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SYNOPSIS RESULTS

* Alopecia areata (AA) is an autoimmune disease that is characterized by patchy or complete . . e . . .. Ri ege o
. . . . " . . itlecitinib exposure by month Laboratory measures
nonscarring hair loss on the scalp, with or without additional loss of facial and/or body hair! Baseline characteristics and patient disposition For the ritleciti ’IfSO 23; 56.4% of adol d for 536 N y
ol e . I L  The any-ritlecitinib group included 181 adolescents (76 de novo), of whom 172 were * For the ritlecitini mg + mg group, 56.4% of adolescents were exposed for 236 months :
* Ritlecitinib, an oral, selective dual JAK3/TEC family kinase inhibitor, demonstrated , yr b group . ( ) d 24.4% for 248 ths (Fi 2 Table 5. CTCAE grade =2 hematological parameters
- : : ; : included in the ritlecitinib 50 mg £ 200 mg loading dose group (Table 1) an 470 Tor 246 montns (Figure
efficacy and safety in patients =12 years of age with AA in the ALLEGRO phase 2b/3 study ] S
up to 48 weeks?2? Table 1. Baseline characteristics Figure 2. Ritlecitinib exposure by month L :ffmg Any-ritlecitinibt
» N=181
Ritlecitinib 50 mg Any-ritlecitinib' 35.0 A 320 33.7 Parameter, CTCAE grade, n (%) (N=172) ( )
OBJ ECT'VE *200 mg** (N=181) 9 ® Ritlecitinib 50 mg + 200 mg*!
(N=172) ~ 30.0 A m Any Ritlecitinib Anemia (hemoglobin) Grade 2: <8.0-10.0 g/dL 5(2.9) 5(2.8)
* This updated |ptegra’Fed safety analysis evaluated ritlecitinib treatment for up to ~§ years in Age, mean (SD), years 14.8 (1.6) 14.9 (1.6) -
adolescents with AA in the ALLEGRO phase 2b/3 (NCT3732807) study and/or ongoing Female, n (%) 92 (53.5) 98 (54.1) 2 2.0 . Grade 2: <1000-1500/mm3 10 (5.8) 16 (8.8)
ALLEGRO-LT phase 3 (NCT04006457) study Race, n (%) b4 200 :eutropl':l count
: .0 1 ecrease
White 117 (68.0) 122 (67.4) © Grade 3: <500-1000/mm?3 3(1.7) 3(1.7)
METHODS Asian 34(19.8) 36 (19.9) S 150 144
g'f;k 144((28'31)) 155((28'8?;) £ 0o ) Grade 2: <500-800/mm3 26 (15.1) 28 (15.5)
1 er . . 10.0 A Lymphocyte count
Q. ymphocy
Patients Not reported 3(1.7) 3(1.7) o decreased
» Adolescents (aged 12-17 years) who received 1 or more ritlecitinib dose(s) in ALLEGRO-2b/3 Height, mean (SD), cm 164.1 (10.4) 164.2 (10.3) & 50 5 Grade 3: <200-500/mm? 3(1.7) 3(1.7)
and/or ALLEGRO-LT up to ~5 years were included (Figure 1) Weight, mean (SD), kg 61.0 (15.5) 60.9 (15.5) 0.0 -
: : 0 0.0 - CTCAE, C Terminology Criteria for Ad Events.
* Two adolescent treatment groups were analyzed: A.:)altlel"lts ‘NI'ItIZUAT/Al'J' n (/°)| S0 L) e <6 >S6to<12 >12to<18 >18to<24 >24to<30 >30to<36 >36to<48 >48to <66 *Pa;c\ierr]\ts?'zzqislgd fi'rclr:e!:c?t?n(i)g);o %:drclfncoerlcliailvyexiih \(/)err\]/visthoutan initial 4-week 200 mg loading dose. 'The analysis groups are not additive and are overlapping populations,
, alopecia totalis; AU, alopecia universalis. with the any ritlecitinib group including all patients.
— ”Any-ritlecitinib" group: Adolescents who received any ritlecitinib dose in ALLEGRO-2b/3 *P.atienF:s received'rﬁtl'ecitinirt)) 50 mg once daily with or without an initial 4-week 200 mg loading dose. "The analysis groups are not additive and are overlapping populations, Month ’ oo S
. with the any-ritlecitinib group including all patients. on S
and/or ALLEGRO-LT (1 O mgl 30 mgl 50 mgl 200/30 mgl or 200/50 mg once dally [QD]) *Patients received ritlecitinib 50 mg once daily with or without an initial 4-week 200 mg loading dose. *The analysis groups are not additive and are overlapping populations, oo . . .
“Ritlecitinib 50-ma + 200 ma” Adol s wh ived ritlecitinib 50 ma QD with Table 2. Patient disposition with the any ritlecitinib group including all patients Table 6. Laboratory test abnormalities (without regard to baseline abnormality)
— IKiecitini -mg < mg group: olescents wno recelved ritiecitini mg Wi ¢
or without an initial 4-week 200 mg QD loading dose in ALLEGRO-2b/3 and/or ALLEGRO-LT Ritlecitinib 50 mg R Adverse events Ritlecitinib 50 mg
+200 mg*t Any-ritlecitinib? £ 200 mg** Any-ritlecitinib
. . . + N=181 . . . . . L e . . . s it _
Figure 1. Analysis populations (N=172) ( ) Serloys infections: In the any-ritlecitinib group, serious |nfec't|ons were.appendlcms | n (%) NZi73) (N=181)
Ongoing at the data cut date TR SETa (2 patients; 1 on 30 mg and 1 on 50 mg), COVID-19 pneumonia and septic shock (1 patient,
Any-ritlecitinib (up to 66 months) Completed §O mg), osteom.yelitis (1 patient, 50 mq), latent tuberculosis (1 patient, 50 mg), urinary tract AST >5x ULN 2(1.2) 2(1.1)
Completed the study 3(1.7) 7(3.9) infection (1 patient, 50 mg)
Adolescents who received 1 or more ritlecitinib dose(s) in ALLEGRO-2b/3 and/or i , , ,
() Removed from the study per protocol as commercial 60 (34.9) 60 (33.1) « All serious infections recovered/resolved ALT >5x ULN 2(1.2) 3(1.7)
ALLEGRO-LT up to 66 months drug became available
N U S Discontinued 83 (48.3) 88 (48.6) * No deaths, opportunistic infections, herpes zoster, malignancies, cardiovascular, or
iIitiecitini mg x m iaibili itari . . .
g g Q‘E’;O”ger meets eligibility criteria* 4130((255;;) 4131 ((263'1*;) thrombotic events were reported in adolescent patients T U8, 201
This subgroup of the any-ritlecitinib group included adolescents who received . ; : . : o I
ritlecitinib 50 mg + 4-week 200 mg QD loading dose Lack of efficacy 9(5.2) 9(5.0) The median change from basell'ne in §t.::\ndard deviation scores for BMI was zero and LDL cholesterol (mg/dL), >1.2x ULN 6 (3.5 6(3.3)
Lost to follow-up 8(4.7) 9(5.0) ranged from -0.3 to 0.3 for the ritlecitinib 50 mg £ 200 mg group and -0.4 to 0.3 for the any
Withdrawal by patient 7 (4.1) 8(4.4) . cee e T . .
Pregnancy T T ntIgcmnljb group at 2 years (Day 720), indicating that changes in BMI were small and age CPK (U/L), >5x ULN-10x ULN 6 (3.5 7 (3.9)
o i and gender appropriate
/ALLEGRO-ZbIB: ) (ALLEGRO-LTﬁ: ) Ehysmlan dl.eC|S|on o 1 Eg:i ? E;Q g pPpProp
e Patients with AA with >50% SHL and current . R:ollo.vter.patients from ALLEGRO-2b/3; received Oto:;omp lahce with study drug 1 (0.6) 1 (0.6) Table 4. Overview of AEs CPK (U/L), >10.0x ULN 6 (3.5) 7 (3.9)
AA episode duration of 6 months to 10 years ritlecitinib 50 mg QD in ALLEGRO-LT : :
o Patients received ritlecitinib 50 mg or 30 mg e Denovo patients in ALLEGRO-LT had >25% SHL ﬁrEr;:2:/1(::;(;Se\g:g:;s:\aE;:ir(i)(:l;ijzi\{f;saenzvaegzsz';::;';r:c;csi;/sgl;ittilgzsltlirx:::hsghzgnt;nrciﬁ:lcai\'iclii/“\/t\)/i;?:ljp\:s/iir:rc\ﬁjlgisg ;T:tgt:rﬁffpi?gggylE?:tiggo?f:r}ﬁnuation criteria for Ritlecitinib 50 mg + 200 mg*_r Any-ritlecitinib* ALT, ala.nine aminotr§n§ferase; AST, aspartate aminotransferase; CPK, creatinine phosphokinase; HDL, high-density lipoprotein; LDL, low-density lipoprotein; LLN, lower limit of
(i 4-week 200 mg QD Ioading dose), or10 and current AA episode duration of 6 months to adolescents in ALLEGRO-LT required =50% improvement in SALT score by Month 3 for rollover adolescents and SALT score <20 by Month 6 for all adolescents. (N_1 72) (N=181) ngr?al,tULN, L‘Jpr;er"lcim{tt‘ofig?jromal. dailv with ithout an initial 4 K 200 loadina d Th Ivsi t additi d labDi lati
for 24 or 48 ks* 10 vears: received ritlecitinib 50 mag with an initial SPer study protocol, treatment discontinuation and participant withdrawal from the study were required for the following AEs: serious infections (defined as any infection = = atients receved riiecttinib 55 mg once daily with orwithout an initial 4-wee Mg foading dose. ihe analysis groups are not additive and are overiapping popuiations,
mgfor or weeks y ! . g 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, with the any ritlecitinib group including all patients.
\ / \ 4-week 200 mg QD Ioadlng dose j 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. IR* (95% Cl) n (%) PY IR*¥ (95% CI)
AA, alopecia areata; SALT, Severity of Alopecia Tool; SHL, scalp hair loss; QD, once daily. h ( ) ( ) ( ) ( )
*In ALLEGRO-2b/3, after week 24, ritlecitinib grou tinued their 50-, 30-, or 10- int doses f ther 24 weeks, and patients initially assigned to placeb H H P Participants with AEs 144 (83.7 98.5 146.3(123.8,171.7) 158(87.3 994 158.9(135.5,185.2
switched to rflectinib 50 mg QD (£4-week 200 mg QD loading dose) at Week 24 for 24 weeks. Data cutofffor the ongoing ALLEGROLLT was 25 June 2024, ‘ALLEGROLT Duration of ritlecitinib exposure cpants
required =50% improvement in SALT score by Month 3 for rollover adolescents from ALLEGRO-2b/3 and SALT score <20 by Month 6 for all adolescents. e In the r|t|ec|t|n|b 50 mg + 200 mg group median r|t|eC|t|n|b exposure was 11115 days Participants with SAEs 10 (5.8) 4731 2.3(1.2,4.2) 13(7.2) 477.8 2.7 (1.5,4.5) o o o
St t. t. I I (427.2 total PY) (Table 3)_ Most frequent AEs (in >10% of patients) w CONCLUSIONS
atisticar anaiyses Headache 32(186) 3623  87(61,122)  41(227) 38  10.6(7.7,143)
* Data are from the start of the patients’ first dose of ritlecitinib Table 3. Duration of ritlecitinib treatment Acne 33(19.2) 3559 9.4 (6.6, 13.1) 40(22.1) 3904 10.3 (7.4, 13.8)
—_— i i i itini + i ARS-CoV-2 iti 4 (19. 73.2 N 4,12, 4 (18. 417. 1(5.7,11.2 . PR .
For all patients in the ritlecitinib 50 mg + 200 mg group, Day 1 of exposure was the first day Ritlecitinib 50 mg S PARS-COVE2 test postive 4098 3732 910064126  34(188 o 8167112 * Longer-term use of ritlecitinib for up to ~5 years in adolescents
of the ritlecitinib 50 mg dose (or the 200 mg loading dose), even if some patients received +200 mg*' Any-ritlecitinibt Nasopharyngitis 25(14.5)  387.3 6.5 (4.3,9.5) 29(16.0)  414.2 7.0 (4.8,9.9) ith AA Il tolerated
placebo or other ritlecitinib doses in ALLEGRO-2b/3 before switching to ritlecitinib 50 mg (N=172) b=l Oropharyngeal pain 23(134) 4014 5.7 (3.7,8.5) 27 (14.9)  437.8 6.2 (4.1,8.9) Wi was WEll tolerate
— For patients in the any-ritlecitinib group, events were evaluated from the start of the Upperiesplriony e medlsn  22(1z: s 502584 e asle 2o Bl : :
patien y-ritiecitinib group XD (TR CETE 207.2(5258) 950.5(531.0) Pvrexia 20(116) 4061 5003176 21(16) 4503  47(3.0,7.0) e The updated, longer-term cumulative safety data in adolescents
patients’ first dose of ritlecitinib Median (Q1, Q3), days 1111.5 (360.5, 1333.5) 1169.0 (420.0, 1434.0) 4 : : — : : — : :
« The data cutoff date was 25 June 2024 = — e asinads Nausea 20(116) 4017 50(31,76)  21(116) 4451 47(30,7.) demonstrated no new safety signals compared to the previously
« Safety data were summarized descriptively using counts and percentages for adverse rangs, days B DR AEs of speclal interest presented data cut and support ritlecitinib use in adolescents
L. ) Total PY 427.2 471 Serious infections 5(2.9) 440 1.1 (0.4, 2.5) 6(3.3) 481.3 1.3(0.5, 2.6)
events (AEs) and lab abnormalities in each analysis group
.. . . . PY, patient years; Q1, first quartile; Q3 third quartile. AE, adverse event; IR, incidence rate; PY, patient years; SAE, serious adverse event.
° The |nc|dence rates (|Rs) Of AES were Calculated us|ng StUdy‘Slze We|g hts and 95% *Patients received ritlecitinib 50 mg once daily with or without an initial 4-week 200 mg loading dose. fThe analysis groups are not additive and are overlapping populations, *Patients received ritlecitinib 50 mg once daily with or without an initial 4-week 200 mg QD loading dose. 'The analysis groups are not additive and are overlapping
with the any ritlecitinib group including all patients. populations, with the any ritlecitinib group including all patients. $Study-size adjusted results per 100 PY and mid-p gamma intervals.

confidence intervals (Cls) using the mid-p Gamma method and are reported per
100 patient-years (PY)
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