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respect to key cardiovascular risk factors and out-

comes, with substantially increased lifetime risk of
hypertension, heart failure, and stroke than White pa-
tients.! Race-based differences in outcomes are likely
multifactorial and reflect imbalances in disease ascer-
tainment as well as access to, and delivery of, care.
Although most investigations of race-based disparities
in cardiovascular medicine have focused on common
diseases, 2 studies in the current issue of the Journal
of the American Heart Association (JAHA) expand the
focus on race to hypertrophic cardiomyopathy (HCM),?
a relatively rare cardiovascular disease managed best
at specialty centers, and to the design of cardiovas-
cular clinical trials® with respect to enrollment of Black
patients.

B lack patients in the United States fare worse with

See Articles by Arabadijian et al. and
Prasanna et al.

HCM is the most common genetic cardiomyopa-
thy, with an estimated population prevalence of 1:500,
and is an important cause of heart failure, sudden car-
diac death, and stroke. Approximately 50% of HCM
is caused by dominant mutations in sarcomere genes
that are typically unique (or private) to individual fami-
lies.* The genetics of HCM are in contrast to genetic
diseases, like sickle cell anemia or hemochroma-
tosis, where endemic diseases (ie, malaria and bu-
bonic plague) select for common variants that vary in

population frequency among different races. As HCM
is caused by spontaneous rare variants unrelated to
selection pressures, the frequency is not expected to
vary by race or ancestry.

Prior investigation of the presenting characteris-
tics and outcomes of Black patients with hypertrophic
HCM has revealed that Black patients are underrep-
resented in US HCM specialty centers, with 5% in a
single-center study® and 8% in a multicenter study.®
Moreover, Black patients are younger, are more likely
to have hypertension and obesity, are more likely to
present with apical hypertrophy,” and have a higher
burden of severe heart failure symptoms.® In the larg-
est study examining race-based differences in HCM to
date, Black patients were less likely to undergo genetic
testing, and less likely to have a sarcomere mutation
when testing was performed.® In that study, septal re-
duction therapies were less frequently used in Black
patients, whereas the use of implantable cardioverters-
defibrillators did not differ by race.

In their study, Arabadijian et al further investigate race-
based differences in HCM expression and outcomes.?
Like several prior studies, this was a single-center inves-
tigation of a large HCM referral program nested within
an academic medical center (New York University).
They restricted their analysis to self-identified White
and Black patients and excluded patients with prior
septal reduction therapies in whom preprocedural car-
diac imaging was unavailable. Relatively unique to this
investigation was the categorization of patterns of left
ventricular remodeling into basal, subbasal, or diffuse
based on the distribution of hypertrophy and the choice
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of composite outcomes, particularly “major HCM inter-
ventions,” which were composed of septal reduction
therapy, transcatheter mitral edge-to-edge anastomo-
sis, and implantable cardioverter-defibrillator placement
for primary prevention.

The key findings were generally in keeping with prior
investigation. Black patients were again underrepre-
sented, accounting for 13% of the final cohort, in com-
parison with the demography of New York City, which
is 24% Black individuals (US Census data). The authors
leveraged the strengths of a single-center study by pro-
viding more detailed phenotypic characterization than is
typically available in a multicenter study. For example,
the relatively high frequency of cardiac magnetic reso-
nance imaging in Black and White patients (79% versus
58%), use of medical therapy, and comorbidities were
notable. Compared with White patients, Black patients
were more likely to have apical remodeling (39% versus
15%) and diffuse left ventricular hypertrophy (11% versus
4%), whereas White patients were more likely to have
basal left ventricular hypertrophy and associated left
ventricular outflow tract obstruction. Genetic testing was
performed in <60% of patients, but neither the provision
of genetic testing nor the frequency of sarcomere muta-
tions differed by race in this underpowered analysis. The
key outcome difference reported was the higher rate of
implantable cardioverter-defibrillator therapies in Black
patients; however, this was based on a limited number of
ventricular tachyarrhythmia events (n=5), which included
antitachycardia pacing.

Although Arabadijian et al add to our understanding
of race and HCM, much remains to be done. A key lim-
itation of this study is shared with all prior scholarship in
this field. Ascertainment of HCM in Black and White pa-
tients is different. Not only are Black patients underrep-
resented, the paths by which a Black patient is referred
into an HCM center is different than in White patients.” In
this study, the patients excluded from analysis for prior
septal reduction therapy were almost exclusively White
patients (99%), indicating that White patients were more
likely referred to New York University for management
of obstruction. Thus, we have limited capacity to gain
insight into race-based differences in biology by simply
comparing baseline characteristics of all-comer Black
and White patients in this cohort. Indeed, the null hy-
pothesis that there are no race-based differences in
HCM biology is strong. On what prior basis would we
expect sarcomere mutation expression to differ accord-
ing to the construct of race? One method for overcoming
this limitation is to focus race-based comparative analy-
sis in the subset of patients with sarcomeric HCM. This
addresses the heterogeneity of the population with non-
sarcomeric HCM, in whom underling risk factors® likely
contribute to subsequent outcomes. Even then, using
race (especially self-reported) as a proxy for modifying
genetic factors is inadequate. Indeed, the shared legacy
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of structural racism,? including decreased access to care
and burden of other relevant cardiovascular risk factors
(namely, hypertension), is more likely to influence differ-
ences in HCM outcomes in Black patients than ances-
try. Future studies should include socioeconomic and
ancestral data to understand how these factors impact
the journey of Black patients with HCM. Most import-
ant, the HCM community should identify the key barriers
that have prevented Black patients from receiving care
at a referral center, an established priority in consensus
guidelines.'® This will include educating referring provid-
ers to suspect HCM when left ventricular hypertrophy is
identified in Black patients, and to ensure that access to
specialty care is not limited by transportation, insurance,
or other socioeconomic factors that differ by race.

The challenge of improving access to cardiovascu-
lar outcomes for Black patients extends to participation
in clinical trials, where Black patients are underrepre-
sented' well below the burden of cardiovascular dis-
ease they bear. Different factors that influence the low
representation of Black patients in clinical trials are dif-
ficult for trialists to address, including socioeconomic
status, access to transportation, and distrust of the
biomedical research establishment. However, using
the design of clinical trials to recruit Black patients is
directly under the control of investigators and is the
subject of a study from Prasanna et al.2 They focused
on cardiology treatment trials conducted in the United
States in the past 20 years, which were supported by
the National Institutes of Health. On the basis of the
burden of cardiovascular disease in the Black commu-
nity, the investigators considered adequate diversity
when >25% of a study cohort was Black race.

They searched for qualifying clinical trials using clini
caltrials.gov, and reviewed protocols where available
to characterize the plan for recruitment of Black study
subjects as passive, active, or community based. The
latter involved the use of community spaces or com-
munity members outside of medical institutions to re-
cruit participants. They identified 100 trials that met
their inclusion criteria, of which 62 had available study
protocols. Among this group, the racial breakdown
of study participation was reported for 53 trials, with
19 achieving enrollment of >25% Black participants.
However, they did not identify that different recruitment
strategies (eg, passive versus active versus commu-
nity based) were associated with an increase in Black
subject participation. Moreover, the representation of
Black patients in trials did not increase over time.

Certain design elements limit the insight that can be
gained from this study and could have underestimated
the magnitude of the problem. Focusing on studies
where the recruitment plan was available may have
biased toward studies that prioritized diverse recruit-
ment. Moreover, the generic 25% target does not re-
flect the catchment of the patient population available
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to investigators. For example, studies conducted in
diseases overrepresented in Black patients (eg, pul-
monary hypertension secondary to sickle cell anemia)
or in regions with a large Black population should have
much higher Black representation. Important study
elements are absent from their analysis, including the
number of patients included in each trial and the dis-
eases studied. Moreover, the investigators are under-
powered to examine the effect of different recruitment
strategies. Despite these limitations, the authors are
to be congratulated for prioritizing study design in ad-
dressing this key disparity. Future work could include
prospectively studying different recruitment strategies
as an experiment nested within traditional clinical trials.
Funding agencies and regulators should monitor diver-
sity prospectively and actively incentivize investigators
to enroll Black patients. The power of randomization
should be used to achieve these goals.

Both studies highlight work that is required to im-
prove the cardiovascular care of Black patients, yet
demonstrate the limitations of contemporary dispari-
ties research in cardiovascular medicine. One strength
of both studies is the role played by nurse investigators
in this critical scholarship. Nurses may provide a less
anachronistic approach to the problem of disparities
than the traditional academic community. The power
of unconventional study design and personnel was
perhaps best exemplified in the Black barbershop
study,'® which should serve as inspiration for future
investigators.
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