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RESULTS

BACKGROUND

 Obefazimod (Obe) is an oral, once-daily (QD), small molecule that
enhances expression of microRNA-124, an endogenous regulator
of inflammation, which restores intestinal immune balance
through regulation of Th17 cells and macrophage activity.

e (Obe has shown efficacy in patients with moderately to severely
active ulcerative colitis (UC).13

e Patients with UC experience frequent bowel movements
accompanied by bowel urgency (BU) and nocturnal bowel
movements (NBM), which negatively impact quality-of-life.#>

e Here we report efficacy data from two Phase 3, 8-week, induction
trials on these patient-reported symptomes.

METHODS

Study design

* |n the Phase 3 ABTECT 1 and ABTECT 2 trials, patients were
randomized 2:1:1 to receive Obe 50 mg QD, Obe 25 mg QD, or
placebo QD for 8 weeks (Figure 1).

Figure 1. Design of ABTECT Induction Trials
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* 3 pts in ABTECT 1 were randomized but not treated

 Patients reported BU and NBM using a single-item question
[yes/no] in a daily electronic diary.

e BU and NBM scores were based on the total number of days a
subject reported BU or NBM over the 7 days leading up to the
timepoint (scores range 0-7).

e Remission was defined as no BU or NBM over the closest 3
consecutive days or 4 non-consecutive days in the 7 days closest
to the timepoint.®

METHODS

Statistical Analysis

* Mean changes in BU and NBM from Baseline to Week 8 were
reported descriptively by week.

e Patients that received at least one dose of study treatment and
nad baseline BU >0 and NBM >0 were included in the analysis of
oroportions.

At Week 8, proportions were based on the closest 3 consecutive
or 4 nonconsecutive days in the 7 days prior to the visit or the
total number of days with symptoms in the 7 days before
the timepoint.

e All p-values are nominal.

RESULTS

 Atotal of 1272 patients were randomized and treated in ABTECT-
1 (n=636) and ABTECT-2 (n=636): 1128 (88.7%) pts had BU and
976 (76.7%) pts had NBM data at Baseline.

e At Week 8, patients treated with Obe had greater improvements
in BU (Figure 2A).

 This decrease in days with BU for patients treated with Obe was
maintained and increased through Week 8 (Figure 2B), with
improvements as early as Week 2.

Figure 2. Change From Baseline in Bowel Urgency (Days per Week)
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A greater proportion of patients treated with Obe reported no BU
at Week 8 (Figure 3A)

 Patients treated with Obe were more likely to report the
remission of BU, as early as Week 3 in both dose arms (Figure 3B)

Figure 3. Proportion of Patients Reporting No Bowel Urgency
during Induction Trial
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At Week 8, patients treated with Obe had greater improvement
in NBM (Figure 4A).

 This decrease in the number of nights with NBM was maintained
and increased through Week 8 (Figure 4B), with improvements as
early as Week 2.

Figure 4. Change From Baseline in Nocturnal Bowel Movement
(Nights per Week)
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A greater proportion of patients treated with Obe reported no
NBM at Week 8 (Figure 5A)

 Patients treated with Obe were more likely to report the
remission of NBM as early as Week 3 in both dose arms (Figure
5B)

Figure 5. Proportion of Patients Reporting No Nocturnal Bowel
Movements Among those with Nocturnal Bowel Movements
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B. Proportion of Patients Reporting No
Nocturnal Bowel Movements by Week

A. Proportion of Patients Reporting No
Nocturnal Bowel Movements at Week 8

CONCLUSIONS

 Obe markedly improved BU and NBM in patients with
moderately to severely active UC across both ABTECT
8-week induction trials.

 Among patients reporting BU and NBM at baseline, those
treated with Obe were more likely to report the absence
of BU and NBM with remission of these symptoms as
early as Week 3.

* These results highlight the impact of Obe on early remission of
BU and NBM.
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