
P0862 - Continued efficacy improvement beyond the induction period with 
once-daily obefazimod: week 8 to week 48 outcomes from the Phase 2b 
open-label maintenance study in patients with moderately to severely 
active ulcerative colitis, stratified by prior advanced-therapy exposure
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• Obefazimod (Obe) is an oral, once-daily (QD), small molecule that enhances expression of microRNA-124, which restores 
mucosal immune balance through regulation of Th17 cells and macrophages; Obe is currently in Phase 3 clinical trials for the 
treatment of patients (pts) with moderately to severely active ulcerative colitis (UC) [1]. Obe showed efficacy in pts with UC at 
week 8 (W8) in a Phase 2b, double-blind, placebo (PBO)-controlled, induction trial and the subsequent open-label maintenance 
(OLM) study [2].

• Similar to the ongoing Phase 3 ABTECT program, the Phase 2b program enrolled pts with inadequate response, loss of 
response, or intolerance to conventional treatments and/or advanced therapies [AT] (biologics/JAK inhibitors) with no upper 
limit AT exposure.

• We report results from the Phase 2b OLM study focusing on patient subgroups aligned with the population enrolled in the 
ongoing Phase 3 Maintenance trial [NCT05535946], specifically the proportion of W8 obe-treated clinical responders (W8CR) 
achieving efficacy endpoints by prior AT experience.

• In the Phase 2b induction trial, pts were randomized to PBO or obe (25mg, 
50mg [Obe-50] or 100mg QD) for 16 weeks, and, irrespective of their 
clinical response, could enter the optional OLM study with Obe-50 (Fig. 1).

• For this post-hoc analysis, endpoints including clinical remission, 
endoscopic improvement/remission and histo-endoscopic mucosal 
improvement (HEMI) were assessed at W48 among W8CR, stratified by 
prior AT experience (AT-experienced vs AT-naïve). 
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• Pts with moderately to severely active UC treated with Obe who achieved clinical response at W8 demonstrated continued 
improvement across all efficacy endpoints at W48, including clinical remission, independent of prior AT experience.

• Since both the Phase 2 and 3 studies enrolled similar populations of both AT-naïve and AT-experienced pts (including pts 
who failed prior AT), these findings provide relevant context for the ongoing Phase 3 maintenance trial.
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n : number of pts achieving outcome; N: total pts in the subgroup; AT: 
advanced therapy.
Clinical remission: stool frequency sub-score ≤1, RBS = 0 and endoscopic 
sub-score ≤1; clinical response: decrease from baseline in the Modified 
Mayo score (MMS) ≥ 2 points and ≥ 30% from baseline, plus a decrease in 
rectal bleeding sub-score (RBS) ≥ 1 or an absolute RBS ≤ 1;endoscopic 
improvement: endoscopic sub-score ≤1; endoscopic remission: 
endoscopic sub-score = 0; HEMI: histo-endoscopic mucosal improvement 
(Geboes histologic score ≤ 3.1 + Mayo endoscopy subscore of 0 or 1 with 
no friability); results are based on nonresponder imputation.
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• Of the 217 pts who participated in the OLM, 74.7% (162/217) received Obe at any dose during induction. 
• Among the Obe-treated pts, 63.6% (103/162) were W8CR, of whom 60.2% (62/103) were AT-naïve and 39.8% (41/103) were 

AT-experienced.
• Among W8CR pts, the proportion achieving clinical remission increased from W8 to W48 irrespective of prior AT experience:

o Overall, from 39.8% (41/103) at baseline of the OLM to 67.0% (69/103) (net increase of +28 pts) 
o AT-naïve from 45.2% (28/62) to 77.4% (48/62) (net increase of +20 pts)
o AT-experienced: from 31.7% (13/41) to 51.2% (21/41) (net increase of +8 pts) (Fig.2).

• Most  efficacy endpoints showed increased proportions of pts meeting efficacy criteria at W48 vs W8, regardless of prior AT 
experience.

Fig. 2: Increased proportions achieving efficacy endpoints at W48 vs W8 among obefazimod-treated pts by prior advanced-therapy status

Fig. 1: Phase 2b induction and OLM study design
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