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In Reply We appreciate Dr Okazaki’s comments regarding the
INTREPID study1 and the interplay with ICU length of stay. Con-
cerning the severity of primary brain injury and its correla-
tion with ICU length of stay, several principles are important
to consider. We enrolled a heterogeneous population, includ-
ing ischemic stroke, ICH, and SAH, each with relatively pre-
dictable ICU courses.2 For patients with ischemic stroke, the
risk of swelling after stroke typically peaks around 3 to 5 days.
For patients with ICH, while the swelling risk period (not the
hematoma expansion period) is more unpredictable and var-
ies among individual patients, it is generally longer than for
ischemic stroke. Regarding patients with SAH, although they
require extended monitoring for delayed cerebral ischemia,
they may have periods of relative stability. Contrary to Okazaki’s
suggestion that enrolled patients were of “lower severity,” the
mean National Institutes of Health Stroke Scale score was 17.7
in the fever prevention group and 17.0 in the standard care
group. The mean Glasgow Coma Scale score was 10.8 in both
groups, and most enrolled patients with ICH and SAH were
of higher grade based on the ICH and World Federation of
Neurological Surgeons scores, respectively. Furthermore, we
have not yet analyzed which patients were more or less likely
to experience fever, so the effect of severity of injury is un-
known at this time.

Okazaki’s proposal that the relationship between fever and
longer ICU stay could be “bidirectional” is reasonable. Pa-
tients with acute vascular brain injury are at risk for both cen-
tral and infectious fever, with the latter likely being more com-
mon with longer ICU stays due to prolonged intubation, urinary
catheterization, immobility, and other causes. However, be-
cause the 2 groups in this study were evenly matched, there
is no reason to expect different underlying causes of fever be-

tween the groups. Thus, we can presume that there was an
equal distribution of fever etiologies that would not signifi-
cantly affect our findings.

We fully agree that accurately predicting which patients
will develop a fever after acute vascular brain injury will be im-
portant for clinical trial selection in upcoming studies, and we
look forward to presenting these data in the future.
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Risankizumab for Ulcerative Colitis
To the Editor The INSPIRE and COMMAND studies1 provided im-
portant insights into the efficacy and safety of risankizumab for
treatment of moderately to severely active ulcerative colitis.

However, it is important to address the racial and ethnic
underrepresentation in these studies. According to a national
survey of 4 administrative datasets in the US, the prevalence
of ulcerative colitis in White individuals is significantly higher
than in Black individuals. Similarly, based on a study2 pub-
lished in 2017, the prevalence of inflammatory bowel disease
in the US was 812 per 100 000 White individuals compared
with 504 per 100 000 Black individuals. In the INSPIRE
and COMMAND studies,1 0.2% of patients (19/975) in the in-
duction trial were Black individuals vs 69.4% (677/975) who
were White individuals; the percentages were similar in the
maintenance trial, 0.5% (7/548) vs 74.3% (407/548), respec-
tively. This racial imbalance is a substantial limitation be-
cause it may affect the generalizability of the findings across
diverse populations.

Another trial3 (also published in 2024) exemplified this is-
sue. In this study,3 which compared risankizumab and
ustekinumab for patients with moderate to severe Crohn dis-
ease, 3.3% of the patients (17/520) were Black individuals vs
73.7% (383/520) who were White individuals.

This disparity in representation is concerning because Black
patients with inflammatory bowel disease often experience di-
agnostic delays and may receive different treatment regi-
mens that potentially lead to poorer outcomes.4
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It is important to include a more representative patient
population in future trials to ensure the findings from these
pivotal studies1 are more broadly applicable, and to enhance
the robustness and relevance of clinical research outcomes for
all racial and ethnic groups affected by inflammatory bowel
disease. In addition, more research is necessary to under-
stand and mitigate the disparities in diagnosis, treatment, and
outcomes between Black patients and White patients with in-
flammatory bowel disease.

Peng Li, MD

Author Affiliation: Beijing Hospital, National Center of Gerontology, Beijing,
China.

Corresponding Author: Peng Li, MD, Beijing Hospital, 1 Dahua Rd, Beijing
100730, China (lipbenzi@126.com).

Published Online: January 22, 2025. doi:10.1001/jama.2024.25640

Conflict of Interest Disclosures: None reported.

1. Louis E, Schreiber S, Panaccione R, et al; INSPIRE and COMMAND Study
Group. Risankizumab for ulcerative colitis: two randomized clinical trials. JAMA.
2024;332(11):881-897. doi:10.1001/jama.2024.12414

2. Ng SC, Shi HY, Hamidi N, et al. Worldwide incidence and prevalence of
inflammatory bowel disease in the 21st century: a systematic review of
population-based studies. Lancet. 2017;390(10114):2769-2778. doi:10.1016/
S0140-6736(17)32448-0

3. Peyrin-Biroulet L, Chapman JC, Colombel JF, et al; SEQUENCE Study Group.
Risankizumab versus ustekinumab for moderate-to-severe Crohn’s disease.
N Engl J Med. 2024;391(3):213-223. doi:10.1056/NEJMoa2314585

4. Lewis JD, Parlett LE, Jonsson Funk ML, et al. Incidence, prevalence, and
racial and ethnic distribution of inflammatory bowel disease in the United
States. Gastroenterology. 2023;165(5):1197-1205, e2. doi:10.1053/j.gastro.2023.
07.003

In Reply We appreciate the comments by Dr Li about our re-
cent phase 3 risankizumab ulcerative colitis induction
(INSPIRE) and maintenance (COMMAND) studies.1

Ulcerative colitis has become a global health chal-
lenge, and countries with a historically low incidence have
experienced a slow increase in cases. In 2023, the preva-
lence of ulcerative colitis was estimated to be 5 million
cases worldwide.2 Europe and North America have the high-
est incidence rates in the world, with urban sites having a
higher prevalence than less populated regions.3 In 2020, the
prevalence of inflammatory bowel disease in the US varied by
race and ethnicity4; the prevalence was 403 (95% CI, 373-
433) per 100 000 Asian individuals, 504 (95% CI, 482-526)
per 100 000 Black individuals, 458 (95% CI, 440-476) per
100 000 Hispanic individuals, and 812 (95% CI, 802-823) per
100 000 White individuals.

A systematic review5 of 32 phase 2 and phase 3 trials of in-
flammatory bowel disease therapies approved by the US Food
and Drug Administration (from 1960-2020) reported a mean
proportion of 0.1% (SD, 7.0%) Asian trial participants; 2.9%
(SD, 3.3%) Black trial participants; 5.2% (SD, 4.5%) Hispanic
trial participants; 85.8% (SD, 9.1%) White trial participants;
and 3.2% (SD, 2.7%) Other trial participants. Although it is es-
timated that Black and Hispanic individuals represent approxi-
mately 30% of the US population and White individuals com-
prise 60.1%, more than 90% of clinical trial participants in the
US are White individuals.5

The risankizumab ulcerative colitis induction and main-
tenance studies1 were conducted across Africa, the Asia-
Pacific region, Europe, North America, and South America at
261 clinical centers in 41 countries for the INSPIRE study and
at 238 clinical centers in 37 countries for the COMMAND
study. Participants self-reported race and ethnicity.1 Of the
trial participants,1 0.1% reported American Indian or Alaska
Native; 27.4% reported Asian; 2.0% reported Black or African
American; 6.6% reported Hispanic or Latino; 0.9% reported
Multiple race categories; 0% reported Native Hawaiian or
Other Pacific Islander; and 69.6% reported White. The racial
and ethnic composition of the INSPIRE and COMMAND
trials1 was similar to other inflammatory bowel disease
trials.5

Neither race nor ethnicity was part of the eligibility crite-
ria for the risankizumab ulcerative colitis trials.1 Further-
more, in both the INSPIRE and COMMAND trials,1 risanki-
zumab was superior to placebo for the primary outcome of
clinical remission regardless of sex, geographic region, or race
(self-reported White individuals vs individuals in the catego-
ries of American Indian or Alaska Native, Asian, Black or African
American, Multiple, or Native Hawaiian or Other Pacific
Islander). The safety analysis for participants in any of the ri-
sankizumab treatment groups indicated that the event rates
for any adverse events, severe adverse events, serious ad-
verse events, and adverse events leading to the discontinua-
tion of the study drug were comparable between White indi-
viduals and all individuals in the categories in parentheses
(American Indian or Alaska Native, Asian, Black or African
American, Multiple, or Native Hawaiian or Other Pacific
Islander). In the population analyses of pharmacokinetics, race
was evaluated as a covariate and was not found to be clini-
cally relevant.6

We acknowledge that there are several reasons why ra-
cial and ethnic disparities may exist in clinical trials. Racial and
ethnic minority groups may have reduced clinical trial acces-
sibility due to underresourced hospitals, limited transporta-
tion, and a lack of health insurance. However, there are grow-
ing efforts to increase diversity in clinical trials, particularly
with the establishment of the National Institute on Minority
Health and Health Disparities in the US. Future industry-
sponsored ulcerative colitis clinical studies may include more
racial diversity because of the more recent implementation of
diversity action plans in accordance with guidance from regu-
latory agencies (such as the US Food and Drug Administra-
tion and the European Medicines Agency).
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