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/" In June 2022, the U.S. House of
Representatives passed legislation intended to
increase the diversity of the populations enrolled in
clinical trials of new drugs. Under this bill, study
sponsors would be required to submit a diversity
action plan — including goals for study enrollment
according to demographic group and steps for
achieving those goals — for phase 3 or pivotal studies
of new drugs. These diversity provisions, included as
part of a broader reauthorization of user-fee funding
of the Food and Drug Administration (FDA), would
codify recent FDA draft guidance recommending
that clinical trial sponsors develop and submit
diversity plans for enrolling participants from
historically underrepresented racial and ethnic
populations. The legislation and draft guidance

followed an executive order from President Joe Biden
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directing federal agencies to review barriers and
potential new policies for advancing equity in agency

actions and federal programs.

Paragraph 2| / Recent controversy over the lack of

diversity in pivotal clinical trials for aducanumab for
treatment of Alzheimer’s disease (only 0.6% of study
participants identified as Black) and Covid-19
vaccines has highlighted persistent gaps in the
representativeness of clinical trials across disease
areas. Between 2008 and 2018, the percentage of
Black participants enrolled in pivotal trials for new
cancer drugs increased from 2.9% to only 3.6%.These
disparities underscore the limits of existing policies
for ensuring inclusive participation in clinical trials
for new drugs. A recent report from the National
Academies of Sciences, Engineering, and Medicine
detailed the potential negative health, economic,
equity, and scientific consequences of failing to

achieve a more diverse clinical trial enterprise.

/  Since 1985, the FDA has required
sponsors of new drug applications to present efficacy
and safety data for gender, age, and racial
subgroups; subsequently, in 1998, the requirement
for reporting of demographic data was extended to
trials of investigational new drugs. Since 1988,
successive FDA guidance documents have called for
greater inclusion of specific populations in trials;
most recently, in 2014, the FDA published an action
plan for encouraging trial participation. However,
aside from limited regulatory requirements for
reporting of certain demographic information, these
FDA policies have all been part of voluntary

guidance to industry.

/

National Institutes of Health has had more explicit

Under a 1993 statute, the

legal authority to direct investigators of federally

funded clinical research to ensure greater
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representativeness with respect to gender, race, and
ethnic group. But these NIH policies do not apply to
the private industry—directed trial enterprise that
accounts for most premarketing clinical study of

investigational therapies.

Paragraph 5| / As aresult, after decades of mostly

voluntary and aspirational initiatives, pivotal trials
for many new drugs under the FDA’s oversight
continue to lack adequate proportions of participants
who identify as members of historically marginalized
racial and ethnic groups — as well as of older adults,
those with reduced functional status, and those who

are pregnant or lactating.

/

recent House legislation are a welcome first step

The diversity provisions in the

toward more systematically measuring, reporting,
and integrating enrollment goals in pivotal studies
for new medicines. However, the legislation does not
provide a mechanism for remedying inadequate
progress toward enrolling participants in accordance
with sponsors’ diversity plans. The experience with
other regulatory programs and initiatives that the
FDA has lacked the authority and capacity to
enforce, such as goals for timely conduct of
postapproval studies, suggests that the actual
impact of these diversity plans could be suboptimal
in practice. In addition, the new diversity provisions
do not fully resolve the underlying causes of a lack of
representativeness in clinical trials, which include
restrictive eligibility criteria, costs associated with
participation, limited enrollment outreach in
marginalized racial and ethnic communities and in
safety-net facilities, 1implicit English-language
requirements, and systemic inequities in access to

care.

Paragraph 7| / We believe that a combination of

federal incentives and regulations is necessary to
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meaningfully advance equity in clinical trials for
new drugs. Such a model would not be new: Congress
previously pursued a similar approach to increase

pediatric drug development.

Paragraph 8| / First, asit does with drugs for rare

diseases, the FDA could provide direct grants,
including support for collaborative networks, aimed
at specifically increasing enrollment capacity and
infrastructure at trial sites serving (and most likely
to enroll) participants from underrepresented
populations. Such support would help to ensure that
efforts to include these facilities in clinical research
do not result in undue burdens on clinical and
ancillary staff or in delays in access to care, imaging,
and services. Regulators could also work to lower
financial barriers to trial participation; for example,
the FDA could clarify that reimbursement is
permissible for certain types of costs incurred by
trial participants. In addition, the scope of diversity
action plans could be broadened to require that trial
enrollment criteria do not unduly limit participation

from relevant patient populations over the entire

development life cycle.

Paragraph 9| / Second, in addition to support for

trial sites, Congress could provide financial

incentives to drug manufacturers that are
contingent on achieving sufficiently representative
trial enrollment in pivotal studies of their products.
Incentives could take the form of a new tax credit or
repurposing of part of the existing research-and-
development tax credit. Although tax credits have
some drawbacks (e.g., they may be more favorable
for firms that are already generating revenues), they
are preferable to alternative incentive policies —
such as extended market exclusivity or faster FDA
regulatory review — that pose other challenges.
Extending market exclusivity could exacerbate

inequities in access to new drugs after approval by
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delaying the usual price decreases associated with
generic entry for brand-name products. And forcing
the FDA to rapidly review drugs that would not
otherwise qualify for expedited review could siphon
limited agency resources away from reviews of drugs
with greater expected public health benefits and

possibly increase the risk of safety problems.

Paragraph10| /

that

Finally, the FDA could work to

ensure representative  enrollment in
postapproval studies, as well as further study of
treatment effects and safety in representative real-
world populations, is already under way by the time
a drug is approved. In one relevant precedent, to
balance the need to assess the cardiovascular safety
of new diabetes medications with reasonable time to
approval, the FDA issued guidance providing for
enrollment into cardiovascular outcomes trials
before or at the time of regulatory approval and
called for timely completion of such postapproval
studies. Although ideally Congress would clarify the
FDA'’s legal authority to require more representative
enrollment, even without new legislation, the FDA
could inform the relevant advisory committee about
enrollment disparities and any remediation that will
be attempted in a postmarketing trial; the agency

could also publicly and privately encourage early

enrollment of target populations.

Paragraphll| / In the first major policy change for

equity in clinical research in nearly three decades,
Congress is moving to pass new statutory measures
intended to improve clinical trial diversity. These
provisions address a gap in FDA policies covering
non—federally funded research that have until now
Although they

represent a necessary first step, these diversity

relied on voluntary guidance.

action plans are unlikely to address underlying
causes of underrepresentation of specific patient

populations in clinical trials. With new federal
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