-
edge. In one study'® approximately one
third of patients were excluded from trial
participation prior to the physician
reviewing protocol availability or eligibil-
ity criteria. Go et al'® reports their
physicians “failed to present the option
of participating in a clinical trial” 7.8% of
the time. Thus, patients had no knowl-
edge of the possibility of clinical trial
participation. In addition, physician bias
in selecting the best participant was also

found. In two studies,'®" physicians
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anticipated logistical problems for the
patient and therefore did not offer a
clinical trial. Other reported triage mech-
anisms were: the patient was thought to
be ineligible or had poor performance

5

status; "' the patient was considered to
have reduced long-term survivability; the
patient was unable to understand study
requirements; and the physician’s own
beliefs regarding the patient’s preferenc-
es. 4 Additionally preventing physicians
from informing patients about clinical
trials were assumptions about patient
non-compliance1 and thoughts the treat-
ment risk was too grealt.15

16-1 .
=18 bhysicians

In several studies
reported lacking the knowledge and
awareness of available trials in their
communities. As described in Hudson
et al'” study, approximately “95% of
primary care physicians, 84% of spe-
cialists, and 50% of oncologists” re-
ported the lack of awareness or having
insufficient information about open,
accruing studies as a barrier to enroll-
ment in clinical trials.

Emerging from this list of patient
barriers to trial participation are several
additional themes. Themes that emerg-
ed were patients reports of fear, the
mistrust of the medical community and
the extra burden associated with trial
participation. Fear of randomization
was a chief concern for patients who
were asked to enter a clinical tri-
al.'">'719721 I addition, patients were
fearful of the concept of experimenta-
tion, did not want to be experimented
on or feel like a “guinea pig.”M’W’ZI’22
A correlated barrier was trust. Specifi-
cally reported by women and minority
patients was a mistrust of the medical
community, in particular mistrust of
researchers and sponsoring agencies as
opposed to physicians and nurses.'®*'~%
Also reported was the fear associated with
a perceived loss of privacy or lack of
confidentiality.”® Another barrier report-
ed in several studies was the extra burden
associated with participating in a clinical
trial.1'121316:2326 Additional clinic visits

coupled with the lack of transportation
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to and from the research site, as well as
the distance needed to travel to the
clinic created an extra burden associat-
ed with their care for potential research
participants. Moreover, the additional
costs related to the study procedures
not covered by insurance were report-
ed. These issues combined placed an
added burden on already stressed
patients and decreased the likelihood
of their study participation. Thus,
time, travel, and extra costs were
tangible significant barriers from the
patient’s perspective.

Factors that Facilitate
Study Participation

Several factors were apparent from
the literature as facilitators to trial
participation. These include: physician
enthusiasm and good communication
skills, a good provider-patient relation-
ship, having a perceived benefit, and
feelings of altruism. Physician enthusiasm
and communication regarding research
was identified as one major facilitator.
Familiarity and interest in clinical re-
search were important in identifying
potential study participants.” The physi-
cian’s good communication skills, the
ability to answer questions and explain
the study rationale enhanced the prospect
of study recruitment.!’ Clinical research
associates (CRA) reported in Wright
et al’s'' study that creating a bond of
trust, using an empathetic approach and
personalizing the study information
all helped to alleviate a patient’s fear and
misconceptions of study participation, and
this multi-pronged approach was stressed
repeatedly in their focus groups as a
method to increase study participation. In
addition, they found when physicians, who
were likely to be the first to suggest trial
entry, used communication approaches
that acknowledged the difficulties patients
faced during decision making, and this
assisted study recruitment.”” Another ma-
jor facilitator to study entry included study
participants and potential participants
having a good relationship and a strong

belief in the provider. Specifically this was
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defined as trusting the physician,'”*’

having a desire to please the physician,' "'
and the physician recommending or
encouraging study entry. 12123

Perceived benefit from study partici-
pation was the major facilitator for
participants. Patients who perceived they
would personally benefit from study
participation were the most likely to
report they would enter a research study.
Perceived benefits included the desire to
prolong life, hope for a cure and having
terminal disease.""'**"*>%" Clinical re-
search associates also indicated patients
with these beliefs would be more likely to
participate in a clinical trial. Another
important patient consideration included
the perception that the treatment they
would receive as a result of trial partici-
pation would be better since they would
get extra care and monitoring.”'* In
addition a patient’s sense of altruism or
the idea that their participation in clinical
research would help others and/or benefit

science facilitated trial entry.'*!%212>%7

DISCUSSION

This review provides a background
into the multi-facetted phenomenon of
underrepresented populations’ participa-
tion in clinical research. The exclusion
of these groups contributes not only to
poor science but questions the equality of
providing quality health care to the
nation’s varied populations. Reports
from study participants regarding the
clinical trial decision making process are
scarce. In addition, there is little available
information describing the characteris-
tics of study participants and nonpartic-
ipants. Patient recruitment into clinical
trials is a complex process and there is
limited research exploring the optimiza-
tion of study recruitment. Lack of
knowledge concerning the facilitators
and barriers of study participation means
there is no way of knowing how the
process can be improved.

Underrepresentation of vulnerable
groups appears to be caused by a
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number of factors. A greater under-
standing of the importance of provider
and patient factors and their interac-
tions influencing the process of clinical
trial decision making is needed. Physi-
cians have great influence over a
patient’s decision to participate in
research studies and their attitudes are
important when identifying potential
participants. It is not clear if physicians’
concerns about patient eligibility are
due to comorbidities, a specific patient’s
health literacy, whether the protocol will
be adhered to or a combination of these
factors. A physician’s communication
style and explanation of the trial’s goals
and requirements considerably influenc-
es whether the patient will accept or
decline entry into a clinical trial. While
further exploration of physician atti-
tudes regarding patient’s beliefs is
needed, the failure of a physician to
offer a trial due to prior patient triage is
inappropriate. A greater understanding
of physician-patient factors and their
interactions on influencing clinical trial
decision making is needed. Patient’s
attitudes and their decision making
process when faced with trial entry need
further exploration. Participation in
research appeals to the self-interest of
the participant and enrollment appears
facilitated when the patient has prior
knowledge of the clinical trial process.
Nonetheless, patients and researchers
must be able to truthfully acknowledge
research is not without risk and that
while there may be some benefit, the
pursuit of scientific knowledge is the
primary purpose of research.

There have been few interventions
designed to increase recruitment that
have a positive impact on women and
minority entry into clinical studies.
Strategies are needed to reduce fear
and mistrust of the medical community
to help facilitate trial participation in
these population groups. One way is to
conduct education programs for profes-
sionals that address culture, race and
class, create opportunities to work with
vulnerable populations and incorporate



A major barrier identified
was the increased costs
associated with study

participation.

ethics training to enhance skills that aid
in reducing distrust.

A major barrier identified was the
increased costs associated with study
participation. While historically study
related expenses have not been covered
by insurance, recent changes with
Medicare’s extension of reimbursement
includes coverage for standard of care
costs associated with clinical trials.”
This initiative began in September,
2000. Also a number of state govern-
ments have passed laws that require
health plans to cover the cost of routine
medical care for clinical trial partici-
pants.® Hopefully this will have a
significant impact on the financial
drawbacks of participation and help to
alleviate some of the barriers women
and minorities face due to financial
considerations.

Another barrier identified was the
fear of randomization. Randomization is
a difficult concept to grasp. Patients may
not understand the function of a clinical
trial and the rationale for treatment
allocation by randomization.'”*® Tt is
not known whether patients decline a
clinical trial because they do not under-
stand the randomization concept or
because they do understand this concept
and they wish for their physician to
choose the treatment. Prior studies
suggest it is the former reason combined
with either a too lengthy explanation of
the concept or a poor explanation by trial
personnel. 19,29,30

Recently, Wendler et el’' published
a meta analysis that evaluated the claim
that “racial and ethnic minorities are
less willing to participate in health
research.” The specific aim of their
analysis was to determine if, when
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eligible and asked to participate in
research, this population consented to
participate less frequently than non-
Hispanic Whites. The authors identified
20 research studies that reported the
consent rates by race or ethnicity for
over 70,000 individuals. They found
that when invited to participate in a
research study, minorities were no less
likely than non-Hispanic Whites to
agree to participate in clinic research.
These findings challenge the widespread
view that the major barriers to minority
participation are not issues related to
mistrust or the willingness to participate
but whether they have access to entry
into clinical research. Efforts are needed
to ensure access for women and minor-
ities and this places the burden directly
on the research community. The find-
ings from this review suggest more
research is needed to ferret out the
reasons underrepresented populations
are not offered entry to research at the
same rate as non-Hispanic Whites.

CONCLUSION

Efforts to increase minority partici-
pation need to focus on increasing access
to research, not changing minority atti-
tudes. Information gleaned from research
on the barriers women and minorities
confront can be used to develop, refine
and conduct research protocols. Re-
searchers have traditionally been rigid in
the implementation of protocols. The
reluctance of researchers to accommodate
their target populations with flexible
hours and/or schedules has contributed
to the persistence of low rates that
vulnerable population groups experience
when participating in clinical research.
Additionally, there remains a need for
researchers to continue to establish and
maintain trusting relationships within the
communities they serve. Developing trust
within minority communities can poten-
tially advance the public’s health and the
health care of women and minorities in
general. This beginning is a crucial step to

Ethnicity & Disease, Volume 22, Spring 2012

eliminating disparities in the health status
of these population groups. One sugges-
tion made by Ehrenberger et al’® is
that the udlization of nurses, as patient
educator and advocates, can play an
integral part in increasing understanding
of the research process and possibly
increase patient participation in clinical
trials, especially in vulnerable/ under-
served and minority populations. Clinical
trial nurses are in a unique position to
identify and form partnerships with
community groups and conduct educa-
tional sessions to disseminate readily
available information on clinical trials.
Additionally, nurses act as patient advo-
cates, form a bond with their patients and
are usually able to convey complex
information in a manner that increases
patient understanding. A clinical trial
nurse is usually well informed and
educated about a specific trial and this
can improve informaton transfer and
decrease patient anxiety about trail par-
ticipation.'

Unless women and minorities are
routinely included in clinical trials, the
scientific value of the results is not
generalizable to these populations.
Therefore, more detailed information is
needed to understand the issues sur-
rounding the decision making process of
the potential trial participant. In addi-
tion, more research is needed to investi-
gate the decision making process sur-
rounding the issue of physician triage.
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