Long-term Efficacy and Safety of Ritlecitinib in Adults and Adolescents with Alopecia Areata:

3-year Results from the ALLEGRO-LT Phase 3, Open-label Study
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INTRODUCTION

® Alopecia areata (AA) is an autoimmune disease characterized by patchy or complete nonscarring hair loss R E S U LTS
on the scalp, with or without additional loss of facial and/or body hair' Baseline characteristics and patient disposition SALT <20 response over time SALT <10 response over time PGI-C response over time
¢ In the ALLEGRO phase 2b/3 study (ALLEGRO-2b/3; NCT03732807), ritlecitinib, a selective dual Janus kinase 3 ® 191 patients were included in the ritlecitinib 50 mg combined ® 65.1% (71/109 observed) and 47.1% (90/191 LOCF) of patients had ® 52.3% (57/109 observed) and 36.7% (70/191 LOCF) of patients had ® 68.4% (52/76 observed) and 55.6% (105/189 LOCF) of patients
(JAK3)/tyrosine kinase expressed in hepatocellular carcinoma (TEC) kinase family inhibitor, demonstrated group (Table 1) SALT score <20 at Month 36 (Figure 2) SALT score <10 at Month 36 (Figure 3) reported “moderately” or “greatly” improved PGI-C response at
. . . 5 .
efficacy and safety up to 48 weeks in patients with AA Table 1. Demographic and baseline characteristics? Month 36 (Figure 4)
—— Figure 2. SALT <20 response over time Figure 3. SALT <10 response over time Figure 4. PGI-C response over time
OBJECTIVE o
L EN ALLEGRO-2b/3 ALLEGRO-LT ALLEGRO-2b/3 ALLEGRO-LT ALLEGRO-2b/3 ALLEGRO-LT
¢ To investigate the efficacy and safety of ritlecitinib up to 3 years in patients with AA from ALLEGRO-2b/3 and Age (years) Group € Group € Group €
. ALLEGRO-2b/3 ALLEGRO-LT ALLEGRO-2b/3 ALLEGRO-LT ALLEGRO-2b/3 ALLEGRO-LT
the ongoing, phase 3, open-label ALLEGRO-LT study Median (range) 31.0 (12.0-65.0) 100 — Group G 100 = Group G 100 = Group G
12-17 years, n (%) 27 (14.1)
—_ —_ Py ()
M ETHO DS =18 years, n (%) 164 (85.9) L 80 65.1% L 80 $ 80 70.0% 68.4%
Study design and patients 265 years, n (%) 6(3.1) g 3 3
S . e . . s S 50.8% 52.3% s
® Key inclusion criteria in ALLEGRO-2b/3: e Patients received ritlecitinib 50 mg once daily (QD) in Female, n (%) 107 (56.0) 2 60 2 60— & 60
. . [ [ [
- Patients aged >12 years ALLEGRO-2b/3 and continued the same dosage in the White, n (%) 123 (64.4) = = =
. . . . ALLEGRO-LT study (Figure 1) £ x x
- Diagnosis of AA with >50% scalp hair loss due to . yirg . AT/RU,* n (%) 86 (45.0) 2 40 2 40 2 40
AA (including alopecia totalis [AT] and alopecia ~ Adolescents in ALLEGRO-LT were required to have SALT score among non-AT/AU patients, mean (SD) 83.3(15.4) € € — X €
universalis [AU]) an improvement in Severity of Alopecia Tool (SALT) : ,,_ : = - s 36.7% =
. . Duration of AA since diagnosis (years), median (range) 6.9 (0.3-58.2) & 20 & 20 S 20
- Maxi durati ¢ t episode of hair | score of 250% at Month 3 from baseline in
aximum duration or current episode or hair [0ss ALLEGRO-2b/3 and a SALT score of <20 by Month 6 Duration of current AA episode (years), median (range) 2.2(0.0-10.0) —@— Observed - & - LOCF —@— Observed - % - LOCF —@— Observed - #& - LOCF
<
<10years to continue in ALLEGRO-LT Prior pharmacological treatment for AA, n (%) 145 (75.9) 0 T T T T T T T T T T T 1 0 T T T T T ] 0 T T T T T T T T T T T 1
Figure 1 Study deSign o . Groups not assessed in AA, allopecia areata; AT, alopecia totalis; AU, é!opecia universalis; SALT, Severity ofA[opecia Tooll; SD, standard deviation. 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
. - Ritlecitinib 50 mg combined this analysis Lr'\);etzgmntrseisnulthsea/rfr/sxﬁj;:(t)S: ;:;;naggzlirai(zrt;ogfall gg;at;:)rgszl)ilrl\eeﬁ:ted and analyzed in the ongoing study. No. of patients' Months No. of patients' Months No. of patients' Months
GRO bh b c GRO c . . Observed 183 178 168 164 148 140 128 120 114 112 109 Observed 183 178 168 164 148 140 128 120 114 112 109 Observed 183 179 166 164 140 120 76
ALLEGRO phase 2b/3 (NCT03732807) ALLEGRO-LT (NCT04006457) * At the date of data cutoff, 27 (14.1%) patients were ongoing, LOCF 191 191 191 191 191 191 191 191 191 191 191 LOCF 191 191191 191 191 191 191 191 191 191 191 LOCF 191 189 189 189 189 189 189
. . . Long-term study and 62 (32.5%) patients had completed the study (Table 2)
Loadmg (4 Wee'(s) Maintenance (20 Weeks) Extension (24 WeEks) (60 months) LOCEF, last observation carried forward; SALT, Severity of Alopecia Tool. LOCF, last observation carried forward; SALT, Severity of Alopecia Tool. LOCEF, last observation carried forward; PGI-C, Patient Global Impression of Change.
T bl . d . aee Interim results are subject to change as additional data are collected and analyzed in the ongoing study. Interim results are subject to change as additional data are collected and analyzed in the ongoing study. Interim results are subject to change as additional data are collected and analyzed in the ongoing study.
aple 2' Patlent ISPOSItlon *To align timepoints across groups for summarization, visits are calculated as time since the first ritlecitinib dose; e.g., the *To align timepoints across groups for summarization, visits are calculated as time since the first ritlecitinib dose; e.g., the *To align timepoints across groups for summarization, visits are calculated as time since the first ritlecitinib dose; e.g.,
Group A (n=131) 200 mg 50 mg 50 mg 50 mg “Month 36" timepoint includes patients in Group C (n=130) who had a scheduled visit at Month 24 of ALLEGRO-LT and “Month 36" timepoint includes patients in Group C (n=130) who had a scheduled visit at Month 24 of ALLEGRO-LT and the “Month 36" timepoint includes patients in Group C (n=130) who had a scheduled visit at Month 24 of ALLEGRO-LT
Ritlecitinib 50 mg patients in group G (n=61) who had a scheduled visit at Month 32 of ALLEGRO-LT, after rolling over from the ALLEGRO-2b/3 patients in group G (n=61) who had a scheduled visit at Month 32 of ALLEGRO-LT, after rolling over from the ALLEGRO-2b/3 and patients in group G (n=61) who had a scheduled visit at Month 32 of ALLEGRO-LT, after rolling over from the
Group B (n=129) 200 mg 30 mg 30 mg 50 mg (N=191) study. "Number of patients with valid data at that analysis visit. study. "Number of patients with valid data at that analysis visit. ALLEGRO-2b/3 study. "Number of patients with valid data at that analysis visit.
Group C (n=130) 50 mg 50 mg 50 mg 50 mg Ongoing at the date of datacut 27 (14.1)
Group D (n=132) 30 mg 30 mg 30 mg 50 mg Completed 62(32.5) Safety overview
Group E (n=61) 10mg 10mg 10mg 50 mg Completed the study 9(4.7) e Ritlecitinib was generally well tolerated through Month 36 in * The results represent a partial view of the overall safety profile . oo
patients with AA (Tables 3 and 4) that has been characterized in an integrated safety analysis of the N L I N
Group F (n=63) Placebo Placebo 200 mg 50 mg 50 mg Removed‘from study per prot?col as 53(27.8) ALLEGRO clinical brogram?*s
_ commercial drug became available ¢ The long-term safety profile of ritlecitinib 50 mg was consistent prog
Group G (n=61) Placebo Placebo 50 mg 50mg Discontinued 102 (53.4) with that reported previously3 R I . b = d d
De novo group (N=447) 200 m 50m ) - « Ritlecitini -mg demonstrate
grone J J Adverse event* 21(11.0) Table 3. Safety overview Table 4. AEs of special interest inaful clinici d patient ted
. . . . meaningrul cliniclan- and patient-reporte
Outcomes ¢ Data while on placebo were not included in this Lack of efficacy 17 (8.9) Ritlecitinib 50 mg Ritlecitinib 50 mg
e Proportion of patients treated with ritlecitinib 50 mg analysis; data from patients in Group G were Lost to follow-up 8(4.2) (N=191) (N=191) efficacy up to 3 years
QD with response through 3 years was assessed re-baselined from the start of treatment with Physician decision 3(16) AE 186 (97.4) Serious infections* 3(1.6)
based on: ritlecitinib at Week 24 of the ALLEGRO-2b/3 study SAE 13(68) « These data are the longest duration of
Pregnanc 1(0.5) Opportunistic infections® 1(0.5)
- SALT <20 o . - . T 9 y Most frequent AEs* . L
score < * Visits were calculated as time since the first ritlecitinib S oear deva . AR Cova prr ritlecitinib treatment to be reported to
. ) . o rotocol deviation -CoV-2 test positive . Herpes zoster 10(5.2)
= SALT score <10 dose, thus resulting in different months for some visits -
_ . . d Withdrawal by subject 35(18.3) Headache 38(19.9) ' ' ) date and Support the IOng term use of
Patient Global Impression of Change (PGI-C) ~ The“"Month 36”timepoint includes patients in Nasopharyngitis 34(17.8) Malignances excluding NMSC 3019 ritlecitinib in patients aged >12 years
score of”moderately improved” or “greatly .. No longer meets eligibility criteria 6(3.1) : P g = y
) ; : Group C (n=130) who had a scheduled visit at Goug- 30(15.7) Breast cancer 2(1.9) ith AA
improved”from baseline Month 24 of ALLEGRO-LT and patients in Group G Other 168) Pyrexia 29(15.2) wi
o1 H H .. - -+
° Safety InCIdence Of adverse events (AES)' serious AEs (n:61) WhO had a Scheduled visit at Month 32 AE, adverse event; SAE, serious adverse event; SALT, Severity of Alopecia Tool. q il TereCi MACE 0
Interim results are subject to change as additional data are collected and analyzed in the ongoing study. Data are Upper respiratory tract infection 29(15.2)
(SAEs), and severe AEs of ALLEGRO-LT, after rolling over from the presented as n (%). TE' 1(0.5
! 9 *Treatment discontinuation and participant withdrawal from the study were required in the study protocol for the Oropharyngeal pain 26 (13.6) (0.5)
o o - following AEs: serious infecti (defined infecti iri teral antimicrobial th hospitalizati
StatlSthGI ana’yses ALLEG RO 2b/3 StUdy fgr(t)r‘?e“ar’:%en: osrer::z:ii:gecft;\()e:irit:ri:ethaatsrzg)tljilrneilc\;?r?f;ec?iil::g l?:rcelgs;:ﬁaegr;sl?lsc/:(é),Itareatfrzz‘r)\}t,-?erlagg;/a\;ac:?n Acne 23 (1 2-0) AE, adverse event; MACE, major adverse cardiovascular event; NMSC, nonmelanoma skin cancer; TE, thromboembolic event.
. . . . other SAEs or severe AEs (at the discretion of the investigator or sponsor); clinically meaningful and treatment-emergent Interim results are subject to change as additional data are collected and analyzed in the ongoing study. Data are presented
[ ) Efﬁcacy data are presented as: o TlmepOIntS presented N thlS Summary are those declines in hearing from baseline were discussed with the sponsor for possible withdrawal from study. fAdolescents AE, adverse event; SAE, serious adverse event. as n (%).
. (n=5) who did not meet the protocol continuation criteria in ALLEGRO-LT (i.e., did not achieve a 250% improvement in Interim results are subject to change as additional data are collected and analyzed in the ongoing study. Data are presented *Serious infections are defined as any serious adverse event in the infections and infestations system organ class.
- Ob d d t Where a” groups in the COhOft had pla n nEd SALT score at Month 3 from baseline in ALLEGRO 2b/3 or a SALT score of <20 at Month 6) and one adult who was asn (%). Adjudicated safety events. *MACE was defined as a composite of death from cardiovascular causes, nonfatal myocardial
serve ata diagnosed with scarring alopecia. *8 most frequent AEs by preferred term. infarction, or nonfatal stroke.

- Imputed data (last observation carried forward assessments for the efficacy endpoint under analysis

[LOCF]), to account for missing data values e Data are reported to the cutoff date of June 25, 2024
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