Description of the Tranquillo phase 3 clinical program to assess ritlecitinib treatment in

adults and adolescents with nonsegmental vitiligo
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BACKGROUND

* Vitiligo is an autoimmune skin disease characterized by pigment loss due to the
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destruction of melanocytes; vitiligo can often affect a patient’s psychosocial health'-’ * Tranquillo (NCT05583526) is a randomized, double-blind, placebo-controlled trial comparing * Tranquillo LTE (NCT06163326) is a 52-week, double-blind, randomized withdrawal, dose-up e Tranquillo 2 (NCT06072183) started on November 8, 2023 and contains two parts:
* No targeted systemic treatments are currently approved for nonsegmental vitiligo the efficacy and safety of ritlecitinib 50 mg QD vs placebo over 52 weeks (Figure 2) titration study, investigating the safety, tolerability, and efficacy of ritlecitinib 50 mg QD and e Part|
(NSV)® — Randomization will stratify participants by Fitzpatrick skin type (/I 1ll/IV, and V/VI) 100 mg QD and durability of response of ritlecitinib 50 mg QD following participant — 52-week randomized, double-blind, placebo-controlled study comparing ritlecitinib 50 mg QD
* Ritlecitinib is an oral, selective inhibitor of JAK3 and the TEC family kinases that is — Tranquillo started on December 1, 2022 part|C|pat|.on in Tranquillo (Figure 3) and 100 mg QD vs placebo (Figure 4)
under investigation for the treatment of NSV? — This study will enroll approximately 600 participants from approximately 115 locations globally — Tranquillo LTE started on January 1, 2024 — 52-week extension with randomized dose-up/dose-down titration
— In a phase 2b study (NCT03715829), ritlecitinib 50 mg (£100- or 200-mg loading — This study will enroll approximately 400 participants who completed the Tranquillo study — The study will enroll approximately 1000 participants in Part | from approximately 230
dose) once daily (QD) was effective and well tolerated in adults with active NSV Figure 2. Study design for the Tranquillo clinical trial globally locations globally

— Participants will be stratified by Fitzpatrick skin type (I/11, llI/1V, V/VI)

Figure 3. Study design for the Tranquillo LTE clinical trial e Partll
Tranquillo Tranquillo LTE — De novo 52-week nonrandomized, open-label ritlecitinib 100 mg QD arm to
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_ DDT, dose-down titration; DUT, dose-up titration; NR, nonrandomized; QD, once-daily; RDRN, randomized dose-ranging
~ g\} F-VASI75 Week 52 DUT, dose-up titration; LTE, long-term extension; NR, nonrandomized; QD, once-daily; RDRN, randomized dose-ranging nonresponders; RDRS, randomized dose-ranging subthreshold responders; RW, randomized withdrawal.
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r £ \ o Table 2. Endpoints for the Tranquillo LTE clinical trial F-VASI75% Week 52
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[ Tranquillo and Tranquillo 2 only CFB, change from baseline; F-VASI, Facial Vitiligo Area Scoring Index; F-VASI75, 275% improvement on F-VASI from baseline; F-VAS], Facial Vitiligo Area Scoring Index; F-VASI7S, 275% improvement on F-VASIfrom baseline; PGIS-F, Patient Globa CFB, change from baseline; F-VASI, Facial Vitiligo Area Scoring Index; F-VASI75, 275% improvement on F-VASI from baseline;

Impression of Severity — Face; PGIS-V, Patient Global Impression of Severity - Overall Vitiligo; T-VASI, Total Vitiligo Area
Scoring Index; T-VASI50, 250% improvement in T-VASI from baseline.

*Proportion of participants achieving this measurement. tParticipants achieving PGIS-F/PGIS-V response, which is defined as
a 1-point improvement in facial/total body vitiligo in participants with mild, moderate, or severe facial/total body vitiligo at
baseline or a 2-point improvement in participants with very severe facial/total body vitiligo at baseline.

T-VASI, Total Vitiligo Area Scoring Index; T-VASI50, 250% improvement in T-VASI from baseline.

*Proportion of participants achieving this measurement. tParticipants achieving PGIS-F/PGIS-V response, which is defined as
a 1-pointimprovement in facial/total body vitiligo in participants with mild, moderate, or severe facial/total body vitiligo at
ParthlpantS baseline or a 2-point improvement in participants with very severe facial/total body vitiligo at baseline.

PGIS-F, Patient Global Impression of Severity — Face; PGIS-V, Patient Global Impression of Severity - Overall Vitiligo; T-VASI,
Total Vitiligo Area Scoring Index; T-VASI50, >50% improvement in T-VASI from baseline.

*Proportion of participants achieving this measurement. tParticipants achieving PGIS-F/PGIS-V response, which is defined as
a 1-pointimprovement in facial/total body vitiligo in participants with mild, moderate, or severe facial/total body vitiligo at
baseline or a 2-point improvement in participants with very severe facial/total body vitiligo at baseline.

LTE, long-term extension

* Eligible participants include those with:

ey et BAPA HIGHLIGHTS - Ritlecitinib is a targeted systemic treatment currently under investigation for treatment of NSV
— Clinical diagnosis of active or stable NSV for >3 months * The Tranquillo program aims to evaluate the efficacy, safety, and tolerability of ritlecitinib 700 mg QD or 50 mg QD in patients with NSV

— Body surface area (BSA) involvement 4%-60%
— Facial BSA =0.5%
— Facial Vitiligo Area Scoring Index (F-VASI) >0.5

— Total (T)-VASI =3

* QOverall, the Tranquillo program will examine a large cohort of approximately 2050 patients with NSV over the course of up to 104 weeks
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