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Abstract

This article examines viewpoints from eight members of the Association
of Clinical Research Professionals’ (ACRP) diversity advisory council
and industry stakeholders on FDA draft guidance on improving diver-
sity in trials. This guidance is welcome amid heightened awareness of
systematic and structural racial injustice. However, diversity should be
arequirement rather than a recommendation. There are multiple ways
for sites to advance diversity and for sponsors to support sites’ diversity
efforts. Next-generation protocols should be created jointly by sponsors,
patients, and sites, building on advances in decentralized trials made
during the COVID-19 pandemic, and ensuring that trials achieve the

goals of the guidance.

Introduction

The need for action to improve the diversity of clinical trial participants
is increasingly recognized against a backdrop where many trials have
historically enrolled mainly white, and mainly male, participants.' At
the clinical trial site level, pressure is already being felt, with sponsors
increasingly requiring details of diversity in both the clinical research
organization (CRO) workforce and clinical trial participant pool as early
as the request-for-proposal (RFP) stage of an engagement.

Professionals’ Response to FDA Draft
Guidance on Diversity in Clinical Trials

Increased Diversity Should Be a Requirement, Not a Suggestion
by Otis Johnson, Diana Anderson Foster, Ruma Bhagat, Nadege T. Gunn, Marissa Hill,

“Industry as a whole will have to
take action, supported by enter-
prise-level diversity teams. We have
already seen mid-trial requests
from FDA to increase diversity—re-
quiring a costly rescue. Integration
of all enterprises involved in clinical
trials will be needed to plan for ap-
propriate levels of diversity during
protocol development, including
relationship building with underrep-
resented communities.”

- Diana Anderson Foster
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"My fear is that we will not keep
the learnings from COVID and we
will go back to the way things were
done before. This must not happen.
We have found that there is no
regulatory barrier to DCT elements,
which can be used without com-
promising patient safety. There is
a robust appetite to continue, and
active discussions are needed to
make sure we continue to reap the
benefits in support of improved
diversity.”

- Ruma Bhagat

Improving diversity in trials is the sub-
ject of a recent draft guidance document
from the U.S. Food and Drug Adminis-
tration (FDA). Published in April 2022,
the document is entitled, “Diversity Plans
to Improve Enrollment of Participants
From Underrepresented Racial and Eth-
nic Populations in Clinical Trials; Draft
Guidance for Industry.” The latest guid-
ance builds on FDA’s seminal guidance
on clinical trial diversity, “Enhancing the
Diversity of Clinical Trial Populations—
Eligibility Criteria, Enrollment Practices,
and Trial Designs Guidance for Indus-
try,” published in November 2022.

This paper provides viewpoints on
the April 2022 draft guidance and on
pathways forward from experts with
extensive day-to-day experience of the
realities of running clinical trials. In the

authors’ views:

o The new FDA draft guidance on
diversity is welcome amid heightened
awareness of systematic and structur-
al racial injustice. However, clinical

trial recruitment diversity should be

a requirement, rather than a recom-
mendation, to ensure that the stated
goals of the draft guidance are fully
realized.

o While final FDA direction is awaited,
sponsors can support sites in building
on existing efforts to improve recruit-
ment diversity; this will require fi-
nancial support for sites in areas such
as implementing new technology;,
decentralized trial elements, trans-
lation services, community outreach
initiatives, patient navigators, and
other patient-centric efforts.

o Sites should continue with activities
that are positively linked to staff
diversity—which in turn is associated
with recruitment diversity—such as
having standard operating proce-
dures (SOPs) on unconscious bias and
inclusive behavior.

o All clinical trial stakeholders should
collaborate actively to rapidly improve
recruitment of patients from under-
served and underrepresented popula-
tions, based on early development of
strategy during the RFP and proto-
col design stages. Next-generation
protocols should be created jointly by
sponsors, patients, and sites, building
on advances in decentralized clin-
ical trials (DCTs) made during the
COVID-19 pandemic. This will help
ensure that trials reflect the full spirit
of the FDA draft guidance.

Background

The longstanding issue of clinical trial
diversity continues to be in the spotlight.
As arecent STAT op-ed stated, “Increas-
ing the racial and ethnic diversity of
clinical trial participants is a scientific
and ethical imperative emerging from
differences in disease causality, presenta-
tion, and progression; in access to health
care; and in drug safety and effectiveness

across diverse populations.™
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Pressure is mounting to address this
issue in order to improve medical prod-
uct safety and efficacy across the diverse
populations living in the United States.
The need for action is underscored by
data from many sources.

For example, among the total of 53
new molecular entities and biologics
approved by FDA in 2020, 75% of the
32,000 clinical trial participants were
white, 8% African American, 6% Asian,
and 11% Hispanic.* Only 37% of pivotal
trials for the 371 drugs and biologics
approved in the United States from
2007-2017 provided data on ethnicity,
according to the Tufts Center for the
Study of Drug Development (CSD-

D).> African Americans were the most
under-represented, with participation
rates registering 65% below their levels
in general census and disease popula-
tions. Various examples of the impact of
the lack of diversity in clinical trials are
provided in the Additional Information
section.

The April 2022 FDA draft diversity
plans guidance has the stated purpose

of giving recommendations on how

“The new draft quidance is
refreshing in paying attention to the
detail of improving diversity. This
will require a full understanding
of diverse patient populations in
rural areas, who may be uninsured,
socio-economically disadvantageq,
and with transportation insecurity.
Making appropriate accommoda-
tions is @ complex endeavor, much
of which can be mitigated at the
protocol development stage.”

- Nadege T. Gunn
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The burden of advancing diversity
does not fall only on the sponsor.
Clinical trial sites are also eager to

advance diversity, which will require

additional budget resources,
education, and training.”

— Marissa Hill

sponsors should develop a plan to “enroll
representative numbers of participants
from underrepresented racial and ethnic
populations in the United States, such as
Black or African American, Hispanic/
Latino, Indigenous and Native Ameri-
can, Asian, Native Hawaiian and Other
Pacific Islanders, and other persons of
color, in clinical trials.” FDA notes that
individuals from these underrepresented
populations may have a disproportion-
ate disease burden for certain diseases,
and that their adequate representation
in trials will ensure sufficient data and
may identify effects on safety or efficacy
outcomes in these populations.®

A May 2022 report titled, “Improving
Representation in Clinical Trials and Re-
search,”” from the National Academies of
Sciences, Engineering and Medicine, also
represents an important step forward
in recognizing the need for diversity.
The report’s authors describe the urgent
need to move away from trials that focus

largely on white men.®

Steps to Meet the Goals of
the FDA Draft Guidance

The new draft diversity plans guidance is
welcome amid heightened awareness of
systematic and structural racial injustice.
It is also helpful that the draft guidance
includes medical devices. While FDA’s
guidance documents are nonbinding,’
anecdotal reports strongly suggest that

life science industry scientists follow

FDA guidance as if it were legally bind-
ing. This makes the guidance highly
influential. As a result, it is important for
improved diversity to be a requirement
as part of FDA policy, rather than simply
a suggestion. This would address the
potential risk of “passive resistance” or
non-compliance with the draft guidance
due to lack of a “fear factor,” which could
tempt stakeholders to do the minimum
required to comply with the draft guid-
ance, falling short of achieving its full
intent. However, such a policy change
would entail administrative hurdles that
would require drafting of new
regulations.

The new draft guidance on diversity
could potentially benefit from incentives
and consequences, provided care is taken
to avoid an undue burden for sites, such
as excessive increases in infrastructure
costs or complex rules around manage-
ment and enforcement. FDA could offer
expedited review for studies with diversi-
ty information; this would create a struc-
ture to support change. The agency could
give public recognition to companies
whose trials recruit diverse populations,
thereby offering an incentive by boost-
ing corporate reputation. Additional
communications resources should be
provided by the agency to complement
the guidance. In addition, FDA should
reconsider a suggestion in the draft
guidance that enrollment of additional
participants would be required if a dif-
ference in response is found between
various ethnic groups; this additional
burden could discourage moves to
increase diversity in enrollment.

There remains a need to clearly
identify how best to implement pro-
posals to boost diversity. Potential steps

include:

o Considering making it a require-
ment to provide FDA with details of

how diversity plans will be implement-
ed, helping ensure that the planning
exercise does not simply become “a
box to be checked.” This requirement
to execute the plans would help main-
tain momentum for improvements.

o Ensuring that trial participant di-
versity adequately reflects real-world
populations affected by the disease of
interest. The “gold standard” would
be to have this proportion represent-
ed at all stages of development. Statis-
ticians should be engaged in planning
for appropriate levels of enrollment to
achieve study goals.

o Building trust among underrepre-
sented communities by fully acknowl-
edging the damage done in the past
by initiatives such as the unethical
Tuskegee syphilis study'® and harms
that continue today, including
African American females dying
in childbirth at three times the rate
of white women." This will require
enhanced efforts and education to
resolve medical and structural biases
and improve access to healthcare for
marginalized populations.

o Widening eligibility criteria for poten-
tial trial participants if scientifically

“The guidance is a helpful step
towards identifying the
longstanding problem of diversity
in clinical trials, but there's been
little conversation about the "how.’
Requirements should go beyond
simply ‘checking the box’ by
submitting a plan. Clear recruit-
ment goals and implementation
strategies should also be required
to maintain momentum.”

— Ashley C. Moultrie

UPDATE Spring 2023

www.fdli.org



and clinically appropriate and part-
nering with research-naive sites,
which may provide access to broader
populations. However, care must be
taken not to negatively affect studies’
scientific integrity if eligibility criteria

are widened.

“The draft guidance is definitely a
step in the right direction. It touches
a lot of key areas where action is
needed. However, it does not go far
enough. Throughout the guidance,
there are reminders that these are
nonbinding recommendations. In
other words, they are optional and
it is OK if you choose not to follow
them. There are no consequences
and no incentives. These should be
requirements.”

- Otis Johnson

Considerations for

Rural and Underserved
Populations

Improving access to clinical trials for
those who live in rural areas and other
underserved areas will be central to im-
proving participant diversity. Currently,
sites tend to be located in areas that are
predominantly white and urban, posing
an accessibility challenge for people from
other populations and locations.

Rural access is not fully covered by the
draft guidance. Complexities may arise
outside of metropolitan areas, including
transportation challenges, and lack of
availability of imaging modalities such
as MRI and ultrasound, and limited in-
ternet access. Many underserved patients
may be uninsured or undocumented. To

help overcome these hurdles, protocol

development should include input from
patient advocates, enabling any neces-
sary accommodations to be included in
trial design.'? Given that transportation
remains a leading barrier to recruiting

a more diverse patient population, this
should be included in the budget for any
patient-centric study. Providing access
to imaging may require a hotel stay,
which must also be taken into account
in budgeting. Any out-of-pocket costs
should be paid upfront to meet the needs
of low-income participants—rather than
requiring an expense submission—and
packaging for investigational products
should be tailored for the participant
population, such as being suitable to be

carried on public transportation.

Role of DCTs in Improving
Diversity
Decentralized clinical trials (DCTs) have
potential to support a more patient-cen-
tered approach by reducing long-stand-
ing barriers to participation such as
transportation, logistics, and geographi-
cal location. Such trials can also positive-
ly impact access for underrepresented
populations. For example, a recent study
at the University of Rochester Medical
Center found that telemedicine can
make care more accessible for the most
vulnerable patients.”* However, trust and
technology skills must be built before any
remote trial features are introduced.
During recent, rapid advances in im-
plementing DCTs during the COVID-19
pandemic, sites have tended to be left out
of stakeholder discussions and have, in
some cases, been unprepared to manage
these approaches. Sites may be cautious
about DCTs due to the fact that site
personnel lose direct control over ele-
ments of the trial, including oversight of
procedures that are performed remotely
or by third party vendors. To address

this, sites may need additional support
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to implement new technology. Sites may
also be under-resourced from the per-
spectives of both workforce and capital;
engagement with underserved commu-
nities requires significant investment
and needs to be included in trial budgets.
Budget needs will vary by geographic
location, depending on local populations.

Benefits of Increased Site
Staff Diversity

Diversity of site staff is strongly associat-
ed with diversity of clinical participants,
according to a Tufts Center for the Study
of Drug Development study of more than
3,000 sites, one-half of which were in

the United States." Sites with high staff
diversity are more likely to be in urban
settings with larger proportions of low
income patients and fewer staff; these
sites are also more likely to perceive value
in staff diversity, according to the study.
SOPs on topics such as unconscious bias
and inclusive behavior are associated
with higher staff diversity.

There is also a need to increase the
diversity of principal investigators (PIs).
Out of 8,350 principal investigators in
the United States, only 9.8% are Black"
and few belong to other minorities.'®
Promoting diversity among PIs is being
increasingly recognized as a priority."”

Approaches to further build site diver-
sity—and hence support study recruit-
ment diversity—could include extending
outreach to potential clinical researchers
to younger populations, helping promote

clinical research as a vibrant career path

“It's not enough simply to want to
improve diversity in clinical trials
and in the workforce—action and
commitment are required.”
- Aida Sabo
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to students at historically Black colleges
and universities, community colleges,
and other schools. In addition, as site
workforces evolve, efforts to increase
diversity should go beyond race and
ethnicity to include disability, gender
identification, age, sexual orientation,

religion, and other factors.

A Sponsor Perspective

From a life science industry perspective,
the new draft guidance is very welcome,
solidifying the FDA position in this area
and providing a foundation for a uni-
versal blueprint on how to collect race/
ethnicity data, and generally advancing
the conversation on diversity. There have
been increasing indications from the
agency that diversity is a high priority,
including requirements for post-market-
ing studies where such data are lacking,
as part of efforts to improve health equity
and address disparities in care. The draft
guidance will help standardize efforts for
future trials and provides insights into
likely FDA requirements for submission
packages based on trials that are already
underway. More clarity would be helpful
on exactly how to set appropriate targets
for enrollment, including U.S. and global
studies.

Viewing the draft guidance through a
compliance lens, life science companies
will likely comply as early as possible. If it
ultimately receives FDA approval, there
are clear benefits to having trial partic-
ipants reflect the population that will
receive the drug. Indications are that im-
provements in diversity are expected as
early as phase 1, which will help support
decision-making in later development
and could potentially avoid the need for
phase 4 post-marketing commitments.
Improving the inclusivity of research
can uncover potential variations in

outcomes between subgroups, as well as

enabling unique or specific responses to
be identified." Choosing not to comply
would involve a calculated compliance
risk that could negatively affect future
filings, since, anecdotally, there is a trend
that FDA does not look favorably on
companies that ignore guidances.

Sponsors can support sites’ efforts to
improve study recruitment diversity in
ways that extend beyond budgets. Exam-
ples include early provision of patient-fo-
cused materials and consent forms in
relevant languages for the target popu-
lation, tailored to health literacy levels.
Sponsors can also provide grants for
patient navigators, who play a key role
in overcoming logistical challenges to
trial participation, and can help improve
patient engagement and retention across
therapeutic areas. Stipends can be built
into study budgets to support patient
centricity, for example, compensating
participants for costs such as childcare or
time taken by a caregiver to accompany
the participant to a study visit.

Where appropriate, sponsors can
use technology to help ease the burden
of travel for patients and to help sites
respond to current staffing challenges
while accommodating more patients.
Inclusion-by-design in all components
of clinical trials will underpin success-
tul studies built on the learnings from
COVID.

In addition to implementing the draft
guidance in future protocols, it will be
important to take a hard look at the
protocols for studies that are already un-
derway. For those at an early stage, it may
still be possible to comply with the draft
guidance, while later stage trials could
be supplemented by a phase 4 study or
real-world data.

“l applaud FDA for issuing this draft
guidance. As part of a more com-
prehensive approach, decentralized
clinical trials can improve trial
diversity. Sites will need to be fully
equipped with technology and train-
ing, along with budgetary resources
for community engagement and
recruitment.”

- R'Kes Starling

Emphasizing the
Importance of Diversity
Guidance

There remains a need for FDA to empha-
size the importance of the latest diversity
plan guidance. For example, each page
of the guidance contains a statement that
these are non-binding requirements—a
fact that may be stressed less often in
guidances on developing drugs for
specific indications. The repetition of the
term “non-binding” gives the impres-
sion that diversity efforts are optional
and possibly carry less weight than the
indication guidances. As noted earlier,
sponsors typically take FDA indication
guidances very seriously and follow these
closely to avoid perceived risks to mar-
keting approvals. FDA should consider
moves to indicate that the diversity plan
guidance is as important as indication
guidelines.

There is increasing evidence that
clinical trial diversity will be taken even
more seriously in the future, as specified
in the fiscal year 2023 omnibus spending
bill package signed by President Biden in
December 2022. The bill’s passage means
that FDA “will make mandatory its cur-

rent recommendation that sponsors file
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diversity action plans alongside phase 3
trials submitted to the agency,” according
to CenterWatch;'® “the new law does give
the FDA some flexibility to exempt cer-
tain trials from this requirement, such as
trials of rare diseases for which diversity

plans may be unrealistic.”

Conclusion

The clinical trial enterprise must act
rapidly to further improve recruitment
of diverse patients. There are anecdotal
reports of FDA requesting additional
recruitment diversity from sponsors

in trials that were already underway.
This type of “diversity rescue” places an
unanticipated burden on sites and bud-
gets and could cause significant delays.
Diversity targets for enrollment should
be established upfront in the protocol to

avoid such challenges. Sponsors should

Additional Information

be encouraged to consider their strategy
for recruiting diverse populations before
beginning trial design, as early as the
REP stage. This planning should start at
the enterprise level and reflect a thorough
understanding of disease epidemiology
and patient population characteristics.
Looking ahead, a collaborative effort
between all stakeholders will be needed
to increase diversity in clinical trials.”®
There remains a need to boost aware-
ness, understanding, and trust of the
clinical trials enterprise among poten-
tial participants, particularly those in
underrepresented populations. Clinical
trial stakeholder companies should have
clear diversity goals, with employees re-
ceiving mandatory training in diversity,
equity, and inclusion-related topics. Data
transparency is also essential, includ-

ing disclosing diversity metrics at all

Potential Racial bias in Pulse Oximetry
A recent study published in JAMA Internal Medicine*' suggests that COVID-19 care was delayed for some Black and
Hispanic patients due to inaccurate oxygen measurements from pulse oximeters. These measure oxygen based on the
color of the blood, and may overestimate blood oxygen levels in people with dark skin. “The finding may be one reason
much higher COVID-19 mortality rates have been seen in communities of color across the United States,” writes STAT
(May 31, 2022).22 An FDA safety communication issued on June 21, 2022, cites ongoing concerns that pulse oximeters
“may be less accurate in individuals with darker skin

pigmentation.”?
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organizational levels and at sites.

Elements of DCTs will continue to play
a vital role in engaging patients. Many
studies have taken a hybrid approach,
enabling some in-person visits, with
other visits or tests taking place remote-
ly, greatly reducing the patient burden,
while enabling the study PI to retain
full oversight of patient safety. For the
next generation of protocols, it will be
important that advances in decentralized
elements made during the COVID-19
pandemic are retained in future tri-
als. Future protocols should be jointly
created by sponsors, patients, and sites,
ensuring that needs of all stakeholders
are taken into account.

Taken together, these efforts can help
ensure that the entire spirit of the FDA
draft guidance—and not just the sugges-

tion to make a plan—comes to fruition. A

A study published in the NEJM in 2020 found that in two large cohorts, Black patients had almost three times the fre-
quency of occult hypoxemia—defined as arterial oxygen saturation of <88% despite an oxygen saturation of 92-96% on
pulse oximetry—that was not detected by pulse oximetry than White patients.? The NEJM study authors wrote that “the
variation in risk according to race necessitates the integration of pulse oximetry with other clinical and patient-reported

data.”

In addition to impacts during the COVID-19 pandemic, a study published in the British Medical Journal?® found that
in general care, shortcomings in pulse oximeter measurements “could limit access to supplemental oxygen and other
more intensive support and treatments for Black patients.”
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Routine Racial Adjustments in Spirometry

Certain medical tools and measures correct for race based on historical decisions. One example is in spirometry,
used to measure lung function. As noted in a paper in The Lancet Respiratory Medicine, “[s]pirometers use a race-
based correction or a so-called ethnic adjustment, which assumes a 10-15% smaller lung capacity for Black patients
and 4-6% smaller lung capacity for Asian patients compared with their White counterparts. . . . The notion that Black
lungs are inherently inferior dates back to 1785, when the US President Thomas Jefferson described ‘a difference of
structure in the pulmonary apparatus’ between slaves and White Americans."? The paper continues, “Race-based
corrections are likely biasing clinical reports of COVID-19 recovery, severity of lung damage, and subsequent recovery
treatment plans. Further, race corrections reinforce assumptions about innate biological differences between races,
which is a pervasive problem across medical practice.”

Perceptions of Black Patients’ Pain

“Myths, disparities, and pervasive systemic inequities in health care have fostered bias and distorted perceptions of
Black people’s pain, leading to catastrophic outcomes,” notes a 2020 New England Journal of Medicine article.?” Titled,
“Taking Black Pain Seriously,” the article points out that “[a] 2016 study details the ludicrous yet common belief among
medical trainees that Black people have a higher pain tolerance than Whites, perpetuating 19"-century slaveowner Dr.
Thomas Hamilton's fallacy that our [Black people’s] skin is ‘thicker, made up of fewer nerve endings, and hence less
sensitive.”

COVID-19 Vaccine Trial Recruitment Slowed to Help Improve Diversity

In October 2020, Moderna announced that it had slowed enrollment of its phase 3 COVID-19 vaccine trial due to
challenges recruiting enough Black, Latino, and Native American participants.? “The late-stage 30,000-person study
has been filled with mostly White volunteers, despite the fact that COVID-19 infects the Black community in the U.S. at
almost three times the rate as the White community,” wrote CenterWatch (October 12, 2020). To increase enrollment
of minorities, Moderna said it planned to collaborate with academic researchers who have existing relationships with
minority community organizations.

Effects of Statins Vary Between Western and Asian Populations

Large-scale genetic studies and multiple trials show the varying effects of statin medications on Western and Asian
populations, which includes side effects such as myopathy and hepatotoxicity.?” These are attributed to pharmacoki-
netic differences, which are partially explained by genetic factors.*®

SCRS Focuses on Diverse Enrollment Training for Sites

The Society for Clinical Research Sites (SCRS)®' recently held a Diversity Site Solutions Summit on May 20, 2022

in Austin, Texas.®? At the summit, 300+ participants discussed the need to prioritize site training and improve en-
gagement of diverse communities, with sponsors including outreach funds for sites in study budgets. As part of its
diversity awareness program, SCRS has also developed a Diversity Site Assessment Tool to quantify the competence
of a clinical research site to execute clinical trials with a diverse subject population.®® The tool is designed to allow a
self-assessment of sites’ capacities for recruiting and meeting the needs of diverse patient populations.®*
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