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STRUCTURED ABSTRACT

Question: Is subcutaneous Risankizumab (Skyrizi; AbbVie Pharmaceuticals, San
Francisco, CA), a selective anti-interleukin (IL)-23 antibody, effective and safe for
the maintenance of clinical remission of moderate-to-severe Crohn’s disease?

Design: Phase 3 randomized, double-blind, placebo-controlled, 52-week mainte-
nance withdrawal trial (FORTIFY).

Setting: The study was conducted in 273 clinical centers in 44 countries across
North America, South America, Africa, Europe, Australia, and the Asia-Pacific re-
gions.

Patients: In total, 542 patients with moderate-to-severe Crohn’s disease and initial
clinical response (defined as > 30% reduction in mean stool frequency and mean
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daily abdominal pain score in 7 days prior to assessment) or clinical remission (see
definition in Outcomes) at week 12 or week 24 after intravenous (IV) risanki-
zumab induction therapy from the ADVANCE and MOTIVATE trials were en-
rolled in FORTIFY between April 2018 and April 2020.

Interventions: All patients were randomized 1:1:1 to 360 mg of subcutaneous
risankizumab, 180 mg of subcutaneous risankizumab, or subcutaneous placebo
(referred to as “withdrawal) every 8 weeks.

Outcomes: Co-primary endpoints included week 52 clinical remission (stratified
by 2 definitions of clinical remission: 1. Crohn’s disease activity index [CDAI]
<150 or 2. mean liquid/soft stool frequency < 2.8/day and abdominal pain scores
<1 and not worse than baseline) and endoscopic response (decrease in Simple En-
doscopic Score for Crohn’s Disease [SES-CD] by 50% from baseline). Secondary
endpoints included stool frequency remission, abdominal pain remission, Crohn’s
Disease activity index (CDAI) response, endoscopic remission, and deep remission
(clinical and endoscopic remission), among other outcomes. Adverse effects were
also assessed through 52 weeks.

Data Analysis: Categorical primary and secondary endpoints were analyzed using
the Cochran-Mantel-Haenszel test using a 2-sided significance level of 0.05. Con-
tinuous endpoints were assessed using mixed-effect models for repeated measures
or analysis of covariance models in the absence of repeated measures.

Funding: AbbVie Pharmaceuticals, manufacturer of risankizumab.

Results: For 360 mg risankizumab versus placebo, risankizumab was associated
with higher rates of clinical remission (CDALI clinical remission 52% vs 41%, P
<0.05 and stool frequency/abdominal pain score clinical remission 52% vs 40%, P
<0.05) and endoscopic response (47% vs 22%, P<0.05). For 180 mg risankizumab
versus placebo, risankizumab was associated with higher rates of CDAI clinical re-
mission and endoscopic response but not stool frequency/abdominal pain score
clinical remission. Key outcomes from the study are summarized in Figure 1.

Among patients with previous biologic failure, clinical remission and endoscopic
response were reduced in all groups (CDALI clinical remission: 48% risankizumab
360 mg, 49% risankizumab 180 mg, 35% placebo; stool frequency/abdominal pain
score clinical remission: 48%, 41%, and 34%; endoscopic response: 44%, 41%,
and 20%). Adverse events were similar across groups, and most commonly includ-
ed worsening of Crohn’s disease, arthralgia, and headache.
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Figure 1. Key Outcomes at 52 Weeks. All comparisons are statistically significant with the exception
of risankizumab 180 mg versus placebo for stool frequency and abdominal pain score clinical remis-

sion only. CDAI, Crohn’s Disease activity index.

COMMENTARY

Why Is This Important?

Current biologic therapies for moderate-
to-severe Crohn’s disease target tumor
necrosis factor o (infliximab, ada-
limumab), o4f; integrin (vedolizumab),
and IL-12 and 23 (ustekinumab). Many
patients do not have adequate response
to existing biologic therapies, therefore
additional agents with distinct mecha-
nisms of action are needed. IL-23, a cy-
tokine felt to be associated with chronic
bowel inflammation, has been found in
high concentrations in the gut mucosa
of patients with Crohn’s disease.”
Ustekinumab (Stelara; Janssen Pharma-
ceuticals, Beerse, Belgium), which tar-
gets both IL-12 and 23 has been shown
to be effective for induction and mainte-
nance of moderate-to-severe Crohn’s
disease and ulcerative colitis.” Selective
[L-23 inhibition may be a reasonable
target for patients with prior non-

response or loss of response to usteki-
numab or other biologics.

Risankizumab is a selective anti-IL-23
monoclonal antibody that has recently
been shown to be safe and effective for
the induction of moderate-to-severe
Crohn’s disease in phase 3 trials
(ADVANCE and MOTIVATE) com-
pared to placebo (See preceding sum-
mary in this issue for full details about
these randomized controlled trials
(RCTs) and the mechanism of action for
Risankizumab.) Additional clinical trial
data is necessary to demonstrate the
safety and efficacy of risankizumab dur-
ing maintenance of moderate-to-severe
Crohn’s disease.

Key Study Findings

This RCT included 542 patients with
initial response to risankizumab during
induction. These patients were then
randomized to 360 mg risankizumab,
180 mg risankizumab, and placebo (i.e.,
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withdrawal of risankizumab). Greater
clinical remission and endoscopic
response rates were observed for 360
mg risankizumab compared to placebo.
Similar findings were observed for
the 180 mg dose of Risankizumab;
however there appeared to be a posi-
tive dose-response relationship for
more rigorous secondary endpoints
such as endoscopic and deep remission.
Risankizumab, like other biologics,
appears to be less effective among those
with prior biologic failures. Safety was
similar between all treatment groups
with no dose-dependent observations.

Caution

There were relatively high rates of clini-
cal remission among patients in the
placebo (i.e., withdrawal) group, sug-
gesting prolonged pharmacodynamic ef-
fects from intravenous induction
risankizumab. Therefore, study results
may underestimate the efficacy of
risankizumab compared to placebo. Ad-
ditionally, endpoints were not stratified
by Crohn’s disease location or pheno-
type, so it remains unclear if risanki-
zumab is similarly effective for small
bowel, stricturing, or penetrating dis-
ease.

My Practice

So far, I am typically utilizing risanki-
zumab for my patients with moderate-to
-severe Crohn’s disease with prior bio-
logic failures, including ustekinumab,
vedolizumab, and anti-tumor necrosis
factor agents. It was only approved by
the FDA for use in Crohn’s disease
about 6 months ago, in the summer of
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2022. It 1s unknown if selective 1L-23
inhibition performs superiorly to IL-
12/23 inhibition. However, 1 have ob-
served a clinical response to risanki-
zumab among patients with prior loss of
response ustekinumab. In the absence
of adequate safety data, I do not yet rec-
ommend the use of risankizumab dur-
ing pregnancy. In addition, this agent
works very well in patients with con-
current psoriasis and we have appreciat-
ed a slight preference over ustekinumab
from our dermatology colleagues.

For Future Research

Clinical predictors of response and
failure of risankizumab therapy for
Crohn’s disease are largely unknown.
Future observational research should
attempt to assess the performance of
risankizumab among patients with spe-
cific disease phenotypes, such as small
bowel fistulizing disease, perianal
disease, and stricturing disease. With
a growing selection of  biologic
mechanisms, comparative effectiveness
research is also needed to help position
risankizumab relative to other agents in
the treatment algorithm for moderate-to
-severe Crohn’s disease. The ongoing
SEQUENCE trial will compare usteki-
numab vs risankizumab in Crohn’s dis-
ease.
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