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e Etrasimod is an oral, sphingosine 1-phosphate (S1P) receptor modulator with specificity for STP., e The DB mITT population comprised 49 and 52 patients who received once-daily etrasimod 2 mg or placebo, respectively ASSOCIATION OF RB AND SF WITH CLINICAL RESPONSE, CLINICAL REMISSION, AND ENDOSCOPIC IMPROVEMENT
S1P, and S1P e The OLE mITT population included a total of 31 evaluable patients who received once-daily etrasimod 2 mg throughout the DB study and OLE (etrasimod 2 mg * In the etrasimod 2 mg TTG, reductions in RB and SF were significantly greater (P < 0.05) at both Week 12 and EOT for patients who had clinical response or
e |n the 12-week, randomised, double-blind (DB), placebo-controlled OASIS trial (NCT02447302) in TTG), of whom 23 completed the OLE clinical remission at EOT versus patients who did not have a given outcome (Figure 4)

adult patients with moderately-to-severely active ulcerative colitis (UC), once-daily etrasimod 2 mg
demonstrated significant improvement in modified Mayo Clinic Score (mMCS) that included rectal
bleeding (RB), stool frequency (SF), and endoscopic subscores??

e Among patients who received any once-daily etrasimod 2 mg during both the DB or OLE period (safety population, n = 32), the median (range) of etrasimod 2 mg
treatment was 46 weeks (20-56 weeks) from the start of the DB study — Patients with endoscopic improvement at EOT had numerically greater reductions in RB at Week 12 and EOT than those without endoscopic improvement

— Reductions in SF were significantly greater at Week 12 and EOT in those with endoscopic improvement at EOT versus those without

(Week 12, P = 0.051; EOT, P = 0.097)

REDUCTIONS IN RB AND SF

e |n the open-label extension (OLE; NCT02536404) of OASIS, etrasimod 2 mg demonstrated

e Reductions in RB and SF at Week 12 and EOT were qualitatively similar in magnitude among patients that had clinical response, clinical remission, or endoscopic

sustained benefit, with clinical response, clinical remission, and endoscopic improvement at end e During the DB study, patients who received etrasimod 2 mg had a significant reduction in RB versus placebo at Week 2 that continued through Week 12 (Figure 2A) improvement at EOT
of treatment (EOT) in 93%, 75%, and 77% of patients with each respective status at Week 12 who e Compared with placebo, patients who received etrasimod 2 mg had a numerically greater reduction in SF as early as Week 2 that was statistically significant at . . . o o o o
received etrasimod 2 mg in the DB study and OLE and who completed the OLE* Week 8 and continued to be numerically greater through Week 12 (Figure 2B) o Jvhe Eczr;elatlc:.ns bjttweEengmprovements in RB and SF and clinical response, clinical remission, and endoscopic improvement status at EOT that occurred at
. _ . o , . . ee continued to
® The aim of this analysis was to evaluate the association of improvement in RB and SF, which are Figure 2. Change From Baseline in (A) RB and (B) SF During the DB Period by DB Treatment Group (DB mITT)
key indicators OO‘IC t.rl‘erape‘{“c ZUSCGSS' with clinical and endoscopic response at EOT in patients Figure 4. Change in RB and SF Score by Efficacy Status at EOT in Patients Receiving Etrasimod 2 mg Throughout the DB period
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DB, double blind; OLE, open label extension; R, randomisation. e Reductions in RB and SF observed at Week 12 were durable to EOT; patients in the etrasimod 2 mg TTG had no change in RB or SF at EOT compared with * *
3For patients enrolled under a later protocol amendment, treatment ended at Week 46. . -25 -25 * -25 *
bPatients who did not enrol in the OLE exited the study at Week 12 and had a follow-up visit at Week 14. Week 12 (Figure 3)
°A small number of patients (n = 6) received placebo during the OLE (not illustrated). . . . . . . Week 12 EOT Week 12 EOT Week 12 EOT
- o dified intention-to-treat (mITT) I—_— o S Figure 3. (A) RB and (B) SF Scores at Week 0, Week 12, and EOT in Patients Receiving Etrasimod 2 mg Throughout the DB period
nalyses used the modified intention-to-treat (m opulation for each outcome, defined as ; .
atieynts who received = 1 dose of the study dru duri[rz pei’ther the DB study or OLE and lacked and OLE (OLE mITT) Status achieved at EOT: W No o Yes
P .. n . y . g . g . y DB, double blind; EOT, end of treatment; mITT, modified intention-to-treat population; OLE, open label extension; RB, rectal bleeding; SE, standard error; SF, stool frequency.
missing assessments for the given outcome; missing values were not |mpUted A B *P < 0.05 vs EOT status (nominal P value determined by t-test of EOT status [no vs yes]).
e Analyses of the OLE study period included evaluable patients who received etrasimod 2 mg 3 3
throughout the DB study and whose only treatment assignment during the OLE was to etrasimod
2 mg (etrasimod 2 mg treat-through group [TTG]) Co N C LU S I 0 N S
e Study drug exposure was calculated for the safety population, which included patients who o =
received any etrasimod 2 mg in the DB study or OLE e 2 e 2 ¢ Patients with UC who received etrasimod 2 mg in the OASIS clinical trial and its OLE had early
* Outcomes used Mayo Clinic subscores (range 0-3) defined as: o 3 % and durable clinical improvements in RB and SF seen as soon as Week 2
— Clinical response: clinical remission or a decrease in mMCS of = 2 and = 30%, with either a RB E_ E‘
score< 1 oraz1RBdecrease g g ) ) o ) .
— Clinical remission: endoscopic improvement, RB score < 1, and SF score < 1 with =2 1 point ) 1 & 1 . Patients with endoscoplf: Improvement at EOT had Iong-term mprovemepts in RB and SF th.aJF
decrease from DB baseline @ i} . 77 were comparable to the improvements observed in patients who had clinical response or clinical
— Endoscopic improvement: endoscopic subscore < 1 remission at EOT
e EOT occurred at Week 52 (or at Week 46 for patients enrolled under the later protocol amendment) or 0.5
earlier for patients who terminated treatment before the scheduled end of therapy 0 n =30 0 ¢ These data support the further investigation of etrasimod 2 mg in patients with moderately-to-
* Analyses of RB or SF by clinical response, clinical remission, or endoscopic improvement status were Week 0 Week 12 Week 0 Week 12 severely active UC in the ongoing phase 3 ELEVATE studies
post hoc DB, double blind; EOT, end of treatment; mITT, modified intention-to-treat population; OLE, open label extension; RB, rectal bleeding; SE, standard error; SF, stool frequency.

*P < 0.05 vs Week 0 (nominal P value determined by t-test vs Week 0).
Nominal P values for the difference from Week 12 to EOT for RB and SF were P = 0.769 and P = 0.558, respectively.
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