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Resumen

Introduction: Risankizumab (RZB), an interleukin-23 inhibitor in phase 3 induction studies demonstrated that
treatment with intravenous (IV) RZB was superior to placebo (PBO) for achieving clinical remission and
endoscopic response at Week 12 in patients with moderate to severe Crohn's disease (CD).1 Here we
evaluated the long-term efficacy and safety of RZB during the FORTIFY maintenance study in patients who
did not have clinical response to 12 weeks of IV RZB induction during the ADVANCE and MOTIVATE
studies, but who achieve clinical response at Week 24 following an additional 12-weeks RZB subcutaneous
(SC) dosing (“delayed responders ”).

Methods: Patients not achieving clinical response (defined as &ge; 30% decrease in average daily stool
frequency [SF] and/or &ge; 30% decrease in average daily abdominal pain score [APS], both not worse than
baseline of induction) to 12-weeks IV RZB (600 or 1,200 mg) induction in ADVANCE or MOTIVATE
received an additional 12 weeks RZB therapy (180 mg SC or 360 mg SC). Patients achieving clinical
response to SC RZB at Week 24 were then eligible to enter FORTIFY and were continued on the same dose.
These patients (RZB 180 mg SC [N = 30], RZB 360 mg SC [N = 33]) were then analyzed for clinical and
endoscopic improvements at FORTIFY Week 52.

Results: Overall, a majority of delayed responders achieved clinical remission and response with both RZB
SC doses at FORTIFY Week 52. Delayed responders also achieved the endoscopic endpoints of response
(36.7% and 45.5%), remission (40% and 42.4%), and deep remission (40% and 39.4%) at Week 52 with
either 180 mg or 360 mg RZB SC, and approximately one-quarter of delayed responders achieved ulcer free
endoscopy (27.6% and 24.2%) and the combined endpoint of SF/APS clinical remission and endoscopic
response (23.3% and 36.4%). Moreover, a dose-response trend was observed, with numerically higher
response rates observed with RZB 360 mg SC relative to 180 mg SC for most outcomes, including clinical
remission (CDAI and SF/APS), CDAI clinical response, enhanced clinical response, endoscopic response,
endoscopic remission, and the composite endpoint of SF/APS clinical remission + endoscopic response. SC
RZB maintenance dosing in delayed responders was well tolerated. The profile of treatment emergent
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adverse events was consistent with the known safety profile of patients with CD treated with RZB. No new
safety risks were identified.

Conclusions: Based upon the available data in the FORTIFY maintenance study, RZB was efficacious and
well tolerated in subjects with delayed clinical response to risankizumab induction. These findings
underscore the additional clinical benefit of SC RZB treatment in maintenance, even in patients who were
initial non-responders to 12-weeks IV RZB induction. RZB was well tolerated with no new safety risks
identified.
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