Long-Term Efficacy of Ritlecitinib up to Month 24 From the ALLEGRO Phase 2b/3 and Long-Term Phase 3
Clinical Studies in Alopecia Areata
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BACKGROUND RESULTS « Of SALT <20 responders at Month 12, 92.8% (200/50 mg) and 79.7% (50 mg) (observed) sustained this response
through Month 24 (Figure 4)
« Alopecia areata (AA) is an autoimmune disease with an underlying immuno-inflammatory e The ritlecitinib 200/50 mg and 50 mg groups included 194 and 191 patients, respectively; 127 (65.5%) and
pathogenesis characterized by nonscarring hair loss ranging from small patches of 111 (58.1%) were ongoing at the data cutoff (Table 1) Figure 4. Sustained SALT <20 response at Month 24
hair loss to complete loss of scalp, face, and/or body hair' : L .
P P ’ Y  Baseline characteristics were generally similar and well balanced between the treatment groups (Table 2) 100 92 8 Patients with
o In the ALLEGRO phase 2b/3 study (NCT03732807), the oral JAK3/TEC family kinase Table 1. P 4 sustained response
T : T - - : able 1. Patient disposition 79.7 Patients without
inhibitor, ritlecitinib, demonstrated efficacy and acceptable safety in patients aged S 80- sustained response
° 2 N
212 years with AA Ritlecitinib Ritlecitinib @
« ALLEGRO-LT (NCT04006457) is an ongoing, phase 3, open-label study investigatin e P g 60 -
going, p » 0P y gating (N=194) (N=191) T
the long-term safety and efficacy of ritlecitinib in AA .y
Ongoing at the data cut date, n (%) 127 (65.5) 111 (58.1) g
o 40 -
Completed, n (%) 7 (3.6) 9(4.7) 'g
& 20.3
Discontinued, n (%) 60 (30.9) 71(37.2) & 20 - '
o BJ ECTIV E Adverse event 7 (3.6) 18 (9.4) 7.2
Lack of efficacy 12 (6.2) 14 (7.3) 0 - . |
« We report updated interim efficacy results of ritlecitinib up to Month 24 from the 200/50 mg group 50 mg group
ALLEGRO phase 2b/3 study and ALLEGRO-LT study Lost to follow-up 7(36) 737) WN1(observed):  64/69  5/69 51/64  13/64
) . . SALT, Severity of Alopecia Tool.
Non-compliance with Study drug 0 0 Sustained response was defined as patients with SALT <20 response at Month 12 and Month 24, and patients who did not reach SALT >20 at any timepoint between Month 12 and Month 24.
o o Percentages are based on n/N1 where n = the number of patients with sustained response, and N1 = total number of patients with observed value at Month 24.
Physician decision 0 2(1.0) Observed data are presented.
Pregnancy 2(1.0) 0 » PGI-C response rates were maintained from Month 12 (200/50 mg: 69.4% [observed], 65.3% [LOCF]; 50 mg: 61.6%
METHODS Withdrawal by patient 20 (10.3) 19 (9.9) [observed], 57.7% [LOCF]) to Month 24 (200/50 mg: 76.4% [observed], 65.4% [LOCF]; 50 mg: 70.0% [observed], 56.6%
o [LOCF]) (Figure 5)
. . No longer meets eligibility criteria 9 (4.6) 6 (3.1)
Study design and patients : .
Other 3(1.5) 5 (2.6) Figure 5. PGI-C response over time
Key inclusion criteria in ALLEGRO-2b/3: Continuation criteria for adolescents (aged 12-17 years) in ALLEGRO-LT required =50% improvement in Severity of Alopecia Tool (SALT) score by Month 3 for rollover patients from ALLEGRO-2b/3 and SALT score Ritlecitinib 200/50 mg Ritlecitinib 50 mg
. <20 by Month 6 in ALLEGRO-LT. (groups A+F) (groups C+G)
- Patients aged =12 years
ALLEGRO-2b/3 (group A) ALLEGRO-LT (group A) ALLEGRO-2b/3 (group C) ALLEGRO-LT (group C)
: : : : : : . : , o 100 - 100 -
« Diagnosis of AA with >50% scalp hair loss due to AA (mcludlng anpeua totalis [AT] Table 2. Baseline characteristics ALLEGRO-2b/3  ALLEGRO-LT (group F*) ALLEGRO-2b/3  ALLEGRO-LT (group G*)
and alopecia universalis [AU]) _ fgroup ™) 3 faroup &)
Ritlecitinib Ritlecitinib e 801 o 807
e Maximum duration of current episode of hair loss <10 years 200/50 mg 50 mg 2 c 70.0%
(N=194) (N=191) o 8
S 60 @ 604 Ammmmeeeo hmmmmmmmeeeas s 56.6%
. . . o o - B :
This analysis of ALLEGRO-2b/3 and ALLEGRO-LT includes (Figure 1): Age = <
. . . . T S 40- 2 40 -
« Patients who received an initial 4-week loading dose of 200 mg ritlecitinib once Mean (SD), years 34.0(14.6) 33.2(144) @ £
. . cie . S )
daily (QD) followed by ritlecitinib 50 mg QD 12-17 years, n (%) 30 (15.5) 27 (14.1) kS =
6_“ 20 —e— Observed o 20 —e— Observed
« Patients who received 50 mg ritlecitinib QD without a loading dose >18 years, n (%) 164 (84.5) 164 (85.9) Tk LOC T LOC
O I I I I I I I 1 O I I I I I I I 1
Female, n (%) 125 (64.4) 107 (56.0) 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Figure 1. ALLEGRO-2b/3 and ALLEGRO-LT study designs and patients included in the White, n (%) 137 (70.6) 123 (64.4) o Month o Month
. O. Or patients O. Or patients
Iong—term efﬁcacy analy5|s AT/AU*, n (%) 92 (47.4) 86 (45.0) Observed 179 167 170 149 140 Observed 179 166 164 140 120
' ' ' LOCF 193 193 193 192 191 LOCF 189 189 189 189 189
SALT score among all patients, mean (SD) 91.9 (13.4) 90.8 (14.1) LOCF, last observation carried forward; PGI-C, Patients’ Global Impression of Change.
ALLEGRO-2b/3 ALLEGRO-LT PGI-C response = score of “moderately” or “greatly” improved from baseline. The PGI-C asks the patient to evaluate the improvement or worsening of their AA compared with the start of the study.
(randomized, phase 2b/3) (ongoing, phase 3, open-label) Duration of AA since diagnosis, mean years (SD) 9.8 (10.6) 9.8 (10.5) *Data while on placebo were not included in this analysis; data from patients in Groups F and G were re-baselined from the start of treatment with ritlecitinib.
"Number of patients with valid data at that analysis visit.
Loading | Walntenance | Extension Long term study Duration of current AA episode, mean years (SD) 3.3(2.8) 3.3(2.8)
— i - The safety profile was consistent with that seen in the primary ALLEGRO phase 2b/3 study (Tables 3 and 4)2
Group A AA, alopecia areata; AT, alopecia totalis; AU, alopecia universalis; SALT, Severity of Alopecia Tool; SD, standard deviation.
(N=131) *Participants in the AT/AU category had a SALT score of 100% at baseline (regardless of the category in the AA history CRF).

Table 3. Safety overview

o SALT <20 response rates in the 200/50 mg and 50 mg groups increased from Month 12 (45.9% and 45.1% [observed]; Ritlecitinib Ritlecitinib N s
Group C . ny Ritlecitini
(N=130) 41.8% and 40.3% [LOCF]) to Month 24 (63.1% and 60.8% [observed]; 50.8% and 46.1% [LOCF]) (Figure 2) n (%) 200/50 mg 50 mg y(N=1294)
(N=194) (N=191)
Two dose groups were analyzed: Figure 2. SALT score <20 over time Patients with AEs 175 (90.2) 184 (96.3) 1125 (86.9)
“Ritlecitinib 200/50 mg” Patients with SAEs 9(4.6) 11 (5.8) 65 (5.0)
group (N=194) ] o _ o Patients with severe AEs 14 (7.2) 18 (9.4) 93 (7.2)
Group F* 200mg 50 mg Ritlecitinib 200/50 mg Ritlecitinib 50 mg : : :
(N=63) T (groups A+F) (groups C+G) Patients discontinued from study or study drug due to AEs 9(4.6) 20 (10.5) 92 (7.1)
“Ritlecitini mg”’ : : : : :
Grcmgg; i — group (N=191 )g ALLEGRO-2b/3 (group A) ALLEGRO-LT (group A) ALLEGRO-2b/3 (group C) ALLEGRO-LT (group C) Patients with temporary drug discontinuation due to AEs 57 (29.4) 63 (33.0) 344 (26.6)
100 100 AEs occurring in 5% of patients in any treatment group!
ALLEGRO-2b/3  ALLEGRO-LT (group F*) ALLEGRO-2b/3  ALLEGRO-LT (group G*)
(group F¥) —_ (group G¥) Headache 41 (21.1) 37 (19.4) 258 (19.9)
- X
' , o , o ' s 801 5 807 SARS-CoV-2 test positive 37 (19.1) 46 (24.1) 250 (19.3)
*Data while on placebo were not included in this analysis; data from patients in Groups F and G were re-baselined from the start of treatment ) N
with ritlecitinib. 2 63.1% S 60,8 Nasopharynagitis 33(17.0) 27 (14.1) 181 (14.0)
o o .0/0
§ 60 1 @ 607 Upper respiratory tract infection 37 (19.1) 25 (13.1) 157 (12.1)
Outcomes £ | T 50.8% g R dmmmm e s s 46.1% Acne 18 (9.3) 22 (11.5) 141 (10.9)
= 41 e o 07 0 Pyrexia 18 (9.3) 25 (13.1) 131 (10.1)
 Proportion of patients with response through Month 24 based on: = 5 Cough 26 (13.4) 29 (15.2) 124 (9.6)
. . T 20 Observed o 20 - Observed '
- Severity of Alopecia Tool (SALT) score <20 o e D Oropharyngeal pain 18093) 26(13.6) 112 (8.7)
Fatigue 18 (9.3) 17 (8.9) 109 (8.4)
- SALT score <10 0 I T I T T T | 0 T I T T T | Urticaria 15 (7.7) 16 (8.4) 93 (7.2)
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
. , . " . P AE, adverse event; SAE, serious adverse event. Includes patients from the start of their first dose of ritlecitinib.
- Patients GIObaI |mpreSS|0n Of Change (PGI'C) score Of mOderater |mpr0Ved or Month Month *Includes patients with alopecia areata who received any dose of ritlecitinib in ALLEGRO-2a, ALLEGRO-2b/3, ALLEGRO-LT, and ALLEGRO-2a safety study from the start of their first dose of ritlecitinib.
ug reatly im proved " from basel ine No. Ofopbas’f;err\f; o 7 o - o 1 ” » No. Of()pbitieerr\f; . - o5 o4 . 40 12 120 :ircml r:]?/:cl;:?uent AEs shown; other AEs (>5% of patients in any treatment group) included COVID-19, folliculitis, urinary tract infection, diarrhea, nausea, blood creatine phosphokinase increased, back pain
LOCF 194 194 194 194 194 193 193 193 LOCF 191 191 191 191 191 191 191 191
 Proportion of patients who sustained SALT <20 response from Month 12 through .
P P P J Table 4. AEs of special interest
Month 24 LOCF, last observation carried forward; SALT, Severity of Alopecia Tool.
*Data while on placebo were not included in this analysis; data from patients in Groups F and G were re-baselined from the start of treatment with ritlecitinib. Ritlecitinib Ritlecitinib
. Safety: adverse events (AES), serious AEs (SAES), events of interest *Number of patients with valid data at that analysis visit. n (%) 200/50 mg 50 mg Any Ritlecitinib*
(N=194) (N=191) (N=1294)
e SALT <10 response rates increased between Months 12 and 24 for the 200/50 mg group (39.4% to 51.1% [observed]; Serious infections 4(2.1) 2(1.0) 16 (1.2)
Statistical analyses 35.6% to 40.9% [LOCF]) and 50 mg group (34.2% to 50.8% [observed]; 30.9% to 37.7% [LOCF]) (Figure 3) Opportunistic infections’ 0 0 1(<0.1)
- Efficacy data are presented as: . . Herpes zoster 5(2.6) 8(4.2) 25(1.9)
Figure 3. SALT score <10 over time Herpes simplex 7 (3.6) 5 (2.6) 40 (3.1)
- Observed data Malignancies (excluding NMSC)' 2(1.0) 3(1.6) 9(0.7)
- Imputed data (last observation carried forward [LOCF]), to account for missing Ritlecitinib 200/50 mg Ritlecitinib 50 mg NMSC! 1(0.5) 0 3(0.2)
data values (groups A+F) (groups C+G) MACE™ 0 0 5(0.4)
. o o . . . ALLEGRO-2b/3 (group A) ALLEGRO-LT (group A) ALLEGRO-2b/3 (group C) ALLEGRO-LT (group C) Thromboembolic events' 0 1 (0.5) 1 (<0.1)
« LOCF was applied to each visit for all participants with missing data, except for 100 100 1
. . . ALLEGRO-2b/3 ALLEGRO-LT (group F*) ALLEGRO-2b/3 ALLEGRO-LT (group G*) Death 0 0 2(0.2)
those who have not yet reached that analysis visit (group F) (group G*) , _ , _ , ——
— Q AE, adverse event; MACE, major adverse cardiovascular event; NMSC, non-melanoma skin cancer. Includes patients from the start of their first dose of ritlecitinib.
E\i 80 - < 80 - *Includes patients with alopecia areata who received any dose of ritlecitinib in ALLEGRO-2a, ALLEGRO-2b/3, ALLEGRO-LT, and ALLEGRO-2a safety study from the start of their first dose of ritlecitinib.
« Data are reported to the cutoff date of December 9, 2022 o e 'Adjudicated safety events.
g S * MACE was defined as defined as a composite of death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke.
- Efficacy data are shown up to Month 24 due to missing data at later timepoints 2 60 - 51.1% & 60 - c0.8%
o = °
£ =
3 40 > 40 _ . R ——— e e o
) - V) - e LT .[ /o
- won £ ) WM CONCLUSIONS
E 20 —e— QObserved C‘LU 20 - - —e— QObserved
--2-- LOCF --4-- LOCF o e 0 o o o o o o o
’ . Ritlecitinib 50 mg (with or without a 200 mg loading dose) demonstrated clinically meaningful and
0 I I I I I 1 0 I I I I 1 I I I I - 1 -—
A A sustained clinician- and patient-reported efficacy through Month 24
No.of patients Month No.of patients Month . Ritlecitinib was well tolerated over 24 months; the safety profile was consistent with the primary
Observed 181 178 168 170 161 149 146 141 Observed 183 178 168 164 148 140 128 120
LOCF 194 194 194 194 194 193 193 193 LOCF 191 191 191 191 191 191 191 191 ALLEGRO phase 2b/3 StUdy
LOCEF, last observation carried forward; SALT, Severity of Alopecia Tool. . _ 1 1Fini 1 1 1
*Data while on placebo were not included in this analysis; data from patients in Groups F and G were re-baselined from the start of treatment with ritlecitinib. These data Support the Iong term USE Of rltleCItInlb In patlents aged 21 2 yea s Wlth SEVEre AA

"Number of patients with valid data at that analysis visit.
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