Evaluation of Response to Ritlecitinib Treatment Based on SALT Improvement Scores
in Patients with Alopecia Areata: Post Hoc Analysis of the ALLEGRO Phase 2b/3 Study
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BACKGROUND

 Alopecia areata (AA) is an autoimmune disease that has an underlying immunoinflammatory pathogenesis and is RES U LTS
characterized by nonscarring hair loss ranging from small bald patches to complete loss of scalp, face, and/or body hair! ] o o .
« Ritlecitinib, an oral JAK3/TEC inhibitor, demonstrated efficacy and safety in patients aged =12 years with AA in the * At baseline, mean SALT scores ranged from 90.0 to 93.0 and were generally consistent across treatment groups (Table 1) Figure 3. Response based on % improvement from baseline in SALT scores over time
ALLEGRO phase 2b/3 trial (NCT03732807)? : : : :
g Table 1. Baseli h _y SALT,, (50% improvement in SALT score) SALT._, (75% improvement in SALT score)
- Significant improvements in the proportion of patients with Severity of Alopecia Tool (SALT) score <20 (<20% scalp able 1. Baseline characteristics Week 48:
without hair) at Week 24 (primary endpoint) were observed in active ritlecitinib treatment groups vs placebo (P<0.001)’ 55.2% Week 48:
Ritlecitinib QD* Week 24 53 7% 46.4%
- Ritlecitinib was also found to have significantly higher SALT score <10 (10% scalp without hair) response rates than 42.7% 47'7; Week 24- 39'50/
placebo at Week 24 (secondary endpoint) 200/50 mg 200/30 mg 50 mg 30 mg Placebo’ 39.5% 451 0/0 31.5% 36.1 °/0
(n=132) (n=130) (n=130) (n=132) (n=131) 80 - 36.4% oD 80 - 7 17
| S0 40, 43.4% | 22.6% 32.3%
OBJECTIVE Age ' . 0T 31.2%
£  60- £, 60- 13.5%
 To evaluate responses to ritlecitinib treatment based on predefined SALT improvement categories from baseline Mean (SD), years 35.5(15.0) 34.4(13.8) 32.4(13.4) 33.7 (14.8) 34.0 (15.0) % °\O _ ] . il
to Weeks 24 and 48 - 55
12-17 years, n (%) 20 (15.2) 19 (14.6) 18 (13.8) 20 (15.2) 19 (14.5) cx 407 c S 40 -
o —
S | £ < _
METHODS >18 years, n (%) 112 (84.8) 111 (85.4) 112 (86.2) 112 (84.8) 112 (85.5) 5% 20 = 20
o - o -
N o
Study design Female, n (%) 81 (61.4) 85 (65.4) 71 (54.6) 80 (60.6) 86 (65.6) - ] ]
-— '— | 1 :
e The ALLEGRO phase 2b/3 trial was an international, randomized, double-blind, placebo-controlled, combined White, n (%) 92 (69.7) 90 (69.2) 79 (60.8) 91 (68.9) 94 (71.8) 0 S - - - - - - - - - - 0- . . . . . . .
dose-ranging and pivotal study (Figure 1) 0 4 8 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40 44 48
) o ) o _ ) ) Patients with AT/AU, n (%)* 60 (45.5) 60 (46.2) 60 (46.2) 60 (46.2) 60 (45.8)
 Patients initially received daily ritlecitinib (£ a 4-week 200-mg daily loading dose): 200/50, 200/30, 50, 30, or 10 mg Week Week
(10 mg assessed for dose ranging only) or placebo for 24 weeks Baseline SALT score, mean (SD : :
: J . Ing . 4 . p. . . . " n (D) SALT,. (90% improvement in SALT score) SALT,  (100% improvement in SALT score)
e During the 24-week extension period, ritlecitinib groups continued on 50-, 30-, or 10-mg maintenance doses, All patients 90.3 (15.1) 90.5 (14.3) 90.3 (14.7) 90.0 (15.1) 93.0(11.5) N 100
and patients initially assigned to placebo switched to 200/50 or 50 mg daily ; ' ' ' ' ' ' ' ' ' '
- o Non-AT/AU* 82.2 (16.5) 82.4 (15.4) 82.0(15.9) 81.5 (16.3) 87.0(12.9) Week 48:
Key eligibility criteria 80 - ook o1 31.0% 80 -
i i eek 24: 0
 Patients were aged =12 years with a diagnosis of AA and =50% scalp hair loss, including alopecia totalis and alopecia LT CE TS RO S T (B PR S ) 32027) SOl 3:2(27) 7 18.6% gggéz 7 Week 48:
universalis, and a current AA episode duration of 6 months to 10 years AA, alopecia areata; AT, alopecia totalis; AU, alopecia universalis; QD, once daily; SALT, Severity of Alopecia Tool. % 60 - 12.1% 23.1% ‘2 . 60 - Week 24: 14.0%
*Ritlecitinib 10 mg was assessed for dose ranging only; data are not shown. -% = | 10.7% 29 1% -% O\a i 7.3% 10.8%
. . *Placebo for 24 weeks and then ritlecitinib 200/50 mg or 50 mg QD. .8 B = 4.8% 10.4%
Flgure 1. StUdy deSIQn *Participants in the AT/AU category had SALT scores of 100 (complete scalp hair loss) at baseline (regardless of the category in the AA history case report form). 2 :tl 2 Z(' 40 A 2.5% 7.4%
'-CE) C_/C) _% (2 1 1.5% 4.9%
Placebo-Controlled (24 Weeks) e 8% |
SALT score improvement from baseline up to Week 48 x g 20 0% : |
- , : i— 'if-':vl
Screening and : i ) « Across all ritlecitinib dose regimens tested for efficacy (200/50 mg, 200/30 mg, 50 mg, and 30 mg), a greater proportion of patients had rFe _/”gﬁr’) —
Randomizati Loading Maintenance Extension SALT  SALT  SALT SALT  Week 24 lacebo (Fi 2) 0- 1 ; . . ; . .
ar(|350r[r)nazas)|on (4 Weeks) (20 Weeks) (24 Weeks) sof St o0 OF 100 FESPONSE at VWee Vs placebo (Figure 0O 4 8 12 16 20 24 28 32 36 40 44 48
y - At Week 24, 29-43% of patients in the ritlecitinib arms had a 50% improvement in SALT score, with some patients reaching Week Week
< > < > < > < > 100% improvement

. . , _ _ _ . —— Ritlecitinib 200/50 mg QD (N=132) —*— Ritlecitinib 30 mg QD (N=132)
n=132 « The proportion of patients with SALT score improvements continued to increase through Week 48 (Figures 2 and 3) —+— Ritlecitinib 200/30 mg QD (N=130) —* Placebo — Ritlecitinib 200/50 mg QD (N=65)*
- At Week 48, 34-55% of patients had a 50% improvement in SALT score, and 3-14% of patients had a 100% improvement —— Ritlecitinib 50 mg QD (N=130) Placebo — Ritlecitinib 50 mg QD (N=66)*
n=130 | L AN Rit 30 mg QD Rit 30 mg QD | | | | o . o
QD QD, once daily; SALT, Severity of Alopecia Tool; SALT, . .. ... 50%/75%/90%/100% improvement from baseline in SALT score. N indicates the number of patients in each

treatment group at baseline. Error bars are 95% Cl.

n=130 it gODmg Rit 50 mg QD Rit 50 mg QD Figure 2. Response based on % Improvement from baseline in SALT score at Weeks 24 and 48 *Patients received placebo until Week 24 and then received ritlecitinib treatment (200/50 or 50 mg QD) from Week 24 to Week 48.
n=132 - Rit 30 mg QD Rit 30 mg QD 80 Safet
el Week: 24 48 y

Screening
Randomization

=63 Rit 10 mg Rit 10 mg QD Rit 10 mg QD BN Ritlecitinib 200/50 mg QD « Over 48 weeks of treatment, the most frequent adverse events (AEs), with no evident dose response, were upper respiratory tract
QD 70 7 ] Ritlecitinib 200/30 mg QD infection, nasopharynagitis, and headache
1=65 Rit 200/50 mg QD . 539 55% I thlecitin?b 50 mg QD « Most AEs were mild or moderate in severity, 12 serious AEs were reported, and 26 patients permanently discontinued treatment due
n=66 g o\° 459% 46% B Placebo — R!tlec!t!n!b 200/50 mg*QD « Overall, there were 8 cases of herpes zoster infection, 4 serious infections, 2 malignancies (both breast cancer), and 1 pulmonary
% g T 4_3_% Placebo — Ritlecitinib 50 mg QD embolism; no major adverse cardiovascular events, deaths, or opportunistic infections were reported
| | | | | | | | | | | 1 Q 8 50 ] 40%
BL 2 4 8 12 18 24 26 28 34 40 48 % ~
<C
Study Week 2w 0
BL, baseline; QD, once daily; Rit, ritlecitinib. GC_) c 40 31% 30% " N. T. CO N C LU S I o N S
-g % 24% 23% M
Y— 0 0,
Qutcomes 23 a0- ‘w1 Ritlecitinib led Ip hai h ks of
« In this post hoc analysis, the proportions of patients with 50%, 75%, 90%, and 100% improvement from baseline in -g g_ > [RIBETD WreelimeEiic [ee) 1o Se o el (G el 4.8 MTEEhs el iz ImeEmt
. (@) (0}
SALT score (SALT,, SALT,, SALT,, SALT , respectively) were assessed at Weeks 24 and 48 = £ 20 - 14% 11% - At Week 24, up to 43% of patients had a 50% improvement in SALT score; a small proportion of patients had 100%
o 0 9
- SALT score assesses the amount of scalp hair loss with scores ranging from 0 (no scalp hair loss) to 100 - 10% Improvement
(complete scalp hair loss) 7% . .
10 - 50 39, - Further improvements were seen after Week 24; by Week 48, up to 55% and 14% of patients showed a 50% and
- SALT_denotes X% improvement in SALT score from baseline 1 ° 100% improvement in SALT score, respectively
Statistical analysis 0- . Ritlecitinib had an acceptable safety profile over 48 weeks
« Descriptive analyses were used to evaluate proportions of patients with SALT,_, SALT__, SALT_, and SALT,  at SALT,, SALT, SALT,, SALT,,
Weeks 24 and 48 « Various SALT improvement categories, including SALT, , SALT_, SALT_, and SALT. , may help facilitate discussion of
QD, once daily; SALT, Severity of Alopecia Tool; SALT, . o0 100 20%/75%/90%/100% improvement from baseline in SALT score. treatment progress in patients with AA

e 95% Cls were calculated based on normal approximation ercentages and error bars are 95% Cl at Week 48
0 .

« Patients with missing data due to COVID-19-related reasons at specified time points were excluded; patients with *Patients received placebo until Week 24 and then received ritlecitinib treatment (200/50 or 50 mg QD) from Week 24 to Week 48.
missing data due to reasons unrelated to COVID-19 were considered nonresponders
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