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STRUCTURED ABSTRACT

Question: Is upadacitinib effective for the induction and maintenance of moderate-
to-severe Crohn’s disease?

Design: Three clinical trials were included: U-EXCEL, U-EXCEED, and U-
ENDURE. U-EXCEL and U-EXCEED were both 12-week, double-blinded placebo
-controlled, induction of remission trials with 12-week extended treatment periods
for those without initial clinical response. In U-EXCEED, all patients had prior fail-
ure of biologic therapies, while in U-EXCEL, patients had to have failed either bio-
logic (approximately 45%) or conventional therapies (approximately 55%). U-
EXCEED included an additional 12-week open-label single-group induction period.
Patients with clinical response or clinical remission after 12 weeks of upadacitinib
induction were enrolled in U-ENDURE, which was a 52-week double-blinded,
placebo-controlled maintenance of remission trial.

Setting: Two hundred seventy-seven sites across 43 countries.
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Patients: Adults age 18-75 years with a diagnosis of moderate-to-severe Crohn’s
disease for at least 3 months.

Interventions: Upadacitinib (45 mg once daily for U-EXCEL and U-EXCEED;
15 mg once daily or 30 mg once daily for U-ENDURE) vs placebo.

Outcomes: The primary outcomes were clinical remission (Crohn’s Disease
Activity Index [CDAI] < 150) and endoscopic response (decrease in Simple Endo-
scopic Score for Crohn’s Disease [SES-CD] of >50% from baseline) at week 12 of
induction and week 52 of maintenance. Secondary outcomes included, but were
not limited to: clinical response (decrease of >100 point in CDAI from baseline),
steroid-free CDAI clinical remission, endoscopic remission, resolution of
extraintestinal manifestations, deep remission (both clinical remission and
endoscopic remission), and maintenance of CDAI clinical remission.

Data Analysis: U-EXCEL and U-EXCEED analyses were performed using modi-
fied intention-to-treat populations, which included all patients who were random-
ized and received at least one dose of upadacitinib or placebo. Analyses for U-
ENDURE were performed for those who completed the week 52 visit. Categorical
data were analyzed using Cochran-Mantel-Haenszel models and continuous data
were analyzed using mixed-effects repeated-measures models.

Funding: The study was funded by AbbVie, manufacturer of upadacitinib.

Results: In total, 526 patients were randomized in U-EXCEL, 495 in U-EXCEED,
and 502 in U-ENDURE. At week 12, significantly higher proportions of patients
who received 45 mg upadacitinib achieved clinical remission (50% vs 29% in U-
EXCEL, 39% vs 21% in U-EXCEED) and endoscopic response (45% vs 13% in U
-EXCEL, 35% vs 4% in U-EXCEED) compared to placebo. At week 52 (U-
ENDURE only), higher proportions of patients achieved clinical remission and en-
doscopic response with 15 mg upadacitinib or 30 mg upadacitinib compared to
placebo (37% and 48% vs 15% for clinical remission; 28% and 40% vs 7% for en-
doscopic response). In U-ENDURE RCT, the 30mg upadacitinib arm also demon-
strated a significant reduction in extra-intestinal manifestations of Crohn’s disease.
Herpes zoster infections were more common in the 45 mg and 30 mg upadacitinib
groups compared to placebo. There was no evidence of cardiovascular or thrombo-
embolic complications with upadacitinib. A summary of key efficacy outcomes is
presented in Figure 1.
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Figure 1. (A) Selected 12-week induction outcomes (U-EXCEL and U-EXCEED). (B) 52-week
maintenance outcomes (U-ENDURE) of upadacitinib vs placebo for Crohn’s disease.

CDALI, Crohn’s Disease Activity Index.
COMMENTARY

Why Is This Important?

The available number of advanced ther-
apies for inflammatory bowel diseases
has rapidly expanded over the last dec-
ade to include biologics as well as small
molecule agents. Prior to upadacitinib,
only biologics, which are susceptible to
immunogenicity and subsequent loss of

efficacy, have been available for
the treatment of moderate-to-severe
Crohn’s disease.! Tofacitinib, a Janus
kinase inhibitor approved for the treat-
ment of ulcerative colitis, did not
demonstrate efficacy for Crohn’s dis-
ease compared to placebo.” Upadaci-
tinib represents the first Janus kinase in-
hibitor and small molecule agent that
has received FDA-approval for Crohn’s
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disease. The novel mechanism of action
presents an opportunity to successfully
treat cases of Crohn’s disease that have
been refractory to anti-tumor necrosis
factor (TNF), anti-integrin, and/or anti-
interleukin agents, but may also be used
immediately after anti-TNF failure. It is
also the only orally administered
maintenance treatment available for this
population that can be stopped and start-
ed without the risk of anti-drug antibody
formation.

Key Study Findings

These clinical trials identified signifi-
cantly higher rates of clinical remission
and endoscopic response for 45 mg
upadacitinib vs placebo at 12 weeks
aswell as for 15 mg and 30 mg upadaci-
tinib vs placebo at 52 weeks among pa-
tients with moderate-to-severe Crohn’s
disease where the majority, approxi-
mately 75%, had already failed other
biologic agents.

Infections such as herpes zoster oc-
curred more commonly in upadacitinib
treatment groups compared to placebo.

Caution

While the safety outcomes of upadaci-
tinib appear to be similar to the known
safety profile of Janus kinase inhibitors,
the limited sample sizes and follow-up
period cannot exclude a significantly
higher risk of rare or delayed adverse
effects, such as cancer. Additionally,
based on the data presented in these tri-
als, it is not clear how effective upadaci-
tinib is for certain Crohn’s disease phe-
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notypes, such as fistulizing disease.

My Practice
Due to our own observations regarding
the effectiveness of upadacitinib

in the treatment of moderate-to-severe
ulcerative colitis, including those re-
fractory to other advanced therapies, we
are inclined to utilize upadacitinib in
cases of luminal colonic Crohn’s
disease after anti-TNF failure. Howev-
er, in certain populations, such as the
elderly and those at higher risk for in-
fection or malignancy, we may first
consider biologics with more estab-
lished and favorable safety profiles (i.e.,
vedolizumab, ustekinumab, and risanki-
zumab).

For Future Research

Future research should examine the ef-
ficacy and safety of upadacitinib for
challenging Crohn’s disease pheno-
types, such as perianal fistulizing dis-
ease, as well as in pregnancy. Head-to-
head clinical trials and real-world com-
parative effectiveness studies are also
needed to help determine the optimal
positioning of upadacitinib relative to
other advanced therapies for Crohn’s
disease.
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