Multivariable analysis of baseline variables associated with
efficacy outcomes in the ELEVATE UC clinical programme

Brian G Feagan,'? Maia Kayal,® Stefan Schreiber,* Maria T Abreu,® Rupa Banerjee,® Marc Fellmann,” Arcangelo M Abbatemarco,?

John C Woolcott,® Joseph Wu,™ Martina Goetsch,” Michael Keating,® David T Rubin®’

'Division of Gastroenterology, Department of Medicine, Western University, London, ON, Canada; 2Alimentiv Inc, London, ON, Canada; *Susan and Leonard Feinstein IBD Center,
Icahn School of Medicine at Mount Sinai, New York, NY, USA; *Department of Internal Medicine |, University Hospital Schleswig-Holstein, Kiel University, Kiel, Germany;

SF. Widjaja Inflammatory Bowel Disease Institute, Cedars-Sinai, Los Angeles, CA, USA; éIBD Center, Asian Institute of Gastroenterology, Hyderabad, India; "Pfizer AG, Ziirich, Switzerland;
8Pfizer Inc, New York, NY, USA; °Pfizer Inc, Collegeville, PA, USA; "°Pfizer Inc, Cambridge, MA, USA; ""University of Chicago Medicine Inflammatory Bowel Disease Center, Chicago, IL, USA

Background

Table 1. Baseline variables assessed
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> Etrasimod is an oral, once-daily, selective S1P, , . receptgr (NCT03945188) Etrasimod 2 mg QD - . -
modulator for the treatment of moderately to severely active UC soweek @] N Geographic region (North America, Europe, Others
lacebo QD Other:
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. . N=433 BMI group (<25, 25-29, =30 kg/m?) =30 kg/m?
O bj e Ct I Ve Baseline MMS (4-6 vs 7-9) MMS 7-9
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in the ELEVATE UC clinical programme NCT03996369 or no improvement Etrasimodi2imolQD ) ) ) ; ; :
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12-week induction judgement) PBRE Placebo QD
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> Details of the ELEVATE UC programme design are shown ELEVATE UC OLE - Extent of disease (proctitis, pancolitis, Left-sided colitis/
in Figure 1 prog 9 (NCT03950232) Open-label extension (up to 5 years) left-sided colitis/proctosigmoiditis) proctosigmoiditis
) . - . . Prior bio/JAKi experience (naive vs experienced) Experienced
> !Efﬂcacy endpoints of clinical remISSIO.n ar?d endoscopic Patients with an inadequate or loss of response or intolerance to =1 approved UC therapy B
improvement, and change from baseline in MMS and ES, were were randomised (2:1) to etrasimod 2 mg QD or placebo. Baseline CS use (no vs yes) Yes
analysed using logistic or linear regression models, respectively, At study entry, patients could receive concomitant treatment with a CS (prednisone Baseline hsCRP (<0.5, =0.5 to <3, <0.5 mall.
at Week 12 (pooled data) and Week 52 (ELEVATE UC 52 only) [<20 mg/day], budesonide [<9 mg/day] or equivalent), provided they were on a >3 to <5, =5 to <10 and =10 mg/L) -0 mg
stable dose 4 weeks prior to the screening endoscopy. Investigators were directed to ?
> Baseline variables assessed in this analysis were based on clinical taper CS after Week 12. Baseline FCP (greater vs less than Pooled Week 12: <993.7 mg/kg
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p<0.1) and were further assessed using multivariable logistic/ worsening criteria were met (having either or both RBS =2 or RBS + SFS =4 at (univariate) analyses. Treatment group, baseline value (linear regression only) and study
linear regression using backward selection (stay criterion p<<0.05) two time points =7 to <14 days apart), enrol in an OLE study (NCT03950232). stratification (Week 12 only) were mandatorily included and not subject to backward selection.
Figure 2. Multivariable logistic regression analysis of baseline variables for clinical remission at Week 12 and Multivariable logistic regression analysis for clinical
Week 52 (MMS 4-9) remission
Week 12 Week 52 > At Week 12, lower odds of achieving clinical remission were independently associated
Baseline variables OR OR (95% CI) Baseline variables OR OR (95% CI) with no baseline CS use, higher ES and higher hsCRP (Figure 2)
) . Prior hospitalisations for UG | > No prior bio/JAKi experience was associated with higher odds of achieving clinical
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Figure 4. Summary of multivariable logistic/linear regression analyses of baseline
*p<0.05, **p<0.01, ***p<0.001. variables at Week 12 and Week 52
Sex was also included in this multivariable logistic regression analysis (Week 12: OR 1.53 [95% Cl, 1.06, 2.21]).
Clinical remission was defined as an SFS of 0 (or 1 with a =1-point decrease from baseline), an RBS of 0 and an ES of <1 (excluding friability). [ significant comparison (p<0.05) [ Nonsignificant comparison (p=0.05)

or not included in multivariable analysis®

Figure 3. Multivariable linear regression analysis of baseline variables for change in baseline from MMS Clinical Endoscopic cgfsr;gl;g«i:r:n Change from
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Multivariable linear regression data for geographic region at Week 12 (not plotted): Europe vs Others: -0.73 (95% Cl, -1.14, -0.32), p=0.0005; North America vs " i s L
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Prior biologics/JAKi use (naive vs experienced)
Summary of multivariable logistic/linear regression analyses following Baseline corticosteroid use (no vs yes)
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> At Week 12, lower baseline ES and lower hsCRP were associated with achieving all outcomes assessed (p<0.05)
Figure 4
(Fig . ) . . A i i . . i L Variables not included in the multivariable analysis were not pre-selected by the simple regression analysis, having not met the
— A higher baseline RHI, no prior bio/JAKi experience and baseline CS use were associated with achieving select criteria of =1 comparison p<0.1.
outcomes assessed (p<0-05) at Week 12 (Figure 4) ®Etrasimod vs placebo was not subject to variable selection.
> At Week 52, other than etrasimod vs placebo, no variable showed consistent significant comparisons (p<0.05) *Baseline BMI group data were consistent for all comparisons (<25 vs =30kg/m?, 25-29 vs =30kg/m).
across the assessed outcomes (Figure 4) “Baseline hsCRP had consistent significance across all comparisons (=0.5 to <3 vs <0.5, =3 to <5 vs <0.5,
) ) . o . =5 to <10 vs <0.5 and =10 vs <0.5 mg/L).
- Extent of disease was associated with achieving select outcomes assessed at Week 52; baseline MMS was Clinical remission was defined as an SFS of 0 (or 1 with a =1-point decrease from baseline), an RBS of 0 and an ES of <1
associated with achieving endoscopic improvement only (Figure 4) (excluding friability). Endoscopic improvement was defined as an ES <1.
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> This analysis was post hoc and contains > In this analysis, certain baseline variables related to higher disease activity (ES of 3, high baseline ohxrtozbix6axxtq
subgroups with relatively small sample hsCRP) were associated with lower odds of achieving efficacy endpoints at Week 12
sizes > These associations were not retained at Week 52, which may be due to a lack of statistical power or
> The ELEVATE UC clinical programme suggests that some patients with moderately to severely active UC could benefit from longer exposure
was not designed nor powered to to etrasimod to achieve these clinical outcomes
identify variables related to response — This is consistent with previous findings that assessed etrasimod response by baseline ES?
> The selection of variables associated > This analysis may provide important information to help healthcare professionals choose appropriate
with efficacy responses was model patients for therapy with etrasimod

dependent
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