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Maintenance, withdrawal, and re-
treatment with ritlecitinib and
brepocitinib in patients with
alopecia areata in a single-blind
extension of a phase 2a randomized
clinical trial
To the Editor: Key findings from a 24-week, double-
blind period (DBP) of a phase 2a study
(NCT02974868) indicated that the oral Janus kinase
(JAK) inhibitors ritlecitinib (inhibits JAK3 and tyro-
sine kinase expressed in the hepatocellular carci-
noma family) and brepocitinib (inhibits tyrosine
kinase 2 and JAK1) were efficacious and well
Table I. Treatment-emergent AEs and laboratory abnorm
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Ritlecitin

Active

n = 16 n

Treatment-emergent AEs and laboratory abnormalities
AEs, n 17
Pts with AEs (all cause) 8 (50) 12
Pts with serious AEs* 0
Pts with severe AEsz 0
DC from study because of AEs 1 (6)
DC from study because of laboratory values 0
Pts with treatment-related AEs 5 (31) 1
Pts with serious treatment-related AEs 0
Pts with severe treatment-related AEs 0
DC from study because of treatment-related AEs 1 (6)
DC from study because of laboratory values 0

Treatment-emergent AEs in $3 patients in any group
Infections or infestations 6 (38) 5
Nasopharyngitis 0 2
Skin or SC tissue 2 (13) 3
Nervous system 3 (19) 2
Investigations (SOC)ǁ 1 (6) 1
Gastrointestinal 1 (6) 2
Musculoskeletal or connective tissue 0 3

AE, Adverse event; DC, discontinued; PBO, placebo; Pts, patients; SC, sub

*A serious AE is based on an outcome or action associated with events t

fulfill an additional reporting process (reported to regulatory agencies, c

The US Food and Drug Administration defines a serious AE as an eve

hospitalization, disability, which is characterized by a significant, persisten

patient’s body function or structure, physical activities, or quality of life;

prevent permanent impairment or damage.
ySame patient with AE of lower limb fracture, considered unrelated to t
zA severe AE is a class of AEs based on intensity (severity) and is medicall

or activities of daily living.
xAlanine aminotransferase[2.5 3 upper limit of normal, confirmed on
ǁSOC investigations covered laboratory test results.
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tolerated over 24 weeks in patients with alopecia
areata and $50% scalp hair loss.1

The effects of withdrawing a JAK inhibitor
following the treatment of alopecia areata have not
been evaluated in a placebo-controlled trial, but
uncontrolled studies of the JAK inhibitors ruxolitinib
and tofacitinib have reported hair loss 8 weeks after
treatment cessation.2-5 In this phase 2a study,
following the DBP and a 4-week washout period,
patients continued to be part of a single-blind
extension involving the same dosing regimen as
that in the DBP: 200 mg of ritlecitinib once daily ( for
4 weeks), followed by 50 mg once daily ( for
alities
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0 1 (20) 0 0 1 (7)y

0 0 0 0 1 (7)
0 0 0 1 (7)x 0
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0 0 0 0 0
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0 0 0 0 0
0 0 0 1 (7) 0

(29) 2 (40) 7 (58) 8 (57) 3 (20)
(12) 0 2 (17) 3 (21) 1 (7)
(18) 1 (20) 5 (42) 1 (7) 0
(12) 0 2 (17) 3 (21) 2 (13)
(6) 1 (20) 4 (33) 2 (14) 2 (13)
(12) 1 (20) 3 (25) 1 (7) 2 (13)
(18) 0 0 0 1 (7)
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Fig 1. Mean SALT score over 24 weeks for observed cases of re-treated active responders with
alopecia areata. The SALT score ranges from 0 to 100, reflecting the percentage of hair loss on
the scalp (0 ¼ no hair loss and 100 ¼ total hair loss). A decrease in the SALT score indicates an
improvement in hair regrowth. SALT, Severity of alopecia tool.
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20 weeks); 60 mg of brepocitinib once daily ( for
4 weeks), followed by 30 mg once daily ( for
20 weeks); or a placebo. The investigators were
aware of the treatments.

The patients in the single-blind extension were
assigned to 1 of 3 groups and blinded to the
treatment:
1. ‘‘Placebo nonresponders’’ in the DBP: received

their preassigned active treatment (ritlecitinib
or brepocitinib).

2. ‘‘Active nonresponders’’ (those who achieved
\30% improvement in their severity of alope-
cia tool [SALT ] score at week 24 compared with
that at baseline in the DBP): received the same
active treatment.

3. ‘‘Active responders’’ (those who achieved
$30% improvement in their SALT score
[SALT30] at week 24 compared with that at
baseline in the DBP): received the placebo
until they met the re-treatment criterion ([30%
loss of hair regrown during the DBP). Patients
meeting the re-treatment criterion received
24 weeks of the same active treatment received
during the DBP.

The primary endpoint was safety. The tertiary
endpoints included time to meet the re-treatment
criterion and SALT30 (re-treated responders). The
most common adverse events were infections and
skin or nervous system disorders (Table I). All 26
treatment-related adverse events were mild or mod-
erate. In total, 5 of 17 (29%) versus 8 of 12 DBP
placebo nonresponders (67%) achieved SALT30 with
ritlecitinib and brepocitinib, respectively, after
24 weeks. For DBP active nonresponders, 2 of 16
(13%) on ritlecitinib and 0 of 5 (0%) on brepocitinib
achieved SALT30. For DBP active responders (n ¼ 22
on ritlecitinib and n ¼ 24 on brepocitinib), the
median time from the end of DBP to re-treatment
was 16.1 and 24.1 weeks, respectively. One patient
did not go through withdrawal and directly received
re-treatment; 4 of 22 (18%) versus 9 of 23 patients
(39%) previously receiving ritlecitinib and brepociti-
nib, respectively, completed the withdrawal period
without meeting the re-treatment criterion; and 14 of
22 (64%) and 14 of 23 patients (61%) who had
received ritlecitinib and brepocitinib, respectively,
met the re-treatment criterion. For both the treat-
ments, DBP responders showed improved SALT
scores during re-treatment following withdrawal
(Fig 1). Following re-treatment, 8 of 14 patients
(57%) receiving ritlecitinib and 8 of 15 (53%)
receiving brepocitinib achieved SALT30.

No new safety signals during withdrawal or re-
treatment were observed. Efficacy appeared to
decrease after re-treatment following withdrawal
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compared with that with the initial response,
although the study was not statistically powered to
confirm this. The results suggest that to maintain hair
regrowth, continuous treatment should be consid-
ered in patients with alopecia areata who tolerate
and respond to ritlecitinib or brepocitinib.
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