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Marginalized racial and eth-
nic groups, women, and 

other historically disenfranchised 
populations are substantially 
underrepresented in clinical tri-
als, despite increasing concern 
about this issue among policy-
makers, patient advocates, and 
some industry leaders. A recent 
report from the National Acade-
mies of Sciences, Engineering, 
and Medicine (NASEM) brought 
additional, much-needed attention 
to this problem and suggested a 
number of reforms to the clinical 
research enterprise.1 But interest 
and investment in efforts to im-
prove diversity and representa-
tiveness in trials are unlikely to 
be sustained if the goals of di-
versification aren’t clearly articu-
lated and understood.

Broadly, the goals of increas-
ing diversity in clinical trial par-
ticipation include earning and 
building trust, promoting fair-
ness, and generating biomedical 
knowledge (see table). These three 
goals are each valuable on their 
own, and accomplishing one goal 
might result in progress toward 
another. New initiatives designed 
to diversify clinical trials may not 
promote all three goals equally, 
however. We believe that earning 
trust and promoting fairness are 
the most important of these 
goals and provide the clearest 
opportunities for realizing value 
from increasing diversity and 
representativeness in trials.

Regarding the goal of earning 
trust, medical institutions have 
engendered mistrust through a 
history of research abuses and 

restrictions on equitable access 
to clinical services that continue 
to the present day. Among many 
examples, after the revelation of 
the abuses in the Tuskegee syph-
ilis study, Black men were less 
likely to trust physicians, reduced 
their health care use, and had in-
creased mortality rates.2 For many 
disenfranchised groups, the per-
sistent lack of diversity in con-
temporary clinical trials may ex-
acerbate perceptions that medical 
research and medical institutions 
are exclusionary and not worthy 
of trust.

A recent experiment sheds light 
on this issue. Investigators ran-
domly provided patients with hy-
pertension with results from one 
of two trials of a new hyperten-
sion drug.3 Both trials showed 
that the medication was effective 
at lowering blood pressure. In one 
trial, 15% of participants were 
Black; in the other trial, less 
than 1% were Black. Giving pa-
tients the results from the more 
representative trial increased by 
20 percentage points the likeli-
hood of Black patients’ believing 
that the drug would be as effec-
tive for them as it was for the 
trial participants, without alter-
ing White patients’ perceptions 
of the drug’s effectiveness.

This study shows how inclu-
sive enrollment practices can in-
crease patients’ interest and confi-
dence in effective new treatments. 
Such benefits might not require 
a precise figure for a treatment’s 
efficacy in a particular demo-
graphic subgroup but could arise 
because inclusiveness promotes 

perceptions that a study and its 
findings are legitimate. Indeed, 
the benefits of inclusiveness might 
extend beyond the particular 
clinical scenario being studied to 
include reducing medical mis-
trust among marginalized com-
munities more broadly. It will be 
important for future research to 
elucidate the ways in which in-
clusive clinical trial practices may 
affect public trust. Investments 
in such research could help reveal 
which practices are most suc-
cessful in promoting trust and 
which ones raise public concerns 
about exclusion or exploitation.

The second key goal of in-
creasing diversity in clinical tri-
als is promoting fairness. Partici-
pating in a trial can confer benefits 
and burdens. Fairness requires 
removing obstacles to participa-
tion that may disproportionately 
affect certain groups of people, 
such as recruiting only in aca-
demic medical centers, to which 
access may be limited among dis-
enfranchised groups, or requir-
ing frequent in-person visits, 
which poses high opportunity 
costs associated with participa-
tion for people with inflexible 
work or family circumstances. 
Fairness also requires making ef-
forts to ensure that the burdens 
of participation are shared broad-
ly and equitably across all mem-
bers of society who stand to bene-
fit from a study’s results.

Reducing barriers by reaching 
potential participants using mo-
bile recruitment strategies, pro-
viding transportation or parking 
vouchers, and offering robust 

The New England Journal of Medicine 
Downloaded from nejm.org by LIJA JOSEPH on April 3, 2023. For personal use only. No other uses without permission. 

 Copyright © 2023 Massachusetts Medical Society. All rights reserved. 



PERSPECTIVE

1253

Why Diverse Clinical Trial Participation Matters

n engl j med 388;14 nejm.org April 6, 2023

compensation and incentives could 
help close gaps in representation. 
Building inclusive trial infrastruc-
ture in underserved communities 
is a particularly promising step 
because it could not only lead to 
more diverse participation but 
also promote fairer distribution 
of gains in medical knowledge 
by accelerating the adoption of 
medical advances in these com-
munities. Dedicated efforts to pro-
mote diversity in trials are there-
fore likely to simultaneously 
promote fairness.

The third goal, advancing bio-
medical knowledge, is a core 
purpose of clinical research. The 
recent NASEM report (one of us 
was on the committee that pro-
duced the report) emphasizes 
that increasing trial representa-
tiveness may improve the gener-
alizability of research findings, 
produce new biologic insights, 
and yield targeted therapeutic 
strategies.1 Pushing the frontier 

of scientific knowledge has been 
an important rationale for diver-
sifying trials. But this rationale 
raises questions about whether 
and why treatment effects might 
differ substantially between 
groups that have and those that 
have not been underrepresented 
in biomedical research, the abil-
ity of trials to identify these dif-
ferences in treatment effects, and 
whether conducting larger, more 
diverse trials will produce more 
useful knowledge than conduct-
ing more trials focused on dis-
eases that disproportionately af-
fect marginalized racial or ethnic 
groups.

Gains in biomedical knowl-
edge associated with increased 
trial diversity generally depend 
on the existence of heterogeneity 
in treatment effects among pa-
tient groups. Even if such hetero-
geneity exists, however, it’s diffi-
cult to detect unless sample sizes 
are increased appreciably. In some 

disease areas, such sample-size 
increases may not be possible. In 
other cases, any potential gain in 
biomedical knowledge associated 
with enabling detection of hetero-
geneous treatment effects could 
come at the cost of studying aver-
age treatment effects for more 
interventions. As a result, the 
important goal of generating 
knowledge that benefits groups 
that are underrepresented in bio-
medical research may be better 
accomplished by funding more 
trials focused on diseases that 
disproportionately affect such 
groups than by emphasizing shift-
ing trial participant demograph-
ics alone. Further investment in 
research methods could advance 
the statistical tools that are used 
to detect and correct bias result-
ing from unrepresentative trial 
samples.4 As the research com-
munity studies these issues, how-
ever, investigators should be mind-
ful of the scientific and ethical 

Goals of Increasing Diversity in Clinical Trials.

Goal Key Challenges Implications

Building trust in medical  
research and institutions

Distrust of medical and scientific professions can be 
an important obstacle to receiving effective medi-
cal care.

The effect on public trust of the design and conduct of 
clinical trials can be as important to public health 
as trials’ results.

Investments should be made in elucidating how clini-
cal trial practices affect public trust.

Promoting fairness for  
potential participants 
and their communities

Opportunities to participate in trials are limited.
Preferences, resources, and trust all affect willingness 

to participate in trials.
Health systems’ capacities to conduct trials vary 

among communities.

Overcoming unjust barriers to participation for disen-
franchised groups will require affirmative outreach 
and recruitment actions.

Grading trials on inclusive outreach and recruitment 
practices, rather than solely enrollment demo-
graphics, may better reflect recruitment equity.

Investing in trial capacity in marginalized communi-
ties may benefit such communities broadly by im-
proving adoption of innovations.

Generating biomedical 
knowledge

Sample sizes are often too small to permit assess-
ment of treatment efficacy within particular sub-
groups.

Clinically significant differences in treatment efficacy 
between groups that are underrepresented and 
those that are overrepresented in trials may not be 
common.

Efforts to diversify trials address only some of the bar-
riers to efficient patient recruitment.

Investigators should acknowledge that more inclusive 
trials may not show whether a treatment is effec-
tive for certain patient subgroups or meaningfully 
shift estimates of the treatment’s efficacy.

Shifting the focus of trials to diseases that dispropor-
tionately affect marginalized groups may more ef-
fectively generate knowledge benefiting these 
groups.

Future meta-research could clarify the importance and 
detectability of heterogeneous treatment effects.
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gaps in prior efforts to use race 
in medical decision making.5

Some scholars have argued 
that diversifying clinical trial par-
ticipation could also speed inno-
vation by enabling more rapid 
accrual. Although this effect is 
plausible, diversifying trial en-
rollment isn’t required to meet 
target sample sizes more quickly. 
Other measures are likely to have 
a greater effect on the pace of ac-
crual, such as reducing the use 
of exclusion criteria, leveraging 
mobile technologies to reach po-

tential participants, providing suf-
ficient incentives for participation, 
and streamlining the consent 
process when the risks associat-
ed with trial participation are low. 
In sum, we believe that — even 
in the absence of compelling 
hypotheses about heterogeneous 
treatment effects and statistical 
power to reliably detect such ef-
fects or (eventually) enough data 
to perform careful patient-level 
meta-analyses — there is still 
considerable value associated 
with diversifying trials because 
of potential gains in trust and 
fairness.

As the research community 
explores how to increase diversi-
ty in clinical trials, the commu-
nity shouldn’t lose sight of why 
it’s important to do so. Choosing 
policy goals mindfully is akin to 
choosing a journey’s destination; 
it helps us plan our route, mea-
sure our progress, and know 
when we have arrived. We believe 
the central goals of reforming 
the research process should be 
building trust among under-
served communities and treating 
potential participants fairly. Al-

though diversifying trial partici-
pation might also expand bio-
medical knowledge, it’s essential 
that the promise of knowledge 
generation doesn’t overshadow the 
goals of improving the trust-
worthiness and fairness of U.S. 
health care. These latter goals 
are foundational to effective phy-
sician–patient interactions and to 
facilitating the generation and dis-
semination of biomedical knowl-
edge. Alongside broader reforms 
addressing systemic inequities 
in access to care and reimburse-
ment for services, creating an 
evidence base built on studies 

with diverse populations is cru-
cial to mitigate the profound 
inequalities in health outcomes 
that have only widened during 
the Covid-19 pandemic.

This article does not necessarily repre-
sent the views of the U.S. government or 
the Department of Veterans Affairs.

Disclosure forms provided by the authors 
are available at NEJM.org.
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We believe the central goals of reforming  
the research process should be building  
trust among underserved communities  
and treating potential participants fairly.
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