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Abstract

This subgroup analysis of the ALLEGRO phase 2b/3 study (NCT3732807) assessed
the efficacy and safety of multiple doses of ritlecitinib, an oral JAK3/TEC family kinase
inhibitor, in Asian patients with alopecia areata (AA). Patients aged >12 years with AA and
>50% scalp hair loss received once-daily ritlecitinib 50 or 30 mg (with or without 4-week
200-mg loading dose [“200/50" or “200/30"]) or 10 mg or placebo for 24 weeks, followed
by a 24-week extension, in which patients initially assigned to placebo switched to 200/50
or 50mg. In this subgroup analysis, Asian patients with response based on achieving a
Severity of Alopecia Tool (SALT) score <20, SALT <10, >2-grade improvement or normal
score on the eyebrow assessment (EBA) scale, and >2-grade improvement or normal
score on the eyelash assessment (ELA) scale were evaluated through week 48. Safety
was monitored throughout. In total, 186 Asian patients were randomized to ritlecitinib
200/50mg (n=33), 200/30mg (n=28), 50mg (n=43), 30mg (n=34), 10 mg (n=17),
placebo to 200/50mg (h=14), or placebo to 50mg (h=17). The proportions of patients
treated with ritlecitinib 230 mg achieving a SALT score <20 response were 9.1%-36.4% at
week 24 vs 0% for the 10-mg group and 3.2% for placebo. At week 48, 26.5%-55.6% of
patients treated with ritlecitinib 230 mg achieved a SALT <20 response. At week 48, the
proportions of patients treated with ritlecitinib 230 mg with EBA response were 41.9%-
71.1% and with ELA response were 40.7%-57.9%. The most common adverse events were
nasopharyngitis, folliculitis, upper respiratory tract infection, and urticaria. No serious or
opportunistic infections, major adverse cardiovascular events, thromboembolic events,
malignancies, or deaths were reported. Ritlecitinib demonstrated clinical efficacy and
acceptable safety over 48 weeks in Asian patients 212 years with AA and 250% hair loss.
Results for the Asian subpopulation were consistent with the overall population in the
ALLEGRO-2b/3 study.
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1 | INTRODUCTION

Alopecia areata (AA) is an autoimmune disorder with an underlying
immuno-inflammatory pathogenesis, caused by inflammation in the
lower region of the hair follicle leading to damage to the hair folli-
cle.r* Interferon gamma (IFN-y) is one of the key factors involved
in the collapse of hair follicle immune privilege.® This in turn leads
to an aggregation of immune cells around the lower hair follicle,
including CD4" (T-helper) cells, CD8" cells, and natural killer (NK)
cells.>™® This attack on the hair follicle ultimately leads to nonscar-
ring hair loss. This can present as patchy scalp hair loss, complete
loss of scalp hair (alopecia totalis [AT]), or total loss of hair on the
scalp, face (eyebrows, eyelashes, beard, etc.), and body (alopecia
universalis [AU]). AA can affect adults and children across all ages,
races, and sexes.” 11

Many patients with AA, of all ages, experience psychological
health issues, including an increased incidence of anxiety and de-
pressive disorders.'? Other psychological issues include reduced
self-esteem, impaired sleep quality, and problems concerning social
relations.>13-18

AA is estimated to affect approximately 2% of the global pop-
ulation'”; however, data on the prevalence of AA in countries
across Asia are limited. One study conducted between 2007 and
2008 across six provinces in China estimated the prevalence of
AA to be 0.24%,%° while studies in Japan have reported preva-
lence estimates of 1.45%-2.5%.21?2 While AA can occur in people
of all races, studies investigating whether AA disproportion-
ately occurs in certain subgroups have shown contradictory re-
sults. 2191123 One study conducted in the UK found a threefold
higher incidence of AA in people of Asian origin compared with
those who were White.?*

Patients with AA, especially severe AA, may require long-term
systemic therapy. However, there has historically been a lack of
long-term effective and safe systemic treatments indicated for
AA. Treatments for AA have been historically mostly adminis-
tered off-label and include topical corticosteroids, intralesional
corticosteroid injections, systemic corticosteroids, oral cortico-
steroids, and contact immunotherapy.®?°-2® However, many of
these treatments show variable clinical responses. Furthermore,
oral corticosteroids are associated with significant adverse events
(AEs) such as decreased bone density, infections, edema, changes
in blood pressure, and decreased bone growth among adolescents
(among others). As such, oral corticosteroids are not suitable for
long-term use.®27734 Recently, the Janus kinase (JAK) 1/2 inhibitor
baricitinib was approved in a number of countries, including the
USA, Europe, Japan, and China, for the treatment of adults with
severe AA.%

Ritlecitinib is a highly selective oral JAKS3 inhibitor that also se-
lectively inhibits all five members of the tyrosine kinase expressed in
the hepatocellular carcinoma (TEC) kinase family (Bruton tyrosine ki-
nase [BTK], bone marrow kinase on the X chromosome [BMX], inter-
leukin[IL]-2 inducible T-cell kinase [ITK], tyrosine kinase expressed
in T cells [TXK], and TEC).%¢-%8 Via inhibition of JAK3, ritlecitinib was

shown to inhibit the signaling of the y-chain inflammatory cytokines,
including interleukin (IL)-2, IL-4, IL-7, IL-15, and 1L-21.%° A reduction
in IL-2 signaling reduces the downstream signaling of the T-cell re-
ceptor, thus preventing the generation of autoreactive CD8* T cells
that are central to the pathogenesis of AA.*%"*3 At the same time,
ritlecitinib inhibition of TEC family kinases results in inhibition of
CD8™" T cell and NK cell cytolytic activity as measured by reductions
in CD107 and IFN-y, and inhibits antigen receptor signaling in B cells
as measured by CD69 expression.37 In a biopsy substudy conducted
during the 24-week placebo-controlled period of the ALLEGRO
phase 2a clinical trial, ritlecitinib suppressed inflammatory T cells (by
significantly decreasing CD3" and CD8" T-cell counts) and reduced
expression of inflammatory biomarkers such as IL-9, IFN-y, CCL18,
and CXCL10.%

Ritlecitinib was evaluated in the ALLEGRO phase 2b/3 study
(NCT03732807), in which it demonstrated efficacy and an accept-
able safety profile in patients aged 212years with AA with 250%
scalp hair loss.** These positive results from the ALLEGRO study led
to the approval of ritlecitinib 50mg in 2023 in the USA and Europe
for the treatment of adolescents and adults with severe AA. In the
same vyear, ritlecitinib 50mg was approved in Japan for the treat-
ment of AA (limited to intractable cases involving widespread hair
loss) and it is also the first new drug approved in China for adoles-
cents and adults with severe AA. This subgroup analysis specifically
evaluated the efficacy and safety of ritlecitinib in Asian patients
from the ALLEGRO-2b/3 study.

2 | METHODS

2.1 | Study design

The design and primary results of the ALLEGRO-2b/3 study were
previously reported.** ALLEGRO phase 2b/3 was an international,
randomized, double-blind, placebo-controlled, combined dose-
ranging and pivotal trial. Patients were randomized (2:2:2:2:1:1:1)
to one of the following ritlecitinib treatment regimens: 50 or 30 mg
(with or without a 200-mg once-daily [QD] loading dose for the
initial 4 weeks, referred to as “200/50” or “200/30"), or 10mg, or one
of two placebo groups for 24 weeks (Figure S1). The 10-mg group
was assessed for pharmacokinetic and dose-ranging purposes only.
During a subsequent 24-week extension period, ritlecitinib groups
continued with their initial dose (50-, 30-, or 10-mg) and patients
who were initially randomized to placebo during the dose-ranging
period switched to ritlecitinib 50mg QD with or without a 200-mg,
4-week loading dose.

2.2 | Patient population

The study included patients 212 years of age with a clinical diagno-
sis of AA with 250% scalp hair loss, with no other etiology of hair
loss, a current episode of hair loss <10years, and no terminal hair



605

THE JOURNAL OF

DERMATOLOGY

@

ZHANG ET AL.

‘(48D AJoasly Y a3 Ul A10891e2 2y} Jo Ssa|p.esad) auljaseq 1e %00T> 0 24095 1 TVS ‘NY-Uou/|\-UON,
44D AJOISIY YV U3 Ul NV 4O 1Y/ SB PRIJISSE|d J0U 19M OUM BUI[aseq 38 %00T 4O 24035 1TVS & YHM Sjualied,

"4¥D AJO}SIY Y 2Y} UO paseq aJam sa1108a3edqns N pue | (44D A103sly vy 343 Ul A10Sa3ed ay3 Jo ssa|pJesal) auljaseq Je %00T 40 2400s | TVS € pey A10823ed NY/1Y Y3 Ul sjudijed,

‘UOIJBIASP pJepuE]ls ‘QS {001 e12ado|y 4O AJIDASS ‘ITVS ‘WJoy 34odal 3sed ‘4yD ‘sl|eslaAlun eppadole ‘Ny ‘si|e30} epadole ‘1Y ‘ejeale e1dadoje ‘v :SUOIIeIASIqqY

(5°T8) LT (009) T (1'89) 5 (T'8e)er (T L (0°09) £ (625) 6 >NV-Uou/|y-UoN
(z81)9 (Lone 0+ 9 (Lv1) S (CFANES 0 (697 gP31123ds JoN
T10 L Tz (€91 L (9°02) £ (8T1)C (€vn)C (r62) S nvy

(Té) e (Tee) 6 (911) 6 (592) 6 ('62) G (£'5€) S (8'11)C 1v

(s'8%) 9T (009) T (6'1¥) 8T (8'19) 12 (8'85) 0T (0°09) £ (TLv) 8 NV/LV

(%) U ‘yV 10 aposida Juaiind jo adA|
(96°€0)8C (£8'00)¥T (06°c0TE (66's0)€€ (L6°L0)6€ (T8'v0)SC (L6'€0)8C (98ued) uelpay
(0e)9¢ (rose (82)9¢ (90 6¢ (SO Ty (s2)ee (0e)ve (as) ueay
ISEEYS hw_uOm_n_w Jus4and ay3 Jo }asuo jo uonein g
(0£1°'€0) 29 (Tve‘00)8Y (Lv¥°'5°0)09 (LvT'00) 67 (9°€1°'8°0) 6F (sez‘'v0)8'8 (S9z°02) L9 (98ueJ) uelpay

(S¥) L9 (rL)oL (s TeL (L9 %9 ()19 (52)56 (69)€8 (as) ueay

sJ1eaA ‘sisouselp 9ouls uoljeanp aseasiqg

(L69) €T (629) 6T (8'8%) 12 (0'09) L1 (9L €1 (T£9)8 (Ly9) 11 sjewa4

(%) u‘x3s
(0¢eT 0 €)1 0 0 0 0 (%) u ‘sieak g9z
(8'¥8) 8¢ (0ss)te (0'c6) ov (c16)TE (¢'88) ST (0'00T) ¥T (0'001) LT (%) U ‘sieahgr=
(TS s (0's2) L (0s) ¢ (8'8)€ (8T1)C 0 0 (%) u‘sieah/1-2T
(0eT) 0°0€ (6T1) 06T (611)9°1€ (cor)oo¢ (cenvee (L9)e1e (¢L)86C sleak (@s) uesy
a8y
(ee=u) 3w0s/00C (8T=u) (er=u) (Pe=u)3woge (£1=u) (FT=u)3wos/00z (£1=u)3wog
quipspy  3wWOE/00Z qUIRRIY 8w g qIuRPaPY quipspy - 3wt quIaRY qIUINIRII € 0gadeld  qIURIDFNIM & 0gdde|d

‘sjualjed Uelsy Ul $D13S14930eIBYD 9SEASIP puk solydesSowap auljeseg T 319VL



ZHANG ET AL.

606 @ THE JOURNAL OF

4 DERMATOLOGY

regrowth within the previous 6 months. Exclusion criteria included
other causes of alopecia, clinically significant depression, previous
use of any JAK inhibitor, history of disseminated herpes zoster (HZ)
or disseminated herpes simplex, or recurrent localized dermatomal
HZ. This subgroup analysis included self-identified Asian patients,
defined as those of Asian descent in the overall ALLEGRO-2b/3
study population. Written informed consent was obtained from

each patient, parent, or patient's legal representative.

2.3 | Outcomes

The primary endpoint of the overall study was response based on
absolute Severity of Alopecia Tool (SALT) score <20 (<20% scalp hair
loss) at week 24. SALT assesses the amount of scalp hair loss with
scores ranging from O (no scalp hair loss) to 100 (complete scalp hair
loss). Clinician-reported outcomes included:

e proportion of patients with response based on an absolute SALT
score <20 (s20% of scalp without hair) through week 48

e proportion of patients with response based on an absolute SALT
score <10 (£10% of scalp without hair) through week 48

o change from baseline in absolute SALT score through week 48

e proportion of patients with 22-grade improvement from baseline
or a normal score on the eyebrow assessment (EBA) scale through
week 48 among patients without normal EBA at baseline

e proportion of patients with 22-grade improvement from baseline
or a normal score on the eyelash assessment (ELA) scale through
week 48 among patients without normal ELA at baseline.

EBA and ELA are 4-point scales ranging from O (none, or no eye-

brows/eyelashes) to 3 (normal eyebrows/eyelashes).

(a) SALT <20
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Patient-reported outcomes included the proportion of patients
with Patient Global Impression of Change (PGI-C) response of “mod-
erately improved” or “greatly improved” through week 48. PGI-C
is a self-reported, single-item scale in which patients rate the im-
provement or worsening of AA compared with the start of the study,
using a scale of seven responses ranging from “greatly improved” to
“greatly worsened.”

To assess safety, the occurrence of AEs was monitored through-
out the study. AEs of interest (including opportunistic infections
and cardiovascular, malignancy, neurological, and audiological
events) were reviewed by independent external adjudication com-
mittees using predefined criteria. Clinical laboratory parameters,
vital signs, electrocardiograms, physical findings, and other obser-

vations related to safety were also monitored throughout the study.

2.4 | Statistical analysis
Descriptive analyses were used to summarize efficacy outcomes
in Asian patients. For binary endpoints, the number of responders,
percentage, and 95% confidence interval (Cl) are presented. The Cls
were calculated based on normal approximation. For continuous
endpoints, a mixed-effect model with repeated measures was used.
This model included the factors (fixed effects) for treatment group,
visit, treatment-by-visit interaction, and relevant baseline value
when modeling the change from baseline. Estimates of least squares
(LS) mean values and the 95% Cls at each visit for each treatment
group were derived from the model.

Placebo groups were combined at week 24 for analyses and
referred to as the pooled placebo group. Patients with missing
SALT scores due to COVID-19-related reasons were excluded,

and patients with missing SALT scores due to other reasons were

(b) SALT <10
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FIGURE 1 Proportion of Asian patients from the ALLEGRO-2b/3 study with response based on (a) Severity of Alopecia Tool (SALT) score
<20 and (b) SALT score <10 at week 24. Cl, confidence interval; n, number of patients with SALT score <20 or <10 response; N1, number of
patients with valid data at week 24 (nonresponse for missing due to reasons unrelated to COVID-19, excludes missing due to COVID-19).

Percentage based on N1.
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FIGURE 2 Proportion of Asian patients from the ALLEGRO-2b/3 stu

dy with response based on (a) Severity of Alopecia Tool (SALT) score

<20 and (b) SALT score <10 over time to week 48. Cl, confidence interval; QD, once daily.

considered nonresponders. An analysis was conducted in which all
patients with missing data (EBA, ELA, and/or PGI-C) were consid-

ered as nonresponders regardless of the reason.

3 | RESULTS

3.1 | Patients

Of the total 718 patients randomized, 186 (25.9%) were of Asian descent
and were included in this analysis. Of these, 166 (89.2%) patients
completed the study and 20 (10.8%) discontinued; reasons for patient

discontinuation from the study are shown in Supporting Information
Table S1. In total, 146 patients were from East Asian countries or regions
including China (n=81), Japan (n=47), Taiwan (n=11), and Korea (h=7).

Baseline characteristics were generally similar across treatment
groups (Table 1). Of the total Asian population (n=186), mean (stan-
dard deviation [SD]) age was 30.6 (11.2) years, 76.9% were adults
aged 18-44vyears, and 10.8% were adolescents aged 12-17years.
Overall, 60.2% of patients were female. A total of 94 (50.5%) pa-
tients were classified as having AT/AU (defined as a SALT score of
100) and mean (SD) baseline SALT score ranged from 88.9 (15.1) to
93.4 (12.0) across treatment groups. No patients discontinued from
the study due to COVID-19-related AEs.
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FIGURE 3 Change from baseline in Severity of Alopecia Tool score over time to week 48 in Asian patients from the ALLEGRO-2b/3

study. Cl, confidence interval; QD, once daily.

3.2 | Efficacy

The primary endpoints of the ALLEGRO-2b/3 study in the overall
population were met.** In this subgroup analysis of Asian patients,
higher proportions of patients treated withritlecitinib 230 mg achieved
SALT score <20 response at week 24 (36.4%, 35.7%, 23.8%, and 9.1%
in the 200/50-, 200/30-, 50-, and 30-mg groups, respectively) versus
placebo (3.2%) (Figure 1a). Higher proportions of patients receiving
ritlecitinib 230mg also achieved response with the more stringent
endpoint of SALT score <10 at week 24 (27.3%, 21.4%, 21.4%, and
6.1% in the 200/50-, 200/30-, 50-, and 30-mg groups, respectively)
versus placebo (3.2%) (Figure 1b). At week 48, the proportions of
patients with SALT <20 response were 48.5%, 55.6%, 51.2%, and
26.5% in the 200/50-, 200/30-, 50-, and 30-mg groups, respectively
(Figure 2a), and with SALT <10 response were 45.5%, 40.7%, 37.2%,
and 26.5%, respectively (Figure 2b). Among patients who switched
from placebo to ritlecitinib 200/50 or 50mg at week 24, 21.4% and
23.5% had a SALT score <20, respectively (Figure 2a), and 21.4% and
17.7% had a SALT score <10, respectively, at week 48 (Figure 2b).

LS mean change from baseline in SALT score demonstrated a
dose-dependent effect: at week 48, estimated LS mean change in
SALT score from baseline was -56.4, -54.8, -52.9, -38.3, and -27.2
for the 200/50-, 200/30-, 50-, 30-, and 10-mg groups, respectively
(Figure 3). Among patients who switched from placebo to ritlecitinib
200/50 or 50mg at week 24, the mean change in SALT score from
baseline at week 48 was —-39.0 and -45.8, respectively.

Among patients without normal EBA at baseline, the proportions
of patients who achieved 22-grade improvement from baseline at
week 24 were 48.2%, 36.4%, 43.2%, and 20.0% for the ritlecitinib
200/50-, 200/30-, 50-, and 30-mg groups, respectively, versus 8.3%
and 7.1% in the placebo groups (Figure 4a). The proportion of pa-
tients with EBA response increased between weeks 24 and 48 in the

200/50-, 200/30-, 50-, and 30-mg groups; at week 48, 59.3%, 61.9%,
71.1%, and 41.9% of patients achieved EBA response. Among patients
who switched from placebo to ritlecitinib 200/50 or 50 mg at week 24,
33.3% and 50.0% achieved EBA response, respectively, at week 48.

Among patients without normal ELA at baseline, the proportions
of patients who achieved 22-grade improvement from baseline at
week 24 were 37.0%, 40.0%, 43.8%, and 34.6% for the ritlecitinib
200/50-, 200/30-, 50-, and 30-mg groups, respectively, versus
18.2% and 0% in the placebo groups (Figure 4b). An increase was
seen in the proportion of patients with ELA response from week
24 in the ritlecitinib 200/50-, 200/30-, 50-, and 30-mg groups;
at week 48, the proportions of patients with ELA response were
55.6%, 57.9%, 56.3%, and 40.7%, respectively. Among patients who
switched from placebo to ritlecitinib 200/50 or 50 mg at week 24,
36.4% and 75.0% achieved ELA response, respectively, at week 48.

At week 24, the proportions of patients who achieved a PGI-C
response were 57.6%, 67.9%, 52.4%, and 36.4% in the ritlecitinib
200/50-, 200/30-, 50-, and 30-mg treatment groups, respectively,
versus 12.9% in the pooled placebo groups; at week 48, the pro-
portions of patients who achieved a PGI-C response were 60.6%,
71.4%, 51.2%, and 38.2% in the respective ritlecitinib treatment
groups (Figure 5). Among patients who switched from placebo to
ritlecitinib 200/50 or 50 mg at week 24, 42.9% and 58.8% achieved
a PGI-C response, respectively, at week 48.

Representative photographs of an Asian patient who responded
to ritlecitinib treatment are shown in Figure 6.

3.3 | Safety

During the placebo-controlled period (weeks 0-24), AEs were
reported in 64.7%-85.7% of patients across the ritlecitinib groups
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FIGURE 4 Proportions of Asian patients from the ALLEGRO-2b/3 study with (a) eyebrow response (>2-grade improvement or normal
eyebrow assessment [EBA] score) and (b) eyelash response (22-grade improvement or normal eyelash assessment [ELA] score) from baseline

to week 48. Cl, confidence interval; QD, once daily.

and in 67.7% of patients in the placebo group (Table 2). The most
common AEs included nasopharyngitis, folliculitis, upper respiratory
tract infection, and urticaria; most events were mild to moderate
in severity. Throughout the entire study (up to week 48), AEs were
reported in 70.6%-89.3% of patients in the ritlecitinib groups, and in
92.9% and 82.4% of patients in the placebo to ritlecitinib 200/50-mg
and placebo to 50-mg groups, respectively (Table 2).

The incidence of serious AEs (SAEs), severe AEs, and perma-
nent and temporary discontinuations across all treatment groups
was not dose dependent. SAEs were reported in three patients:

one patient in the 200/50-mg group (abortion spontaneous), one
patient in the 200/30-mg group (suicidal behavior and chemical
poisoning), and one patient in the placebo to 50-mg group (abor-
tion spontaneous). All SAEs were considered by the investigator
as unrelated to study treatment. Eleven patients permanently
discontinued the study due to AEs (<3 patients per treatment
group). The most frequently reported AEs that led to permanent
discontinuation were pregnancy (three patients) and urticaria (two
patients). No deaths, serious or opportunistic infections, major
adverse cardiovascular events (MACE), thromboembolic events,
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Day 1 (SALT score: 549) FIGURE 6 Representative photographs

of an Asian patient from the subgroup
analysis of the ALLEGRO-2b/3 study with
hair regrowth response to ritlecitinib
50mg. SALT, Severity of Alopecia Tool.

malignancies, or nonmelanoma skin cancer were reported. Two was reported in five patients (2.7%, reported in <2 patients in any
events (1.1%) of HZ were reported in the 200/50- and 50-mg treatment group), all events of which were mild in severity and
groups; neither led to treatment discontinuation. Herpes simplex resolved. Eight patients experienced neurological AEs that were
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equally distributed across treatment groups. Three patients (one
each in the ritlecitinib 200/50-, 50-, and 30-mg treatment groups)
experienced sensorineural hearing loss. Audiological events were
identified from protocol-specified audiological testing; none were
spontaneously reported. No events met criteria for central hear-
ing disorder.

Small, early decreases from baseline were observed in hemoglo-
bin, platelet, and neutrophil levels with ritlecitinib; however, levels
remained generally stable up to week 48. Early and transient de-
creases from baseline in absolute lymphocytes were also observed,
which appeared to be dose dependent and were more pronounced
in patients who received the 200-mg loading dose. No patients
met the discontinuation criteria for changes in hemoglobin, plate-
let, neutrophil, or lymphocyte levels. A grade 3 decrease in neutro-
phil count was reported in one patient in the ritlecitinib 200/50-mg
group (Supporting Information Table S2). One patient in the ritlecitinib
200/50-mg group had a grade 3 decrease in lymphocyte count (most
abnormal value 0.46 x 10°/L on day 281). This patient had experienced
an event of upper respiratory tract infection on study days 268-276.
Creatine kinase levels >2 x upper limit of normal (ULN) occurred in 17
patients in the ritlecitinib groups and in two patients in the placebo to
ritlecitinib 50-mg group; no cases of rhabdomyolysis were reported
(Supporting Information Table S3). Small, transient increases in low-
density lipoprotein cholesterol (>1.2 x ULN) were observed in patients
who received the 200-mg loading dose; no long-term changes in lipid
levels across the groups up to week 48 were reported. The incidence
of elevations in hepatic enzymes was low and not dose dependent;
two patients in the placebo to ritlecitinib 50-mg group had increases
in alanine aminotransferase (ALT) of >3xULN and three patients in
the ritlecitinib groups (10mg and higher) had aspartate aminotransfer-
ase (AST) increases >3 x ULN. There were no potential Hy's law cases,
defined as cases in which hepatocellular drug-induced liver injury with
jaundice indicates a serious reaction.*> No patients met the discontin-

uation criteria for changes in ALT, AST, or creatine kinase levels.

4 | DISCUSSION

This subgroup analysis evaluated the efficacy and safety of Asian
patients from the ALLEGRO phase 2b/3 study. Overall, clinician-
and patient-reported efficacy outcomes in the Asian subpopulation
were consistent with those of the overall study population and with
previous studies.***¢ Ritlecitinib demonstrated clinical efficacy in the
Asian subpopulation. Greater SALT <20 and SALT <10 responses were
observed with ritlecitinib >30mg versus placebo at week 24, with
continued improvement through week 48. At week 24, 9%-36% and
6%-27% of patients treated with ritlecitinib doses 230mg achieved
SALT score <20 and SALT score <10, respectively. These results are
consistent with the overall study population, where 14%-31% and
11%-22% of patients achieved SALT score <20 and <10, respectively,
at week 24.4

Improvement up to week 48 in EBA and ELA was also observed
across all ritlecitinib treatment groups. Additionally, higher rates of

patient-reported improvement in AA were observed with ritlecitinib
treatment versus placebo at week 24.

In the total study population, efficacy was maintained or con-
tinued to improve through week 48**: based on the data presented
here, a similar effect was observed in Asian patients. Overall, clini-
cian- and patient-reported efficacy outcomes in Asian patients were
consistent with those in the total study population.**

A subanalysis of the adolescent subset of patients was previously
conducted in the ALLEGRO phase 2b/3 study and showed that the
efficacy results in adolescents with AA were consistent with those
in the overall study population.*” As the current subanalysis of the
Asian subpopulation showed results consistent with the overall study
population, it is expected that the efficacy of ritlecitinib in Asian
adolescent patients would also be consistent with the overall study
population.

Ritlecitinib had an acceptable safety profile and was well toler-
ated at all doses in the Asian subpopulation up to week 48, and no
new or distinct safety signals were observed compared with the
overall study population.** No dose-dependent trends in SAEs,
severe AEs, AEs leading to discontinuation/dose reduction, or
other significant AEs were observed in the Asian subpopulation.
No deaths, malignancies, MACE, pulmonary embolisms, or oppor-
tunistic infections were reported in Asian patients. Two patients
had AEs of HZ that were mild in severity. Audiological evaluation
did not reveal any central hearing disorder from ritlecitinib, and
no serious neurological AEs were reported. Dose regimens with
a 200-mg loading dose had a higher incidence of some AEs, such
as folliculitis and dizziness, compared with the respective dose
groups (50 mg or 30mg) without a loading dose, and larger de-
creases in some hematological parameters such as lymphocytes.
Overall, the safety profile suggests that there are no risks unique
to Asian patients.

This subgroup analysis was limited by the small numbers of pa-
tients in each treatment group and therefore post hoc tests for sta-
tistical significance were not performed.

In conclusion, treatment with ritlecitinib demonstrated clinical
efficacy and an acceptable safety profile over 48 weeks in Asian pa-
tients with AA and =50% hair loss, which was consistent with the
overall population from the ALLEGRO-2b/3 study.
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