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METHODS
Study design and patient flow Endpoints
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* We report the results of the combined data from the sonesimod 10, 20 or 40 mg in TP to ether 10 or 20 mg in TP2. 10 mg * The data presented here cover the entire ponesimod
Core and Extension studies that led to dose-selection | | was discontinued at the end of TF2 treatment period of Core and Extension studies,
during the course of the study, and long-term (up to Analyses were performed by [ Anaysis of ponesimod 10, 20 and 40 mg (up to end of TP1) 3| including a total of 435 patients who received at least

. . the first randomized : : : -
one dose of ponesimod at any time during the studies
approxmately 9 years). safety and efﬁcacy. resmtS.Of ponesimod dose (regardless |( Benefit-risk analysis of ponesimod 10 and 20 mg (up to end of TP2) —)l : P : Y &
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* The cutoff date for the combined analysis: 31 March

*Patients who discontinued/completed during Core or TP1 had EOT visit and follow-up visits at 8 and 30 days after the last study drug intake; **Patients who discontinued/completed during TP2 or TP3 had

EOT visit and follow-up visits at 8, 30 and 90 days after the last study drug intake; Placebo period was excluded from the analysis. Patients were grouped according to their first randomized ponesimod dose 2019 (Up to 9 years of total StUdy treatment).
(10/20/40 mg). nis the number of patients randomized in each period. EDSS, Expanded Disability Status Scale; EOT, end of treatment; TP, treatment period; RRMS, relapsing remitting multiple sclerosis
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Patient disposition and premature treatment discontinuation Analysis of ponesimod 10, 20 and 40 mg: from Core up to end
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discontinued 57(41.0) 57(393) 72(47.7) 186 (42.8) 0 48 9% 144 192 240 288 336 384 432 5 0.15 - e e
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] censored 0 9 9 11 11 12 13 13 13 23 | lesions, new or enlarain confirmed relapse CDA any group): nasopharyngitis, headache, URTI, ALT increased,
40 mg group than N the 20 mg and 10 mg Ponesimod 40 mg relapses) mean/scan T2 Iesiong < P influenza, dyspnea, cough, and peripheral edema
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(10/20/40 mg); *At any time during the core or extension studies; TP, treatment period.
* The overall benefit/risk profile of 20 mg dose was favorable compared to 40 mg, which supported the decision to stop
the development of 40 mg dose and re-randomize patients receiving 40 mg dose to 10 mg or 20 mg at the entry of TP2.
ALT, alanine aminotransferase; ARR, annualized response rate; CDA, confirmed disability accumulation; T1 Gd+, T1l-weighted gadolinium-enhanced; TEAEs, treatment-emergent adverse events; TP,
treatment period; URTI, upper respiratory tract infection; UTI, urinary tract infection. Placebo period was excluded from the analysis. Patients were grouped according to their first randomized ponesimod
dose (10/20/40 mg).
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* The median (range) exposure from Core to end of Extension TP2 in 10 and 20 mg was 6.9 (0-8.12) and 6.7 (0-8.07) years, * The cumulative exposure across all doses was 2372.5 patient-years and the median (range) exposure in the 20 mg group
respectively was 8.0 (0-9.4) years
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MACE (sudden cardiac death), approximately 6 years after the
first dose of ponesimod. . . . . . .
. . . _ . o - . * The effects on MS disease control were maintained with ponesimod 20 mg over the long-term treatment period up to
*» Ponesimod 20 mg demonstrated improved efficacy compared with 10 mg with a similar safety and tolerability profile. 9 years
These findings supported the decision to discontinue the 10 mg dose and switch these patients to 20 mg at entry in TP3. » The overall pattern of TEAEs or serious TEAEs with long-term ponesimod treatment was comparable to that reported
ALT, alanine aminotransferase; ARR, annualized response rate; CDA, confirmed disability accumulation; CV, cardiovascular; MACE, major cardiac adverse event; T1 Gd+, T1-weighted gadolinium-enhanced; in the CO re study
TEAEs, treatment-emergent adverse events; TP, treatment period; URTI, upper respiratory tract infection; UTI, urinary tract infection. Placebo period was excluded from the analysis. Patients were grouped
according to their first randomized ponesimod dose (10/20/40 mg). ALT, alanine aminotransferase; ARR, annualized response rate; CDA, confirmed disability accumulation; T1 Gd+, T1-weighted gadolinium-enhanced; TP, treatment period; URTI, upper respiratory tract
infection; UTI, urinary tract infection; Placebo period was excluded from the analysis. Patients were grouped according to their first randomized ponesimod dose (10/20/40 mg).
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