HE PHARMACEUTICAL INDUSTRY HAS A
problem. Every year companies spend bil-
lions of dollars on clinical trials to assess the
efficacy and safety of medicines—yet for
large sections of the populations they serve,
the results are simply not good enough.
Clinical trials are falling short by routinely fail-
ing to accurately reflect the diversity of different
patient groups. This means the data they generate is
not painting the full picture of the good (and some-
times bad) that modern medicine can do.
In particular, race, ethnicity, sex and age all affect
how different people respond to the same medicine,
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Clinical trial
diversity must
improve to
ensure drugs
work for all.
By BEN
HIRSCHLER.
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vaccine or other medical intervention. Unless trial
participants testing a new therapy are representative
of those who will use it, there can be no certainty as
to how it will work in medical practice.

What is more, physicians may be reluctant to pre-
scribe new medicines to groups of people who were
under-represented in clinical trials, resulting in the
effective exclusion of those groups from the poten-
tial benefits of groundbreaking medical research.

Unfortunately, it is the most vulnerable individu-
als, especially those in Black and Hispanic commu-
nities, who are the biggest losers since they are the
ones who are most under-represented.
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“The magnitude of the disparity is much greater
than people realize, especially among patients who
identify as Black,” said Professor Kenneth Getz,
Executive Director of the Tufts Center for the Study
of Drug Development in Boston, one of the world’s
leading experts on clinical trial practices and trends.

“Any insights into the efficacy and the safety of a
given treatment are sub-par until researchers have
a deep understanding of the entire diverse popula-
tion that might benefit from that therapy. Without
it, our drug approval process is incomplete.”

While the problem has been brewing for years,
the disproportionate impact of the COVID-19 pan-
demic on minority communities has now thrown it
into sharp focus. In addition, coming on top of the
Black Lives Matter movement, the predominance of
white participants in some early coronavirus vac-
cine trials has also attracted widespread criticism.

As a result, the clinical trials diversity gap is
emerging as a critical issue for the pharmaceutical
industry—and one with potentially far-reaching
reputational implications for individual companies.

All those involved agree that ensuring the correct
balance of different groups in trials is both a moral
and a scientific imperative. Yet the evidence suggests
there is still a long way to go.

US Food and Drug Administration figures
show that 75% of participants in trials of recently
approved drugs were white, even though minor-
ity racial and ethnic groups make up some 40% of
the US population. The picture is similar for new
medicines approved in Europe. A recent study by
Getz and his team found that over half of drug trials
supporting EU Commission approval under-repre-
sented minority racial groups by more than 20%.

In some disease areas, the disparity is even starker.
Black people accounted for only 2% of participants
included in Alzheimer’s disease trials reported in
the past decade, even though they are about twice
as likely to have dementia as older white people,
according to a Bloomberg News analysis.

Clearly, action is needed to redress the balance,
given the fact that genetic and other differences can
affect drug response to an extent that it impacts
prescribing decisions. In the case of high blood
pressure, UK national guidelines recommend that
people of African descent avoid certain drugs,
although a lack of decisive evidence means opinion
on this varies.

Several factors may account for medical differ-
ences between populations groups. Sometimes
it is down to the way medicines are metabolized
in the body, as with certain antidepressants and
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antipsychotics. In other cases, particular groups
are more prone to a disease. Black individuals,
for example, are more likely to have a gene called
APOEA that predisposes people to Alzheimer’s.

This makes it essential to drill down to specific
therapeutic areas to truly understand the problem.

“The variation in disparity by disease condi-
tion is very significant,” said Getz. “We need to
look at disparities by specific disease conditions to
see the places where we could really try to target
the solution.”

Multiple sclerosis and multiple myeloma—two
diseases that disproportionately affect Black peo-
ple—stand out as among the most problematic. A
recent analysis by the IQVIA Institute for Human
Data Science found that clinical trials in these two
areas showed the greatest deviation from underly-
ing US disease epidemiology, while migraine trials
had the greatest alignment.

Getting the correct balance of trial participants
is also a major challenge when it comes to gender.
Although women now make up a higher percent-
age of clinical trial participants overall than men—
accounting for 56% in the latest FDA data—they
remain under-represented in certain key areas, such
as heart disease.

So why is it so hard to get the diversity balance
right in clinical trials?

It turns out there are multiple barriers to trial
participation, including lack of geographic access
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INICAL TRIALS BIAS

Comparing the

charts below reveals how participation

in trials favors white people, obscuring potential differences in
effectiveness across racial and ethnic lines.
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to study centers, limited awareness that research is
taking place, time constraints due to employment
or care commitments, cost considerations and lan-
guage obstacles.

More fundamentally, in many minority com-
munities there is also a lack of trust in the medi-
cal community and the drug development pro-
cess due to past discrimination and mistreatment.
This is exemplified, most notoriously, by the Tuske-
gee syphilis study that ran from 1932 to 1972, in
which African American men were deliberately
left untreated.

These days, pharmaceutical and biotechnol-
ogy companies are paying a lot more attention to
improving diversity in their clinical trials, while reg-
ulators on both sides of the Atlantic are also pushing
the agenda forward.

A 2021 survey of members of the Pharmaceutical
Research and Manufacturers of America found that
61% of respondents had defined goals and objec-
tives to enhance clinical trial diversity—a promising
sign of progress, but also an indication of the scale of
the work that still needs to be done.

Ultimately, ensuring diversity in clinical tri-
als is not only a matter of equity and good corpo-
rate practice, in line with environmental, social and
governance (ESG) goals, it also makes sound busi-
ness sense. “Doing good, robust science has market
implications for companies because they will be
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reaching more people and delivering therapies that
work better,” Getz said.

A range of solutions are now being explored to
draw in trial participants from under-represented
communities. Digital technology is part of the
answer, with new tools such as wearable devices
and telemedicine allowing people to take part in so-
called decentralized studies from their own homes.
At the same time, the ability to mine electronic
health records should make it easier to identify
patients who may be suitable for specific trials.

But deeper cultural changes are also needed to
overcome skepticism among certain communities.
One way of achieving that is to increase the diver-
sity of healthcare professionals involved in research.
Getz’s team at Tufts found that sites with higher
racial and ethnic diversity among medical staff
members saw that strongly mirrored in the range of
patients they enrolled.

“This is a holistic challenge,” Getz said. “Compa-
nies can promise until they are blue in the face that
they are going to improve diversity, but if they don’t
get the patient advocacy groups, the community
leaders, the healthcare providers, the investigator
sites and everybody else on board then they will con-
tinue to fall short.” &

BEN HIRSCHLER is a Senior Advisor based in Brunswick’s
London office and a former global pharmaceuticals cor-
respondent for Reuters.

DISEASE DISPARITY

CLINICAL TRIAL MAY
A resultin an under- or

over-representation of
racial, ethnic or gender sub-
groups if it does not reflect
how a disease is actually dis-
tributed across those groups
in the real world. The follow-
ing are examples of diseases
that disproportionately affect
certain subgroups.

ASTHMA:

Males are more likely to have
asthma as children, but the
opposite is true for adults.
Asthmarates in the US are
greatest among Black people
and Native Americans

and lowest among people

of Asian heritage. Puerto
Ricans have the highest
asthma rate of any racial or
ethnic group, even though
rates are relatively low for

Hispanics overall.

ALZHEIMER'S DISEASE:
Older Black Americans
are twice as likely as older
white Americans to have
Alzheimer’s or another
dementia. The exact rea-
sons for this are unclear.
Higher rates of cardiovas-
cular disease may be a
factor and Black people are
also more likely to have a
gene that predisposes to
Alzheimer’s.

HEART DISEASE:
Cardiovascular disease
(CVD) is aleading cause

of death in women but
women have been under-
represented in CVD clinical
trials for decades. Although
recent studies have
recruited more women, the

percentage is still too low.
CVD also varies by race
and ethnicity, with preva-
lence higher among South
Asian groups, who develop
ischemic heart disease at
ayounger age than white
people.

LUPUS:

Approximately 90% of
people who get lupus are
women. The disease also
disproportionately affects
racial and ethnic minority
groups, with Black Ameri-
cans two to three times
more likely to get lupus
than white Americans.

MULTIPLE MYELOMA:
Compared with white
groups, Black populations
have roughly twice the
risk of developing multiple
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myeloma and are diagnosed
at younger ages. Mean-
while, multiple myeloma
prevalence is markedly
lower in people with Asian
backgrounds than in other
groups.

MULTIPLE SCLEROSIS:
Globally, the prevalence of
multiple sclerosis is highest
in northern latitudes, while
cases in Asian and Hispanic
populations are consid-
erably lower. In the US,

the incidence of multiple
sclerosis among African-
Americans is increasing
and they now account for
21% of disease, well above
the underlying Black demo-
graphic of 13%. However,
the representation of Black
people in clinical studies is
minimal.
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