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Key Message: Relapse during ongoing JAK inhibitor therapy is not uncommon in real-world
alopecia areata management, and rescue outcomes are heterogeneous and not reliably predicted
by baseline clinical features or the selected rescue approach, supporting individualized

management.

Relapse during ongoing Janus kinase inhibitor (JAKi) therapy in alopecia areata (AA) is
clinically relevant but poorly characterized. A systematic review and meta-analysis found an
overall recurrence rate of 54% among JAKi-treated patients, with most relapses occurring after
withdrawal rather than during active treatment[1]. Long-term extension data similarly showed
durable maintenance of response in most patients receiving continued baricitinib or
ritlecitinib[2,3].

We conducted a retrospective multicentre study to describe the timing, pattern, and
management of AA relapse occurring despite continued JAKi treatment (Supplementary).
Eligible patients had confirmed AA, were receiving oral JAKi, achieved a Severity of Alopecia
Tool (SALT) score <20, and subsequently developed relapse without treatment interruption or
dose reduction. Relapse was defined as the appearance of new patches in previously regrown
or unaffected scalp areas after achieving SALT<20.

A total of 142 patients were included. Baseline mean SALT score was 89.8+16.7; 66.2% were
female, mean age was 37.8+13.6 years, and 74.6% had alopecia totalis or universalis. Most
patients received baricitinib 4 mg/day (83.1%), followed by ritlecitinib 50 mg/day (13.4%) and
baricitinib 2 mg/day (3.5%). SALT <20 was achieved after 27.1£15.5 weeks, and relapse
occurred a mean of 29.5+20.6 weeks later. Overall, 54.9% relapsed within 52 weeks from
treatment initiation.

Relapse-free survival differed across treatment groups in unadjusted analyses (log-rank

p=0.002), with the longest mean survival observed in patients receiving baricitinib 4 mg/day
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(31.7 weeks), compared with ritlecitinib 50 mg/day (20.1 weeks) and baricitinib 2 mg/day (13.2
weeks). Early relapse (<52 weeks) was less frequent with baricitinib 4 mg/day than with
ritlecitinib 50 mg/day (43.2%vs73.7%; adjusted OR 0.32, 95%CI 0.10-1.01) (Fig. 1).
However, in multivariable Cox analysis, no clinical or treatment-related factor independently
predicted time to relapse.

Relapses were most located in the occipital and parieto-temporal regions, and involved
previously affected scalp areas in 97.9% of patients. Identifiable trigger factors were reported
in 23.9% of cases, mainly psychological stress and infection. Diffuse hair shedding preceded
patch recurrence in 26.1%. Relapse was limited to the scalp in 66.9%, whereas concomitant
involvement of eyelashes, eyebrows, and body hair occurred in 28.9%, 25.4%, and 7.7%, of
patients. First-line rescue strategies were heterogeneous, although topical clobetasol
proprionate and intramuscular triamcinolone acetonide were the most frequently used
approaches (Table 1). At first follow-up after rescue therapy, complete regrowth was achieved
in 60.6% of patients, partial regrowth in 21.8%, and no regrowth in 17.6%. Among responders,
mean time to regrowth of relapsed areas was 27.4+£27.5 weeks. Neither rescue strategy, route
of corticosteroid administration, AA subtype, JAKi regimen, nor relapse distribution was
independently associated with outcome. Longer time to regrowth was the only factor associated
with lower odds of complete response (OR per week 0.97, 95%CI 0.93-0.999).

These findings show that relapse during ongoing JAKi therapy is not uncommon in real-world
AA management and usually occurs in scalp areas previously affected by disease[4]. Rescue
outcomes are heterogeneous and not reliably predicted by baseline clinical features or the
selected rescue approach, supporting individualized management and the need for biomarkers

of relapse risk and retreatment responsiveness|5].
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126  Figure legend

127  Figure 1. Kaplan—Meier survival curves depicting relapse-free survival after achievement of a
128  SALT score < 20 according to JAK inhibitor therapy (baricitinib 4 mg/day, baricitinib 2
129  mg/day, and ritlecitinib 50 mg/day). A statistically significant difference in time to relapse was
130  observed among treatment groups (log-rank test, y> = 12.392, df = 2, p = 0.002). Numbers at
131  risk are shown below the x-axis.
132
133 Tables
134 Table 1. Characteristics of the enrolled patients and assessment of response to first-line
135  rescue therapy.
136
Characteristics of the enrolled patients
Center, n 22
Patients enrolled, n (%) 142 (100.0%)
Sex:
- Female, n (%) 94 (66.2%)
- Male, n (%) 48 (33.8%)
Age, years 37.8+£13.6
Age at diagnosis of AA, years 25.1£13.9
Duration of AA, years 121 £11.5
Duration of the current episode, months 51.2+67.6
Severity of AA:
- Patchy alopecia, n (%) 36 (25.4%)
- AT,n (%) 70 (49.2%)
- AU,n (%) 36 (25.4%)
Autoimmune comorbidities, n (%) 59 (41.6%)
Family history for AA, n (%) 25 (17.6%)
First line rescue therapy NR PR ResPonseCR Total
CP foam 12 (23.5%) | 9(17.6%) | 30 (58.8%) | 51 (100.0%)
CP cream 3 (8.6%) 9 (25.7%) | 23 (65.7%) | 35 (100.0%)
IMTAC 3(18.8%) @ 3(18.8%) | 10(62.5%) 16 (100.0%)
ILTAC 1(83%) |« 4(33.3%) | 7(58.3%) @ 12 (100.0%)
No therapy 0 (0.0%) 2 (40.0%) | 3(60.0%) 5(100.0%)
OCS 1(25.0%) | 1(25.0%) @ 2(50.0%) 4 (100.0%)
OM 1 (33.3%) 0 (0.0%) 2 (66.7%) 3 (100.0%)
Other approaches™ 4(25.0%) | 3(18.8%) | 9(56.2%) | 16 (100.0%)
Total 25 (17.6%) 31 (21.8%) 86 (60.6%) 142 (100.0%)
137 *Switch to ritlecitinib, TM, phototherapy, CP cream + IMTAC, CP cream + OCS, topical antralin.
138
139  Abbreviations. AA: alopecia areata; AT: alopecia totalis; AU: alopecia universalis; CP: clobetasol
140 propionate; CR: complete response; ILTAC: intralesional triamcinolone acetonide; IMTAC: intramuscular



141 triamcinolone acetonide; NR: nonresponse; OCS: oral corticosteroids; OM: oral minoxidil; PR: partial
142 response; TM: topical minoxidil.
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