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ABSTRACT

Introduction:  Long-term efficacy and safety 
data are imperative for therapies used to treat 
severe alopecia areata (AA) because the disease 
is chronic, loss of response can be devastating to 
patients, and the safety profile needs to support 
long-term therapy. Baricitinib, a selective JAK 
inhibitor, has been approved for severe AA in 
adults and is being studied in pediatric patients. 
This study evaluates the final long-term efficacy 
and safety of baricitinib in adults with severe 
AA.

Methods:  Efficacy was assessed for patients 
randomized to baricitinib 4 mg or 2 mg who 
achieved response (Severity of Alopecia Tool 
[SALT] score ≤ 20) at Week 52 (4 mg, N = 133; 
2  mg, N = 72) and stayed on the same dose 
through Week 200. Proportions of patients 
maintaining a SALT score ≤ 20 and achieving a 
Clinician-Reported Outcome Measure for Eye-
brow/Eyelash (EB/EL) Hair Loss™ score of 0 or 1 
with ≥ 2-point improvement from baseline were 
reported using the modified last-observation-car-
ried-forward method. Safety is reported as inci-
dence rates (IR) per 100 patient-years at risk for 
the All BARI AA group (N = 1303) and Extended 
BARI AA group (N = 948) through 248 weeks of 
exposure
Results:  For baricitinib 4 mg and 2 mg, respec-
tively, among Week 52 responders, 115/133 
(86.5%) and 61/72 (84.7%) maintained a SALT 
score ≤ 20 at Week 200. Regrowth of EB/EL hair 
continued beyond Week 52 and was maintained 
through Week 200. In up to 5 years of exposure 
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with baricitinib, the IR for serious infections, 
nonmelanoma skin cancer malignancies, deep 
vein thrombosis/pulmonary embolism, and 
major adverse cardiovascular events remained 
low relative to background rates. No deaths 
occurred, and adverse event rates remained sta-
ble over time.
Conclusions:  Within this population, ~ 85% of 
responders maintained SALT scores ≤ 20 through 
approximately 4 years with continued benefit 
for EB/EL. Baricitinib’s safety profile remained 
consistent over 5 years of treatment, in line with 
prior BRAVE program findings.
Trial Registration Number:  BRAVE-AA1, Clini-
calTrials.gov number, NCT03570749, start date, 
September 24, 2018; BRAVE-AA2, ClinicalTrials.
gov number, NCT03899259, start date, July 8, 
2019.

PLAIN LANGUAGE SUMMARY

Alopecia areata is an autoimmune disease caused 
when the immune system mistakenly attacks 
hair follicles, causing patchy or complete hair 
loss on the scalp, face, and body. The disease can 
be emotionally devastating to those affected, 
and severe cases do not usually improve with-
out treatment. Since the disease often requires 
long-term treatment to maintain hair regrowth, 
studies examining the long-term benefits and 
risks of treatment are important. Baricitinib is a 
medication taken by mouth which is approved 
to treat severe alopecia areata in adults and 
is also being studied for use in children. This 
report describes the results from two studies 
in adults with alopecia areata, BRAVE-AA1 and 
BRAVE-AA2, that tested baricitinib’s efficacy in 
regrowing hair and maintaining that regrowth 
over 4 years of treatment. Among patients who 
regrew their hair after 1 year of treatment with 
baricitinib, 85% maintained that regrowth for 
approximately 4 years of continued treatment. 
Hair regrowth in other areas such as the eye-
brows and eyelashes continued to improve and 
be maintained over time. The observed profile 
remains consistent with the previously reported 
baricitinib safety profile in the BRAVE program. 
Overall, this long-term study provides evidence 

that ~ 9 out of 10 adults with severe alopecia 
areata who are treated with baricitinib main-
tain hair regrowth once they achieve it, and 
the safety profile remains consistent for up to 
5 years of treatment.

Keywords:  Alopecia areata; Baricitinib; 
Immunology; Eyebrow; Eyelash

Key Summary Points 

Why carry out this study?

Severe alopecia areata (AA) has a chronic 
course without spontaneous remission, 
often requiring long-term treatment, which 
underscores the importance of a positive 
risk/benefit profile over time

This study evaluates the final long-term 
efficacy through Week 200 in Week 52 
responders and safety through Week 248 of 
baricitinib in adults with severe AA

What was learned from the study?

This analysis shows maintenance of thera-
peutic response through ~ 4 years of treat-
ment in patients who showed therapeutic 
response to baricitinib at Week 52 and a 
consistent safety profile in patients with 
severe alopecia areata treated with up to 
5 years of continuous baricitinib therapy

INTRODUCTION

Alopecia areata (AA) is an autoimmune disorder 
characterized by nonscarring hair loss that can 
affect any hair-bearing site [1] and often leads 
to emotional and psychosocial distress [2–5]. 
Severe AA is unlikely to resolve without treat-
ment [6, 7]. Baricitinib, an oral, selective, revers-
ible Janus kinase (JAK) inhibitor targeting path-
ways involved in the pathogenesis of the disease, 
is the first systemic treatment approved globally 
for adults with severe AA [8]. Development is 
ongoing for pediatric patients from 6 years to < 
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18 years of age with severe AA (BRAVE-AA-PEDS, 
NCT05723198).

The BRAVE-AA1 and BRAVE-AA2 Phase 2/3 
and Phase 3 trials [9, 10] respectively demon-
strated significant efficacy for baricitinib 4 mg 
and 2 mg versus placebo in achieving the pri-
mary endpoint of Severity of Alopecia Tool 
(SALT) score ≤ 20 (at least 80% scalp coverage) by 
Week 36 and achieved significance by Week 16 
with baricitinib 4 mg and by Week 24 with baric-
itinib 2 mg. The proportion of patients achieving 
SALT scores ≤ 20 continued to increase through 
Week 52 and was maintained through 3 years of 
treatment among responders [9, 10]. Eyebrow 
(EB) and eyelash (EL) regrowth also occurred 
early and continued to increase through Week 
52 and, similar to scalp hair regrowth, was main-
tained through 3 years of treatment. Baricitinib 
has been extensively studied across several indi-
cations and in AA pediatric populations and 
adults up to 70 years old [11–15]. In adults with 
severe AA, safety data up to 4 years of exposure 
have been published [16]. In this analysis, the 
efficacy (up to approximately 4 years) and safety 
of baricitinib in patients with severe AA at base-
line (SALT score ≥ 50) treated for up to 5 years 
from the BRAVE-AA1 and BRAVE-AA2 clinical 
trials were evaluated.

METHODS

Trial Design

BRAVE-AA1 and BRAVE-AA2 were Phase 2/3 
and Phase 3, double-blind, parallel-group, ran-
domized, placebo-controlled trials, respectively, 
conducted at 169 centers in 10 countries [9]. 
The primary trial design for the trials and study 
investigators were previously published [9].

Briefly, patients were initially randomized to 
receive placebo, baricitinib 2 mg, or baricitinib 
4 mg in a 2:2:3 ratio for 52 weeks, with placebo 
nonresponder patients (SALT > 20) rescued at 
Week 36.

At Week 52, BRAVE-AA1 responders who were 
randomized at baseline to receive active treatment 
were rerandomized 3:1 to continue taking their 
current dose of baricitinib or transition to placebo 

(randomized withdrawal). In BRAVE-AA2, barici-
tinib 4 mg responders were rerandomized 1:1 to 
stay on assigned treatment or to down-titrate to 
baricitinib 2 mg, and baricitinib 2 mg responders 
stayed on baricitinib 2 mg. In both trials, patients 
who lost treatment benefit after dose change 
(SALT score change of > 20 points) were rescued 
to their original randomized treatment. Barici-
tinib patients who were nonresponders (SALT 
score > 20) at Weeks 52 and 76 were automati-
cally discontinued at Week 76 unless they had at 
least a 2-point improvement from baseline in the 
clinician-reported outcome measure (ClinRO) for 
eyebrow or eyelash hair loss.

The efficacy analyses presented in this manu-
script include patients who were responders at 
Week 52 and were continuously treated with 
baricitinib 4 mg or 2 mg from baseline through 
Week 200. The safety analyses presented in this 
article include all randomized patients who 
received at least one dose of baricitinib up to 
Week 200 in most countries and up to Week 248 
in Mexico and Argentina, where a study adden-
dum was implemented up to Week 248 to allow 
continued access to baricitinib for an additional 
48 weeks. The efficacy and safety analyses also 
include patients enrolled in China under the 
Maximized Extended Enrollment addendum in 
BRAVE-AA2.

Patient Eligibility

A full description of inclusion and exclusion cri-
teria has been previously published [9]. In sum-
mary, patients aged ≥ 18 to ≤ 60 years and ≥ 18 
to ≤ 70 years for male and female individuals, 
respectively, with a SALT score of ≥ 50 (≥ 50% 
scalp hair loss) and a current AA episode lasting 
> 6 months to < 8 years without spontaneous 
improvement (that is, ≤ 10-point spontaneous 
reduction in SALT score) over the 6 months before 
screening were enrolled.

Endpoints

Efficacy outcomes included the proportion of 
patients maintaining a SALT score ≤ 20 (≤ 20% 
scalp hair loss or ≥ 80% scalp coverage), the pro-
portion of patients achieving SALT score ≤ 10 
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(≤ 10% scalp hair loss or ≥ 90% scalp coverage), 
the proportion of patients achieving Clinician-
Reported Outcome (ClinRO) Measure for Eye-
brow Hair Loss™ score of 0 or 1 (full coverage or 
minimal gaps) with ≥ 2-point improvement from 
baseline among patients with baseline scores 2 
or 3 (significant gaps or no notable EB), and the 
proportion of patients achieving ClinRO Meas-
ure for Eyelash Hair Loss™ score of 0 or 1 (no or 
minimal gaps) with ≥ 2-point improvement from 
baseline among patients with baseline scores 2 
or 3 (significant gaps or no notable EL) [17].

Patient-reported outcomes (PROs) included 
the proportion of patients achieving a Scalp Hair 
Assessment (SHA) PRO™ score of 0 or 1 (0–20% 
missing scalp hair) with ≥ 2-point improvement 
from baseline among patients with baseline 
scores ≥ 3 (50% to 100% missing scalp hair); the 
proportion of patients achieving a PRO Measure 
for Eyebrows™ score of 0 or 1 (full coverage or 
minimal gaps) with ≥ 2-point improvement from 
baseline among patients with baseline scores 2 
or 3 (large gaps or no notable EB); and the pro-
portion of patients achieving a PRO Measure 
for Eyelashes™ score of 0 or 1 (no or minimal 
gaps) with ≥ 2-point improvement from baseline 
among patients with baseline scores 2 or 3 (large 
gaps or no notable EL) [17, 18].

Safety assessments included treatment-emer-
gent adverse events (TEAEs), serious adverse 
events (SAEs), laboratory analyses, and adverse 
events (AEs) of special interest (AESIs). The AESIs 
were serious infections, major cardiovascular 
events (MACEs), deep vein thrombosis (DVT)/
pulmonary embolism (PE), and malignancies.

The PRO and ClinRO measures developed by 
Eli Lilly and Company are proprietary instru-
ments owned by Eli Lilly and Company.

Statistical Analysis

Data were integrated from both trials. Efficacy 
analyses included all patients randomized to 
baricitinib (baricitinib 4 mg or 2 mg) at base-
line who were responders at Week 52 and 
randomized to remain on the same dose of 
baricitinib at Week 52. Data were censored 
after permanent study drug discontinuation 
or rescue. Missing data were imputed using 

the modified last-observation-carried-forward 
(mLOCF) approach, using the most recent non-
missing post-baseline assessment. For long-term 
efficacy, mLOCF maximizes the number of ran-
domized patients assessed post-baseline, which 
strengthens the intent-to-treat principle and 
avoids progressive misclassification of patients 
who discontinued for reasons unrelated to effi-
cacy or treatment failures over the 200-week 
follow-up.

Safety was assessed in all patients receiving ≥ 1 
dose of baricitinib and who did not discontinue 
for the reason “lost to follow-up” at the first 
post-baseline visit, up to 30 days after the last 
dose of baricitinib. Two integrated safety analy-
sis sets were evaluated. The extended baricitinib 
4 mg and 2 mg analysis set (Extended BARI AA) 
includes patients continuously treated with the 
same baricitinib dose from baseline, using data 
from the 36-week placebo-controlled periods 
plus the long-term extensions up to 30 days after 
the last dose of baricitinib; data were censored at 
treatment or dose change and are presented irre-
spective of the Week 52 response. The all barici-
tinib AA analysis set (All BARI AA) includes all 
patients who ever received ≥ 1 dose of baricitinib 
(1 mg, 2 mg, or 4 mg) at any time from ran-
domization or switch from placebo (including 
patients who are in the Extended BARI AA data-
set), up to 30 days after the last dose of barici-
tinib. Incidence rates (IRs) per 100 patient-years 
were calculated based on event-specific exposure 
time at risk.

Ethical Approval

The trials were conducted in accordance with 
ethical principles of the Declaration of Helsinki 
and Good Clinical Practice guidelines, and the 
research protocols were approved by each cent-
er’s institutional review board or ethics com-
mittee. All patients provided written informed 
consent. The trials were reviewed and approved 
by ANMAT, Argentina (#DI-2019-1569-APN-
ANMAT#MSYDS), Therapeutic Goods Admin-
istration, Australia (#CT-2019-CTN-00918-1), 
CONEP, Brazil (#3.499.010), NMPA/CDE, 
China (#JXHL1900252), Israeli Ministry of 
Health, Israel (#6087-19-SMC), PMDA, Japan 
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(#30-2603 and 31-0156), COFEPRIS (Secretaría 
de Salud), Mexico (#193300410A0031/2019), 
Ministry of Food and Drug Safety, South Korea 
(#20190199878), Taiwan Food and Drug Admin-
istration, Taiwan (#1081490776), and Advarra, 
USA (#Pro00025373 and Pro00034650). The full 
list of ethics review boards is shown in Table S5.

Patients were not involved in the protocol 
development.

RESULTS

Patients

For the maintenance-of-efficacy analyses, 133 
patients on baricitinib 4 mg and 72 patients 
on baricitinib 2 mg who had achieved SALT 
scores ≤ 20 at Week 52 were re-randomized to 
remain on the same dose for the remainder of 
the trial. The maintenance-of-efficacy analyses 
include nine patients (4 on baricitinib 4 mg 
and 5 on baricitinib 2 mg) not included in pre-
vious reports who were enrolled as part of a 
Maximized Extended Enrollment addendum in 
China and had achieved a SALT score of ≤ 20 at 
Week 52. Among responders at Week 52, com-
pletion through Week 248 occurred for 75.9% 
of patients on baricitinib 4 mg treatment and 
63.9% of patients within the 2 mg group; no 
patients discontinued baricitinib 4 mg treatment 
because of lack of efficacy, while four (5.6%) 
patients in the 2-mg group discontinued because 
of lack of efficacy. Baseline characteristics of 
Week 52 responders are presented in Table 1.

For the safety analyses, the total number of 
patients in the Extended BARI AA and All BARI 
AA were 948 and 1303, respectively. In Extended 
BARI AA, 565 patients (1184.77 patient-years of 
exposure [PYE]) and 383 patients (546.11 PYE) 
were exposed to baricitinib 4 mg and 2 mg, 
respectively. In All BARI AA, 1303 patients were 
exposed to any dose of baricitinib, reflecting 
3047.73 PYE (median: 2.6  years; maximum: 
5 years). Overall, 23 (4.1%) patients treated with 
baricitinib 4 mg and 11 (2.9%) patients treated 
with baricitinib 2 mg discontinued treatment 
because of an AE. The baseline characteristics of 

the patients across these safety datasets and dose 
groups were published previously [16].

Maintenance of Efficacy in Week 52 
Responders

Within the long-term efficacy population, for 
baricitinib 4 mg and baricitinib 2 mg, respec-
tively, 86.5% and 84.7% maintained a SALT 
score ≤ 20 at Week 200 (Fig. 1A and B, Table S4). 
The proportion of patients who achieved a SALT 
score ≤ 10 at Week 52 (74.4% and 68.1%, respec-
tively, for baricitinib 4 mg and 2 mg), indicating 
a deeper response, was also maintained through 
Week 200 for baricitinib 4  mg (75.9%) and 
increased slightly for baricitinib 2 mg (72.2%, 
Fig. 1C, D, Table S4).

The proportion of patients who achieved 
90% improvement in SALT score from baseline 
also increased from 70.7% and 52.8% at Week 
52 with baricitinib 4 mg and 2 mg, respectively, 
to 73.7% and 65.3% at Week 200 (Table S4). 
In addition, the maintenance of scalp hair 
regrowth over time was stable, as demonstrated 
by the mean change in SALT score from Week 52 
to Week 200; mean change was + 2.2 points for 
the baricitinib 4 mg group and + 2.6 points for 
the baricitinib 2 mg group (Fig. 2).

Among the 18 patients on baricitinib 4 mg 
and 11 patients on baricitinib 2 mg who lost 
response (SALT score > 20), approximately 66.7% 
and 63.6%, respectively, had very severe AA 
(SALT score ≥ 95) at baseline (compared with 
33.9% and 26.2%, respectively, of those who 
maintained response). Among patients who lost 
response, the median change in SALT score from 
Week 52 to Week 200 was 23.5 and 25.0 in the 
baricitinib 4 mg and 2 mg groups, respectively.

Proportions of patients achieving EB and EL 
complete hair coverage or minimal gaps after 
Week 52 increased through Week 200. Among 
baricitinib 4 mg-treated patients, the propor-
tions increased from 70.2 to 84.5% for EB and 
from 71.4 to 78.6% for EL, and for baricitinib 
2 mg-treated patients from 54.8% to 69.0% for 
EB and 55.9% to 82.4% for EL through Week 
200 (Fig. 3).

Clinician assessment of hair regrowth corre-
sponded to PROs. The PRO measures for scalp 
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Table 1   Baseline characteristics of Week 52 responders

Week 52 responders

Baricitinib 2 mg (N = 72) Barici-
tinib 4 mg 
(N = 133)

Age, years, mean (SD) 37.2 (10.96) 36.5 (12.25)

Female, n (%) 50 (69.4) 82 (61.7)

Male, n (%) 22 (30.6) 51 (38.3)

Racea, n (%)

White, n (%) 37 (51.4) 71 (53.4)

Asian, n (%) 33 (45.8) 52 (39.1)

Korean 15 (45.5) 40 (76.9)

Chinese 7 (21.2) 5 (9.6)

Japanese 5 (15.2) 3 (5.8)

Taiwanese 4 (12.1) 3 (5.8)

Asian* 1 (3.0) 1 (1.9)

Asian Indian 1 (3.0) 0

Black or African American 1 (1.4) 7 (5.3)

Other 1 (0.8) 1 (1.4)

Geographic regionb, n (%)

North America 27 (37.5) 62 (46.6)

Asia 31 (43.1) 50 (37.6)

Rest of world 14 (19.4) 21 (15.8)

Duration since AA onset, years, mean (SD) 10.6 (9.52) 10.5 
(10.22)

Duration of current episode of AA, years, mean (SD)

 < 4 years, n (%) 60 (83.3) 102 (76.7)

 ≥ 4 years, n (%) 12 (16.7) 31 (23.3)

Proportion of patients with alopecia universalisc, n (%) 23 (31.9) 49 (36.8)

Proportion of patients with atopic backgroundd, n (%) 28 (38.9) 50 (37.6)

Weight, kg, mean (SD) 69.9 (16.03) 70.9 
(15.32)

Body mass index, mean (SD) 25.3 (5.06) 25.2 (4.81)

SALT score, mean (SD) 76.8 (19.44) 80.3 
(19.01)



5625Dermatol Ther (Heidelb) (2026) 16:5619–5633	

hair, EB, and EL showed an increase in response 
rates from Week 52 through Week 200 (Table S4).

Overview of Safety

In Extended BARI AA, TEAEs were reported in 
449 (IR = 116.5) and 274 (IR = 132.1) of patients 
in the baricitinib 4 mg and baricitinib 2 mg 
groups, respectively; TEAEs occurred in 1035 
(IR = 105.0) of patients in All BARI AA (Table 2). 
Most TEAEs were mild or moderate in severity. 
SAEs occurred in 34 (IR = 2.8) baricitinib 4 mg-
treated and 12 (IR = 2.1) baricitinib 2 mg-treated 
patients in Extended BARI AA and 77 (IR = 2.5) 
of All BARI AA patients. In All BARI AA, most 
SAEs were infections or fractures due to injury 
(Table  S1, supplement). Since the previous 

report, one additional patient reported a seri-
ous infection (worsening of chronic rhinitis), 
and one additional patient reported a serious 
fracture (hand). The frequency and IR of study 
drug discontinuation due to AEs was low and 
similar across groups with no new AEs leading to 
study drug discontinuation since the last report 
(Table 2) [16].

In up to 5 years of exposure, in the All BARI 
AA group, the total number and IR for AESIs 
were: serious infections: n = 17, IR = 0.5; non-mel-
anoma skin cancer (NMSC), n = 4, IR = 0.1; malig-
nancies other than NMSC, n = 7, IR = 0.2; deep 
vein thrombosis/pulmonary embolism (DVT/
PE), n = 2, IR = 0.06; MACE, n = 1, IR < 0.1 with 
IRs being stable over time for all AESIs. Since 
the last publication [16], there have been no 
new reports of MACE, DVT/PE, or malignancy 

Table 1   continued

Week 52 responders

Baricitinib 2 mg (N = 72) Barici-
tinib 4 mg 
(N = 133)

SALT score, median 78.0 87.0

Severity, n (%)

Severe (SALT 50–94) 49 (68.1) 82 (61.7)

Very severe (SALT 95–100) 23 (31.9) 51 (38.3)

ClinRO Measure for Eyebrow Hair Loss™ score of 2 or 3e, n (%) 42 (58.3) 84 (63.2)

ClinRO Measure for Eyelash Hair Loss™ score of 2 or 3e, n (%) 34 (47.2) 70 (52.6)

Scalp Hair Assessment PRO™ score ≥ 3f, n (%) 65 (90.3) 128 (96.2)

Percentages are based on non-missing values. *Participants based in North America
AA alopecia areata, ClinRO clinician-reported outcome, n number of patients in the specified category, N total population 
size, PRO patient-reported outcome, SALT Severity of Alopecia Tool, SD standard deviation
a Other includes American Indian or Alaska Native, Native Hawaiian or other Pacific Islander, or multiple races
b Geographic regions include North America (USA), Asia (South Korea, Japan, Taiwan, China), and rest of the world (Mex-
ico, Israel, Australia, Brazil, Argentina)
c Diagnosis of alopecia universalis was according to the investigator’s assessment
d Atopic background is defined as medical history or current atopic dermatitis, allergic rhinitis, allergic conjunctivitis, or 
allergic asthma
e A ClinRO or PRO score of 2 indicates significant gaps in eyebrow(s)/eyelash(es), and a score of 3 indicates no notable 
eyebrow(s)/eyelash(es)
f A score of 2 indicates 21–49% scalp hair is missing, a score of 3 indicates 50–94% scalp hair is missing, and a score of 4 indi-
cates 95–100% scalp hair is missing
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other than NMSC. One new participant reported 
NMSC. AESI patient cases from BRAVE-AA1 and 
BRAVE-AA2 up to Week 248 are summarized 
in Table S2. As previously noted, one new par-
ticipant reported a serious infection (worsening 
of chronic rhinitis). In addition, a participant 
who had previously reported a serious COVID-
19 event reported an unspecified viral infection 
that was serious. No deaths were reported.

The new participant (72 years of age at the 
time of event) reporting NMSC experienced 
three squamous cell carcinoma (SCC) events. 
The participant had fair skin with significant 

sun exposure. After 928 days on 4 mg barici-
tinib, the participant noted a SCC on the right 
foot and a SCC on the right hand. The par-
ticipant had surgery to excise the SCCs. Both 
events resolved, and the participant remained 
on the study drug. On Study Day 1253, the 
participant reported an additional SCC on the 
upper chest. The event was mild, and the par-
ticipant completed the study.

Changes in laboratory analytes were consist-
ent with those previously reported for barici-
tinib (Table S3, supplement).

Fig. 1   Among Week 52 baricitinib responders achiev-
ing a SALT score ≤ 20, the proportion of patients who 
maintained this response with A baricitinib 4  mg and B 
baricitinib 2  mg; the proportion of patients achieving a 
SALT score ≤ 10 with C baricitinib 4 mg and D baricitinib 

2 mg. Data reported as mLOCF and as observed. Note: A 
SALT score ≤ 20 indicates ≤ 20% scalp hair loss. A SALT 
score ≤ 10 indicates ≤ 10% scalp hair loss. SALT Severity of 
Alopecia Tool, mLOCF modified last observation carried 
forward, N population count
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DISCUSSION

Severe AA is a chronic inflammatory condition 
that requires sustained systemic treatment [1]. 
Previous data have shown loss of response 
with treatment withdrawal [19], indicating 
treatment must be continued to maintain 
response. While JAK inhibitors have emerged 
as a standard of care, these therapies are rela-
tively new for dermatologists treating severe 
AA, and clinical evidence supporting the ben-
efits and risks of their long-term use continues 
to evolve, particularly given that JAK inhibitors 
carry class warnings related to certain AESIs 
[20]. These warnings were established as a class 
effect based on data for certain AESIs reported 
in higher-risk populations with moderate-to-
severe rheumatoid arthritis (age ≥ 50 with car-
diovascular risk factors) compared with tumor 
necrosis factor inhibitor therapy [21]. Failure 
to treat severe AA introduces its own risk given 
the profound quality of life impact of this dis-
ease on patients and caregivers [4], and delay 
in treating AA can make the disease more recal-
citrant to treatment [22, 23]. Baricitinib has a 
well-established safety profile and is approved 
for treatment in adults with moderate-to-
severe rheumatoid arthritis, atopic dermatitis 

(AD), and severe AA, and it is approved for use 
in children ≥ 2 years with juvenile idiopathic 
arthritis and moderate-to-severe AD and in 
adolescents ≥ 12 years with severe AA [24]. The 
BRAVE-AA trials are the largest and longest to 
date reporting long-term continuous therapy 
across approved doses. Approximately 87% of 
baricitinib 4 mg and 85% of baricitinib 2 mg 
patients who were Week 52 responders main-
tained clinical response of SALT score ≤ 20 
through 200 weeks of continuous treatment. 
Many patients also saw a deepened response as 
assessed by SALT scores ≤ 10. The low percent-
age of patients who lost response had a much 
higher level of very severe AA at baseline com-
pared with those who maintained response. 
To our knowledge, these are the longest-term 
maintenance-of-efficacy data for a JAK inhibi-
tor used in the treatment of severe AA.

At Week 52, approximately 70% of partici-
pants with a scalp response (SALT score ≤ 20) 
achieved normal to near-normal EB and/or EL 
regrowth, and this increased further to ~ 80 
to 85% at these sites by Week 200. Increases 
in regrowth from Week 52 to Week 200 were 
also observed in the baricitinib 2 mg group. 
These data suggest that longer-term treatment 
in some patients may further maximize benefit 
across hair-bearing sites.

The safety data reported here are comparable 
to those previously reported through 4 years 
of baricitinib exposure [16]. Most TEAEs were 
mild or moderate in severity, and the IRs of 
TEAEs and SAEs were similar to those previ-
ously reported [16, 25]. The observed pro-
file remains consistent with the previously 
reported baricitinib safety profile in the BRAVE 
program [16]. No new cases of opportunistic 
infections, MACE, DVT, or PE were reported 
during the additional year of follow-up since 
the last report, while there was one new patient 
who reported a serious infection and one new 
patient who reported NMSC. Overall, AESI IRs 
remain similar to or lower than those reported 
through 4 years of follow-up in BRAVE-AA1/
BRAVE-AA2 [16] and similar to or lower than 
background published rates [13]. No deaths 
have been reported for the BRAVE-AA trials. 
Laboratory analyte results remain consistent 
with previous reports [25].

Fig. 2   Mean change in SALT score from Week 52 to 
Week 152 in Week 52 baricitinib 4  mg and baricitinib 
2  mg responders (mLOCF). BARI baricitinib, SALT 
Severity of Alopecia Tool, mLOCF modified last observa-
tion carried forward, N population count
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Limitations

This analysis did not include any compari-
sons to placebo as patients treated with pla-
cebo from baseline who had SALT scores > 20 
at Week 36 were rescued to baricitinib per pro-
tocol. This lack of a placebo comparator limits 
the definitive conclusions that can be drawn 
about long-term safety data and risk for rare 
events such as VTE and malignancy. How-
ever, IRs for adverse events of special interest 

were similar to rates in the general AA popula-
tion [16, 25]. This report focused only on the 
maintenance of efficacy throughout long-term 
continuous therapy among patients who had 
a SALT score ≤ 20 at Week 52. Due to study 
design, efficacy beyond Week 52 could not be 
assessed in the full cohort: 2 mg nonresponders 
were uptitrated [27], and 4 mg nonresponders 
could continue on the current dose only if they 
achieved an EB/EL response at Week 52 or a 
SALT score ≤ 20 before Week 52. A prior publi-
cation, Mostaghimi et al. (2024), addresses the 

Fig. 3   Among Week 52 SALT score ≤ 20 responders with 
baseline ClinRO for EB or EL ≥ 2, proportion of patients 
achieving ClinRO EB or EL (0,1) and ≥ 2-point improve-
ment from baseline from Week 52 to 200 among Week 
52 scalp responders: A ClinRO EB, baricitinib 4  mg; 
B ClinRO EB, baricitinib 2  mg; C ClinRO EL, barici-

tinib 4  mg; D ClinRO EL, baricitinib 2  mg (mLOCF 
and observed). EB ClinRO Clinician-Reported Measure 
for Eyebrow Hair Loss™, EL ClinRO Clinician-Reported 
Measure for Eyelash Hair Loss™, mLOCF modified last 
observation carried forward, N population count
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Table 2   Safety overview

Extended baricitinib AAa All baricitinib AA

Baricitinib 2 mg 
(N = 383)

Baricitinib 4 mg 
(N = 565)

(N = 1303)

Exposure

Total patient-years 546.1 1184.8 3047.7

Number of patients with ≥ 52 weeks, n (%) 268 (70.0) 451 (79.8) 1017 (78.1)

Number of patients with ≥ 104 weeks, n (%) 70 (18.3) 231 (40.9) 691 (53.0)

Number of patients with ≥ 152 weeks, n (%) 59 (15.4) 210 (37.2) 625 (48.0)

Number of patients with ≥ 200 weeks, n (%) 42 (11.0) 156 (27.6) 331 (25.4)

Median duration (days) 364.0 380.0 953.0

Maximum duration (days) 1742 1755 1826

Adverse events, n [IR]

Any TEAE 274 [132.1] 449 [116.5] 1035 [105.0]

TEAE Severityb

Mild 147 [38.0] 216 [24.4] 500 [22.7]

Moderate 117 [26.2] 197 [21.8] 461 [19.7]

Severe 10 [1.8] 36 [3.0] 74 [2.4]

Serious AE 12 [2.1] 34 [2.8] 77 [2.5]

Death 0 0 0

AE leading to study drug discontinuationd 11 [1.9] 23 [1.9] 47 [1.5]

AESIs n [IR]

Any treatment-emergent infection 177 [50.8] 291 [41.8] 706 [39.9]

Serious infections 2 [0.3] 6 [0.5] 17 [0.5]

Herpes simplex 11 [2.0] 18 [1.5] 43 [1.4]

Herpes zoster 11 [2.0] 18 [1.5] 53 [1.7]

Opportunistic infections 0 0 1 [< 0.1]

Tuberculosis 0 0 0

Infection leading to permanent discontinuation 1 [0.2] 1 [0.1] 3 [0.1]

MACE 1 [0.2] 0 1 [< 0.1]

DVT and/or PEc 1 [0.0] 0 2 [0.1]

NMSC 1 [0.2] 0 4 [0.1]

Malignancies other than NMSC 0 2 [0.2] 7 [0.2]
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durability of response among delayed scalp 
responders and reported that ~ 40% of Week 52 
nonresponders with EB/EL response achieved 
a scalp response after an additional year and 
maintained it 1 year later [26].

CONCLUSION

Data informing long-term continued therapy 
with baricitinib are important to inform patient 
management given the chronic nature of severe 
AA.  This report  shows  a high level  of  main-
tained  efficacy and  additional  improvements 
among Week 52 responders through ~ 4 years of 
treatment, such as deeper regrowth of hair 
across the scalp, EB, and EL with baricitinib. The 
observed profile remains consistent with the pre-
viously reported baricitinib safety profile in the 
BRAVE program, and data continue to support a 
positive benefit-risk profile for baricitinib. To our 
knowledge, these are the longest-term mainte-
nance-of-efficacy data for a JAK inhibitor used in 
the treatment of severe AA.
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