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Racial and ethnic minorities are underrepresented in clinical
trials of mAbs (‘‘biologics’’) for allergic diseases, but this is not
due to a paucity of minorities with allergic diseases.1,2 Contrari-
wise, racial/ethnic minorities bear a disproportionate burden of
allergic diseases. Compared with White Americans, Blacks and
Latinx of Puerto Rican origin have higher asthma prevalence
and mortality.2 These disparities extend to other allergic comor-
bidities, including allergic rhinitis, atopic dermatitis, and nasal
polyposis.2 Furthermore, asthma phenotype differs within racial
and ethnic groups. For instance, minority populations are more
likely to be sensitized to indoor allergens, and those with allergic
phenotypes may respond better to some biologics.2 Similarly,
non-White patients with nasal polyposis are more likely to have
severe disease refractory to surgery.3 Thus, results from trials
based on White populations may not carry over to minority
populations.

Minority underrepresentation in clinical trials is not unique to
allergic diseases or trials of biologics; it dates back many
decades.4 As an attempt to improve disparity, the National Insti-
tutes of Health Revitalization Act of 1993 mandated inclusion of
women and minorities in clinical trials and funds studies focused
on minority populations, such as the Consortium on Asthma
among African-Ancestry Populations in the Americas. More
recently, the US Food and DrugAdministration released guidance
on improving representation of minority populations in clinical
trials. Despite these mandates and guides, poor representation
of minority groups continue in most trials.
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From the patient perspective, the reasons for minority under-
representation include mistrust stemming from historical and
lived exploitative research practices, logistic burden, and lack of
awareness of or access to research.5 Additionally, racial and
ethnic minorities may view informed consent as a process strip-
ping their autonomy and absolving researchers from legal liabil-
ities.4 However, evidence suggests that Black patients are as
willing as White patients to participate in research, particularly
if the benefits and harm of that research are clearly communi-
cated.6,7 Moreover, evidence suggests that underrepresented
groups may be overrepresented in phase I safety trials.8 This
discrepancy betweenminority recruitment in phase I versus phase
III trials suggests that minorities may not be inaccessible for clin-
ical trials as assumed. Logistic issues such as time away from
work, cost and feasibility of travel, child care, and general incon-
venience, may select against racial/ethnic minority partici-
pants.7,9 Furthermore, clinicians tend to unjustifiably perceive
minority populations to be less adherent to trial protocols.8

Given the refocus on trial diversity, multiple health care
stakeholders are engaging in various efforts to improve represen-
tation. These include pharmaceutical companies training physi-
cians from minority groups on conduct of research and creating
networks linking patients and providers with ongoing research.
However, the nature of temporary resource networks that are
active only during the time of clinical trial prevent lasting change.
The level of commitment also differs between companies and by
therapeutic areas. Similarly, many large urban centers have
community engagement teams. However, the improvements
from these efforts have been local, with limited widespread
effects. That existing regulations and recommendations have not
led to significant improvements in minority enrollment suggests
that there are no quick or easy fixes and that there has not been
sufficient effort to push for quantifiable progress.

The current system of conducting clinical trials needs to be
redesigned. Reinforcing current strengths and leveraging oppor-
tunities while eliminating threats andweaknesses are important to
creating a just system, as Fig 1 comprehensively summarizes.
Drug trials are concentrated in large urban centers with less
diverse populations. Sponsor efforts to recruit enough minority
participants may be resource-intensive, requiring adoption of
innovative recruitment strategies, particularly if a study site’s
ability to engage, recruit, and retain minority participants is not
assessed a priori.

Improvement strategies need to be multilevel, incremental, and
synergistic across stakeholders. From the regulatory perspective,
a carrot-and-stick approach may work. First, regulations need to
be binding, and established standards for diversity in trials are
needed. To ensure equitable and ethical practices, the US Food
and Drug Administration could set a minimum proportion of
racial/ethnic groups to be recruited on the basis of epidemiology
of the disease. Consequently, populations likely to bear risk of
1

Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
mailto:aakenroye@bwh.harvard.edu
https://doi.org/10.1016/j.jaci.2021.09.006


FIG 1. A strengths, weaknesses, opportunities, and threats analysis of important factors across all clinical

trial stakeholders and recommendations to improve minority representation in trials. DSMB, Data safety

monitoring board; IRB, institutional review board; IT, information technology; PCP, primary care provider;

PI, primary investigator; RCR, responsible conduct of research; URM, underrepresented minorities.
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phase I trials are also likely to benefit from phase III trials.
Incentives such as expedited Biologics Licensing Applications
review, patent extensions, and government subsidies of trial costs
should be granted for studies representative of real-world
populations.

Nonetheless, appropriate representation of diverse populations
should be balanced against the need to expedite approval of novel
therapies. For preexisting and completed studies, this issue could
be solved through requirement of follow-on studies on conditions
disproportionately affecting minority populations, similar to
cardiovascular outcomes trials for antihyperglycemic studies.
However, appropriate representation at every phase of the study
should be the criterion standard. For payers, federally mandated
expansion of coverage of routine costs associated with clinical
trial involvement for all Medicaid enrollees starting in January
202210 and continued coverage of these costs by Medicare and
commercial insurers will be helpful.

Importantly, there is need to improve infrastructure for trials in
underserved areas. Companies should prioritize study locations
serving more diverse populations, train local providers on
research conduct, work with local community outreach groups,
create inclusive protocols with study questions applicable to the
intended population, and develop contingency plans if diversity is
not met. Innovative use of mobile clinics, remote communication,
and telemedicine, as has been done during the COVID-19
pandemic, can be useful as companies consider diversifying trial
recruitment. Mobile clinics, such as the Mobile Examination
Center used for the National Health and Nutrition Examination
Survey, can be used in remote areas and may contribute to the
local economy and overall population health. In addition,
adaptive trial designs with flexible recruitment strategies provide
an opportunity to ensure appropriate minority population
representation.

Clinical trialists and health care organizations need to create an
environment of trust, respect, and good rapport with minority
communities that predates and outlasts a clinical trial. This starts
with open communication; a well-trained team–based approach;
and ongoing partnerships with families, schools, and other
community-based organizations. Ensuring racial, ethnic, lingual,
and cultural concordance between study teams and participants;
increased minority representation in data and safety monitoring
boards; and increased focus on diversity are all important parts of
improving this issue. Incentives for study participation need to be
flexible and based on need. Although biologic access is beyond
the scope of this article, it is important to note that minority
populations may be less likely to receive biologics in the real
world, thus highlighting the importance of synergistic improve-
ments across all health care stakeholders.

Despite bearing a disproportionate burden of allergic diseases,
racial/ethnic minorities remain underrepresented in clinical trials
of biologics. To fully reap the benefits of biologic therapies,
however, trials should be conducted in representative populations.
Advocacy of legislative and regulatory progress by patients,
communities, providers, and leading health organizations is
necessary. Immediate steps are dependent on self-awareness as
stakeholders identify internal disparities and take incremental
steps while binding legislative efforts are enacted to ensure lasting
change.
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