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SYNOPSIS

* Alopecia areata (AA) is an autoimmune disease characterized by patchy or complete nonscarring hair
loss on the scalp, with or without additional loss of facial and/or body hair!

RESULTS

Baseline characteristics and patient disposition

* 1228 patients were included in the ritlecitinib 50-mg + 200-mg group, and an additional 66 patients
(1294) were included in the any ritlecitinib group (Table 1)

Adverse events overview Laboratory abnormalities

* 1070 (87.1%) and 1158 (89.5%) patients experienced AEs and 84 (6.8%) and 88 (6.8%) of patients * Three participants had elevated creatine phosphokinase reported as treatment-emergent adverse
experienced serious AEs (SAEs) in the 50-mg + 200-mg and any-ritlecitinib groups, respectively events of rhabdomyolysis, considered by the investigator to be related to a recently started new
Table 1. Demographic and baseline characteristics (Table 3) exercise regimen or physical activity. All 3 events were mild and considered not related to the study

* Ritlecitinib, an oral, selective dual inhibitor of JAK3/TEC family kinases, demonstrated efficacy and safety
in patients >12 years of age with AA in the ALLEGRO phase 2b/3 study (NCT03732807) up to 48 weeks??

¢ Ritlecitinib had an acceptable safety profile in patients =12 years of age with AA in two ALLEGRO phase

2a studies, the ALLEGRO-2b/3 study, and the ALLEGRO-LT study (NCT04006457) up to 24 months* Ritlecitinib 50-mg + 200-mg Any ritlecitinib  There were 2 deaths (due to breast cancer and due to acute respiratory failure/cardiorespiratory arrest) intervention, the study intervention was not interrupted, and the events were resolved
(N=1228)* (N=1294)* in the ALLEGRO clinical trial program; both deaths were assessed by the investigator as unrelated to  There were no clinically meaningful changes or safety signals identified when compared with those
Age, mean (SD), years 33.8 (14.0) 33.8 (14.0) study treatment previously reported* (Tables 5 and 6)
OBJECTIVE Female, n (%) 780 (63.5) 822 (63.5) ‘ o . .
Race, n (%) * The cumulative safety data were similar to those previously reported,* and no new safety signals were .
* This updated integrated analysis of two phase 2a studies, the ALLEGRO phase 2b/3 study, White 861 E70-1; 904 E69-9; identified (Table 3) Table 5. CTCAE Grade 22 hematological parameters
. . ol e s . Asian 270 (22.0 287 (22.2 Sl et et pr:
- - ~ . . . e . e -mg + .
ano! the AL.LEGRO LT phase 3 study investigated the long-term safety of ritlecitinib up to ~5 years in Black 52(4.2) 55 (4.3) Table 3. Overview of AEs in the ritlecitinib 50-mg + 200-mg and any ritlecitinib groups Parameter (CTCAE grade), n (%) Ritlecitinib 50 mg* 200-mg Any r:tlec:tn:-:nb
patlents with AA Other 28 (2.3) 30 (2.3) . S— . — (N=1228) (N=1294)
Weight, mean (SD), kg 70.9 (17.9) 70.9 (17.7) R't'e"t'“(':’l ::’2';‘;’): 200-mg A"(‘I’\I:zf;':;!:'b Grade 2: <10.0-8.0 g/dL 24(2.0) 26 (2.0)
AT/AU, n (%)* 503 (41.0) 534 (41.3) Anemia (Hgb)
METH O DS AA disease duration, median (IQR), years 6.7 (2.6-13.5) 6.7 (2.7-13.5) n (%) IR (95% CI)* n (%) IR (95% CI)* Grade 3:<8.0 g/dL 1(<0.1) 1(<0.1)
. . AT, al i lis; AU, alopecia universalis. 0 = 3
Analy.S’S pOp UIatlonS *Thz :r?;;;:;triusps are noF; additive and are overlapping populations, with the any ritlecitinib group including all patients. TAT/AU was defined as a baseline SALT score of 100 (complete scalp AE 1070 (87.1) 148.08 (139.39-157.17) 1158 (89.5) 167.90 (158.43-177.79) . Grade 2: <1500 1000/mm 66 (5'4) 80 (6‘2)
hair loss). Neutrophil count
SAE 84 (6.8) 2.56 (2.05-3.16) 88 (6.8) 2.47 (1.99-3.03) decreased Grade 3: <1000-500/mm3 12(1.0) 13(1.0)
. . . . P:t the. t.irr.me of data cutoff for the ongoing ALLE.GRO.-L.T .study, 56.7% and.55.3% of pa?tients in the Death 2(0.2) 0.06 (0.01-0.21) 2(0.2) 0.05 (0.01-0.19) Grade 4: <500/mm3 1(<0.1) 1(<0.1)
Figure 1. Analysis populations ritlecitinib 50-mg + 200-mg group and any ritlecitinib group, respectively, were either ongoing or Most frequent AEs? 5
had Completed the study (Table 2) - Grade 2: <800-500/mm 272 (22.1) 282 (21.8)
SARS-CoV-2 test positive 242 (19.7) 8.40 (7.38-9.52) 250(19.3) 7.97 (7.03-9.02) Lymphocyte count Grade 3: <500-200/mm3 40 (3.3 42 (3.2
— The analysis groups are not additive and are overlapping populations, with the any ritlecitinib group Headache 231(18.8) 7.97 (6.98-9.05) 272(21.0) 8.89 (7.87-9.99) decreased rade s 3 32
. ngn _m . gm _m i i i . 3
Ritlecitinib 50-mg + 200-mg Any ritlecitinib including all patients Nasopharyngitis 175 (14.3) 5.81(4.99-6.73) 212 (16.4) 6.69 (5.83-7.64) Grade 4: <200/mm 2(0.2) 2(02)
Table 2. Patient disposition Upper respiratory tract infection 167 (13.6) 5.49 (4.70-6.38) 194 (15.0) 5.90 (5.11-6.78) Plateletst Grade 2: <75.0-50.0 X 103/mm3 1(<0.1) 1(<0.1)
S atients in the 4 ALLEGRO Ritlecitin(iz _5:);;189) : 200-mg Anal\l r:l:;:;zlb Pyrexia 134 (10.9) 4.28 (3.59-5.06) 138(10.7) 4,06 (3.42-4.79) CTThCAE' C|ommon Termino|ogyd((:jriteria fodr AdverselEvents; Hgb, remoglobiz. ) | ] o i e "
R . . . atients in e - = _ } *The analysis groups are not additive and are overlapping populations, with the any ritlecitinib group including all patients. *There were no cases of Grade 3 or higher decreases in platelets.
Patients in the 4 ALLEGRO program Ongoing at the data cutoffr 182 (14.8) TOTRERT Cough 131 (10.7) 4.27 (3.58-5.06) 134 (10.4) 3.95 (3.32-4.67)
. : : e rogram studies* who received an Completed 514 (41.9) 533 (41.2) Acne 126 (10.3) 4.08 (3.41-4.85) 150 (11.6) 4.58 (3.89-5.37) o
studies™ who received ritlecitinib Prog y Completed the study 70(5.7) 89 (69) . : : Table 6. Laboratory test abnormalities
. _ ) itlecitini i 1 ‘ Oropharyngeal pain 119(9.7) 3.82(3.17-4.56) 125(9.7) 3.66 (3.05-4.34)
50 mg once dally with or without a ritlecitinib dai y dose ( 0 mg, 30 mg, Removed from stgdy per protocol as commercial 444 (36.2) 444 (34.3) . — . —
drug became available AE, adverse.event; cl, confidence.ilr\terval; IR, incidence.rate; PY, pa'Fient-ye.ars; SAE, ser.ious'afdyerse event. . . . ' ' % (0 Ritlecitinib 50-mg o o 200-mg Any ritlecitinib
4_Week 200 mg da”y |n|t|a| 50 mg, 200/30 mg, or 200/50 mg) Discontinued 532 (43.3) 579 (44.7) %k::srt\z;\:lr)ésc;ig;ctn}l_\%i?:et::gajfirliill\;iii\irrl]ciibacrzﬁ:ﬁrlzszlg?ep:fezu:::ﬁns, with the any ritlecitinib group including all patients. fStudy-size adjusted results per 100 PY and mid-p gamma intervals. n/N (/o) (N=1228)* (N=1294)*
Adverse event* 81 (6.6) 90 (7.0)
loading dose Others 451 (36.7) 489 (37.8) _ >3x ULN 33/1221(2.7) 40/1282 (3.1)
AE, adverse event; SAE, serious adverse event; SALT, Severity of Alopecia Tool. ¢ Compared Wlth the May 30’ 2022 data CUtOff’4 there were. Aspartate aminotransferase

*The analysis groups are not additive and are overlapping populations, with the any ritlecitinib group including all patients. tData cutoff for the ongoing ALLEGRO-LT study was 25 June 2024.
*Treatment discontinuation and participant withdrawal from the study were required in the study protocol for the following AEs: serious infections (defined as any infection requiring parenteral
antimicrobial therapy or hospitalization for treatment or meeting other criteria that require the infection to be classified as a SAE), treatment-related SAEs, or other SAEs or severe AEs (at the

discretion of the investigator or sponsor); clinically meaningful and treatment-emergent declines in hearing from baseline were discussed with the sponsor for possible withdrawal from study. — Three new events of mal |g nancy excludi Nng non melanoma skin cancer (2 adJ udicated as cervical

— Two new events of multi-dermatomal herpes zoster adjudicated as opportunistic infections >5x ULN 17/1221(1.4) 19/1282(1.5)

SDiscontinued due to death, lack of efficacy, lost to follow-up, non-compliance with study drug, physician’s decision, pregnancy, protocol deviation, study terminated by sponsor, withdrawal by . . . . . >3x ULN 35/1221 (29) 39/1282 (30)

subject, no longer meets eligibility criteria (i.e., adolescents who did not meet the protocol continuation criteria in ALLEGRO-LT [i.e., did not achieve a >50% improvement in SALT score at dySplaSIa and 1 as intraductal pro liferative breast IeS|0n) Alanine aminotransferase

Month 3 from baseline in ALLEGRO 2b/3, or a SALT score of <20 at Month 6]), or other. S5y ULN 10/1221 (0 8) 12/1282 (O 9)
— Six new events of nonmelanoma skin cancer (5 adjudicated as basal cell carcinoma and 1 as squamous X ' ‘

Key eligibility criteria included: Exposure to study drug

e Median duration of exposure was 1197 days (IQR: 453-1371) in the 50-mg + 200-mg group and —
1204 days (IQR: 453-1444) in the any-ritlecitinib group. Maximum duration of exposure was 5.17
years (1887/365.25 days) in the 50-mg + 200-mg group and 5.18 years (1891/365.25 days) in the
any-ritlecitinib group. Total patient-years of exposure was 3261.5 and 3539.5 in the
50-mg + 200-mg and any-ritlecitinib groups, respectively

cell carcinoma)

Total bilirubin >2x ULN 12/1221 (1.0) 13/1282(1.0)

Four additional participants with cardiovascular events (acute myocardial infarction [2 participants],
myocardial infarction [1 participant], and cerebrovascular accident [1 participant]) adjudicated as major
adverse cardiovascular events

° >
Aged 212 years HDL cholesterol (mg/dL) <0.8x LLN 5/1146 (0.4) 7/1211(0.6)

* Diagnosis of AA with 225% or 250% scalp hair losst

LDL cholesterol (mg/dL) >1.2x ULN 21/1146(1.8) 22/1210(1.8)

* Current AA episode duration of 6 months to 10 years  The incidence rates for AEs of special interest (Table 4) were similar to those previously reported,* with

e N itant treat ts for AA all d no change to the overall safety profile of ritlecitinib Triglycerides (mg/dL) >1.3x ULN 93/1146 (8.1) 107/1210(8.8)
O concomitant treatments for allowe * 68% and 67% of patients had =24 months of exposure to ritlecitinib, and 59% and 57% had o
>36 months of exposure in the 50-mg + 200-mg and any-ritlecitinib groups, respectively (Figure 2) Table 4. AEs of special interest >2.5-5x ULN 77/1228 (6.3) 83/1294 (6.4)
AA, alopeci ta. . . . cge - Ritlecitinib 50-mg + 200-mg Any ritlecitinib .
*Th::iiE:GaF;gasfudies included a Phase 2a safety study (ALLEGRO-2a safety, NCT04517864; completed), a Phase 2a study (ALLEGRO-2a, NCT02974868; completed), Flg ure 2’ Patlent eXpOS u re to rItIeCItI n I b (N=1 228)* (N=1 294)* CPK |ncreased >5-10x ULN 43/1 228 (35) 43/1 294 (33)
a Phase 2b/3 study (ALLEGRO-2b/3, NCT03732807; completed), and an ongoing, long-term open-label Phase 3 study (ALLEGRO-LT, NCT04006457; ongoing). Data cutoff for the ongoing . . N i ek
ALLEGRO LT was 25 June 2024. Patients in ALLEGRO-2a safety, ALLEGRO-2a, and ALLEGRO-2b/3 had >50% scalp hair loss; de novo patients in ALLEGRO-LT had >25% scalp hair loss. 50 ~ = Ritlecitinib 50-mg + 200-mg* (N=1228)  m Any ritlecitinib® (N=1294) n (%) IR (95% CI)* n (%) IR (95% CI)t ~10x ULN 38/1228 (3.1) 49/1294 (3.8)
39; 45 + Serious infections* 20 (1.6) 0.61 (0.38-0.93) 22(1.7) 0.61 (0.38-0.91)
o e 2 40 - . . . o . - . » -
iekici i _ _ CPK, t hosphoki ; HDL, high-d ty | tein; LDL, low-d ty | tein; LLN, | limit of I; ULN, limit of I
Sta t’S t’cal an alyses é 35 358 Opportunlstlc infections® 302) 0.09 (0.02-0.26) 302) 0.08 (0.02-0.23) *Nis (c:ir:f?nlggaps tc;lsftoc;allnna:;ber of ;;grticii)r:rllt); \;\/Fi)'?hparlfc)l:;:t one :(;Aslt-tfarlselli{lelicl):zreorv:lt?on oftﬁ:/;irvIerrr:IIaci:)>orr]zf\)'(rgr];/l test forugapcilrtlr?a:trzerrllct)rgr?c?up. fThe analysis groups are not additive and are
. . . L. © C B overlapping populations, with the any ritlecitinib group including all patients.
« Safety data were integrated from the four phase 2 and phase 3 studies and summarized descriptively 2 30 Herpes zoster =0 e ol S5\ 20 (Uo7e22)
using counts and percentages for adverse events (AEs) and lab abnormalities in each cohort g 25 Malignances (excl. NMSC)S 9(0.7) 0.27 (0.12-0.5) 10(0.8) 0.27 (0.13-0.49)
— Events were evaluated from the start of the patients’ first dose of ritlecitinib £t 0 NMSCS 9(0.7) 0.26 (0.12-0.49) 9(0.7) 0.25 (0.11-0.46) e & o
e 15
— In the ritlecitinib 50-mg £ 200-mg group, events were evaluated from the time a patient started the nE: 10 MACES! 7(0.6) 0.20 (0.08-0.40) 7(0.5) 0.19(0.08-0.39) W Co N C L U S I O N S
50 mg dose (or the 200 mg loading dose), as some patients received placebo or other ritlecitinib doses 5 VTES 1(<0.1) 0.03 (0.00-0.16) 1(<0.1) 0.03 (0.00-0.14)
before switching to ritlecitinib 50 mg :
0 Peripheral neuropathy® 3(0.2) 0.09 (0.02-0.26) 4(0.3) 0.11 (0.03-0.27) . . ong. oL ¢ . .
: : . : <6 26 to <12 >12t0<18  218to<24  224t0<30  >30t0<36  236t0<48 248 to <72 * Treatment with ritlecitinib in patients with AA was well tolerated
* Study-size adjusted incidence rates of AEs were reported per 100 patient-years and are presented months months months months months months months months Paraesthesia and Dysesthesia® 34(2.8) 1.03 (0.72-1.43) 39 (3.0) 1.09 (0.78-1.47) t 5 d 35395 tient f d safet
along with mid-p Gamma confidence intervals Patient exposure to ritlecitinibt Sensorineural hearing lossS 18 (1.5) 0.55 (0.33-0.85) 20 (1.5) 0.55 (0.34-0.85) up o yearshan .| patien Zedars 04 Se _I)_(ﬁ OSUrE, an hsa €ty Wal: |
i - consistent with previously reported data.”> There is no change to the genera
* Data cutoff for the ongoing ALLEGRO-LT StUdy was June 25,2024 n. 90 88 136 126 105 135 62 81 65 77 49 54 393 270 328 463 Cl, confidence interval; IR, incidence rate; MACE, major adverse cardiovascular event; NMSC, nonmelanoma skin cancer; PY, patient-years; VTE, venous thromboembolic event. p y p g g

*The analysis groups are not additive and are overlapping populations, with the any ritlecitinib group including all patients. tStudy-sized adjusted results per 100 PY and mid-p gamma intervals.
*Serious infections were defined as any serious adverse event in the infections and infestations system organ class. SAdjudicated safety events. IMACE was defined as a composite of death from
cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke.

safety profile of ritlecitinib

*The analysis groups are not additive and are overlapping populations, with the any ritlecitinib group including all patients.
tAs a convention, 1 month is equivalent to 4 weeks, 12 months is equivalent to 48 weeks.
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