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Background: Severe alopecia areata (AA) causes substantial psychosocial burden, with suboptimal response rates to approved 
baricitinib 4 mg. Pharmacologic strategies for dose escalation, supported by inter-specialty evidence, may address this therapeutic gap.
Aim: To evaluate efficacy and safety of baricitinib 6 mg daily in severe, refractory AA patients who showed suboptimal response to 
conventional therapies.
Methods: In this retrospective study, four females (mean age 26.5 years) with severe AA (mean baseline Severity of Alopecia Tool, 
SALT 64.5) received baricitinib 6 mg between January 2023 and June 2025. Efficacy was assessed via serial SALT score changes; 
safety through standardized laboratory monitoring.
Results: Following escalation to baricitinib 6 mg daily, clinically meaningful SALT improvement was achieved in three patients 
(75%). Transient laboratory abnormalities occurred in 3 patients (75%), including asymptomatic mild platelet count elevation, self- 
resolving mild anemia (within normal ranges) and asymptomatic creatinine elevation. No severe adverse events occurred.
Conclusion: Baricitinib 6 mg daily demonstrated enhanced efficacy in 75% of patients with severe refractory AA and exhibited an 
acceptable short-term safety profile under close monitoring. These findings support further investigation of step-up dosing strategies in 
randomized controlled trials.
Keywords: alopecia areata, baricitinib, off-label use, dose–response relationship, treatment outcome, JAK inhibitors

Introduction
Alopecia areata (AA), a chronic immune-mediated non-scarring hair loss, imposes profound psychosocial burdens in 
severe cases (≥50% scalp involvement). Although JAK inhibitors (eg, baricitinib, ritlecitinib, and deuruxolitinib) are 
a therapeutic breakthrough, real-world efficacy remains suboptimal.1–4 Pivotal trials (BRAVE-AA1/AA2) showed only 
35.9% to 40.9% of severe AA patients achieved clinically meaningful responses (Severity of Alopecia Tool, SALT ≤20) 
after 36–52 weeks of baricitinib 4 mg therapy, leaving approximately 60% of patients with suboptimal response.5–7 This 
gap is compounded by AA pathogenesis heterogeneity, where cytokine redundancy and chronicity drive JAK inhibitor 
resistance.8–10 Importantly, suboptimal response is particularly prevalent in specific, difficult-to-treat subgroups. 
Extended disease duration (eg, >10 years) and higher baseline severity (eg, SALT ≥ 95) have been identified as predictors 
of poorer response to JAK inhibitors.11 While the approved dose for AA is 2–4 mg daily, therapeutic strategies for such 
refractory cases remain an unmet need. However, dose optimization draws on rheumatology and psoriasis precedents 
showed baricitinib doses up to 8 mg/day in rheumatoid arthritis (RA) and 10 mg/day in psoriasis demonstrated dose- 
dependent efficacy, improving responses without a meaningful increase in adverse reactions.12–15 Furthermore, in the 
management of AA, dose escalation is recognized as one of the potential strategies when facing an inadequate 
response.11 Therefore, we hypothesize that increasing baricitinib may narrow the efficacy gap in severe AA while 
maintaining tolerability.12–14,16,17
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In this retrospective assessment, we enrolled a series of patients with treatment-refractory AA characterized by 
extended disease duration and high baseline severity who received baricitinib at an increased daily dose of 6 mg to 
evaluate its efficacy and safety. Our aim is to reconsider the conventional dosing standard for this challenging subgroup, 
offering a pragmatic dose-optimization strategy for patients with limited therapeutic alternatives.

Methods
Medical records of four consecutive patients with severe AA (SALT ≥ 50) treated at our department between 
January 2023 and June 2025 were retrospectively reviewed. All patients met the following inclusion criteria: (1) primary 
diagnosis of severe AA (SALT ≥ 50), including alopecia totalis (AT) or alopecia universalis (AU); (2) previously 
received treatments of JAK inhibitors (baricitinib or ritlecitinib) or oral glucocorticoid (prednisone) for no less than 6 
months, but without satisfied response or relapsed; (3) demonstrating an inadequate early response, defined as a reduction 
in SALT score of ≤20% from baseline after at least 6 months of standard-dose (2–4 mg) baricitinib therapy or an 
equivalent period of other systemic therapy; (4) patients had explicitly and in writing agreed to receive off-label high- 
dose baricitinib after thorough discussion of risks, benefits, and alternatives. Data extraction encompassed demographic 
characteristics, clinical subtypes, baseline SALT scores, treatment regimens (including dose adjustments), efficacy 
outcomes (absolute SALT scores and percentage improvement from baseline), adverse events, and monitoring tests. 
The study was approved by the Ethics Committee of the Second Affiliated Hospital of Chongqing Medical University 
(Approval No. 2025-LS-232). This study was conducted in accordance with the principles of the Declaration of Helsinki. 
Written informed consent was obtained from all individual participants included in the study for the use of their clinical 
data and images for research and publication purposes.

Results
In this study, four patients meeting all inclusion criteria (all female; mean age 26.5 years, range 22–33), who completed 
the full treatment protocol and underwent prospective safety and efficacy monitoring. All patients manifested severe hair 
loss (mean baseline SALT 64.5, range 50–100), with two cases (50%) classified as AU (Box 1). The cohort demonstrated 

Box 1 Baseline Characteristics of Patients with  
Severe Alopecia Areata (N=4)

Demographics:

1. Age at presentation, years: 26.5 ± 4.7 (22–33)
2. Female sex, No. (%): 4 (100%)

Clinical features:
1. Baseline SALT score: 64.5 ± 24.0 (50–100)

2. Scalp involvement type:

1) Alopecia universalis (AU): 2 (50%)
2) Multilocularis (patchy AA): 1 (25%)

3) Ophiasis: 1 (25%)

3 Extracranial involvement:
1) Eyebrow loss: 3 (75%)

2) Body hair loss: 2 (50%)

Disease history:

1. Age of onset, years: 16.1 ± 10.9 (2–25)

2. Current disease duration, years: 10.4 ± 11.1 (0.5–20)

Comorbidities:
1. Autoimmune thyroid diseasea: 1 (25%)

Note: aHyperthyroidism (Case 3). Data summarized from case 
presentations.
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heterogeneous clinical trajectories following individualized JAK inhibitor regimens, with systematic documentation of 
treatment modifications, efficacy outcomes, and safety parameters throughout the study period.

Baseline Characteristics
The cohort exhibited diverse phenotypic manifestations, including one patient (25%) with multifocal patchy AA 
characterized by discrete bald patches (baseline SALT 50), and one patient (25%) presenting with ophiasis pattern 
involving band-like temporal-occipital hair loss (Box 1). Extracranial involvement was notable, with three patients (75%) 
demonstrating complete eyebrow alopecia and two patients (50%) manifesting total body hair loss. The mean age at 
disease onset was 16.1 years (range, 2–25 years), including 1 patient with onset at 2 years of age. The mean disease 
duration was 10.4 years (range: 0.5–20 years), including two patients with two-decade disease chronicity (Box 1). This 
extended disease duration aligns with the profile of patients predicted to have a higher likelihood of suboptimal response 
to standard JAK inhibitor therapy.11 Comorbid autoimmune conditions included one patient (Case 3) with documented 
hyperthyroidism requiring ongoing management, while no atopic disorders or other autoimmune comorbidities were 
reported. The diverse clinical presentations and chronic disease course posed significant challenges for treatment.

Individualized Therapeutic Regimens and Treatment Modifications
The therapeutic pathways for each patient, detailed in Table 1. Case 1 commenced with oral prednisone 20 mg/day 
tapered to 5 mg/day over eight months before transitioning to baricitinib, which underwent a stepwise escalation from 
2 mg/day to 4 mg/day to address incomplete regrowth. After achieving SALT 17 on 4 mg, further escalation to 6 mg led 
to complete regrowth (SALT 0). Case 2 received ritlecitinib 50 mg/day for 11 months with suboptimal response (SALT 
100 to 96) and recurrent upper respiratory tract infections. She was then switched directly to baricitinib 6 mg/day. The 
switch to a higher dose of a different JAK inhibitor aimed to overcome primary non-response and improve tolerability. 
Case 3 illustrates the challenge of dose reduction in severe AA. After an excellent initial response to baricitinib 4 mg/day 
for 6 months (SALT 58 to 2), the dose was reduced to 2 mg/day in an attempt to find the minimal effective maintenance 
dose. This reduction led to disease relapse, necessitating re-escalation first to 4 mg/day and ultimately to 6 mg/day to re- 
establish disease control. Case 4 required dose intensification from baricitinib 4 mg/day to 6 mg/day after seven months 
due to inadequate clinical response.

Efficacy Outcomes
Therapeutic escalation to baricitinib 6 mg/day demonstrated clinically meaningful improvements in three (75%) and 
stabilization in 1 of four patients (25%; Figure 1). Case 1 (Figure 2) demonstrated a robust satisfied dose-dependent 

Table 1 Treatment Protocols and Safety Monitoring Schedule for Patientsa

Case Primary Therapy  
(Dose & Duration)

Interim Treatment Sequence  
(Dose & Duration)

Baricitinib 6 mg/Dayb 

(Duration & Outcome)
Monitoring 
Frequencyc

1 Prednisone 20 mg/day, tapered to 

5 mg/day over 8 months

Baricitinib 2 mg/day for 5 months, then 

increased to 4 mg/day for 1 month

6 months (SALT decreased 

from 17 to 0)

Monthly

2 Ritlecitinib 50 mg/day for 11 months Direct transition to baricitinib 6 mg/day 5 months (SALT decreased 

from 96 to 75)

Monthly

3 Baricitinib 4 mg/day for 6 months Reduced to 2 mg/day for 9 months, then re- 

escalated to 4 mg/day for 2 months

4 months (disease 

stabilization at SALT 22)

Bimonthly

4 Baricitinib 4 mg/day for 7 months Dose escalation due to suboptimal response 6 months (SALT decreased 

from 50 to 38)

Quarterly

Notes: aAll patients received adjunctive therapy: monthly intralesional betamethasone injections (7 mg) and daily topical 5% minoxidil application. bInstitutional review board 
approval was obtained; written informed consent was provided by all patients. cMonitoring included complete blood count (CBC); renal function (blood urea nitrogen, 
creatinine); liver function (alanine aminotransferase, aspartate aminotransferase); coagulation profiles (prothrombin time, activated partial thromboplastin time). 
Abbreviation: mo, months.
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response: sequential escalation from baricitinib 2 mg to 6 mg over 6 months resulted in progressive improvement, 
culminating in complete hair regrowth (SALT 0) at month 6 of 6 mg therapy. Case 2 (Figure 3) achieved a reduction in 
SALT score from 96 to 75 after 5 months of baricitinib 6 mg/day, contrasting with marginal improvement during prior 
ritlecitinib therapy (SALT 100 to 96 over 11 months). Although SALT did not reach ≤20, the patient reported modest 
visible regrowth. Case 3 (Figure 4) initially responded well to 4 mg/day (improvement from baseline SALT 58 to 2) but 
subsequently relapsed during dose reduction. Following disease progression despite re-challenge with 4 mg/day, escala
tion to 6 mg/day resulted in disease stabilization, underscoring that higher therapeutic intensity may be required to 
maintain control in severe AA. Case 4 (Figure 5) exhibited gradual improvement, achieving a SALT reduction from 50 to 
38 after 6 months of sustained 6 mg therapy. The treatment outcomes across all cases revealed that 75% of patients (3/4) 
were dose-dependent responders, demonstrating that baricitinib 6 mg daily is clinically essential for refractory AA cases 
or inadequate response to lower doses (2–4 mg).

Safety Profile
The therapeutic regimens demonstrated acceptable safety profiles with predominantly mild laboratory abnormalities 
(Table 2). Asymptomatic platelet count elevations occurred in Case 1 (397 to 416 × 103/μL) and Case 2 (platelet count, 
324 to 334 × 103/μL). These values remained within normal ranges and did not require intervention. Case 3 developed 

Figure 1 Longitudinal SALT (Severity of Alopecia Tool) score aggregation trends across all cases during therapy.
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mild anemia (hemoglobin, 10.7 g/dL vs normal range of 11.5–15.0 g/dL) that resolved spontaneously within 5 months 
without dose adjustment. Metabolic alterations manifested as elevated serum creatinine in Case 2 (0.85 mg/dL vs normal 
of 0.46–0.82 mg/dL), which remained stable during continued therapy. Case 2 experienced recurrent upper respiratory 
tract infections (approximately twice monthly) during ritlecitinib therapy, while resolved upon switching to baricitinib 
6 mg/d. No patient developed hepatic transaminitis, lipid abnormalities, or coagulation disorders during monitoring.

Discussion
While oral JAK inhibitors like baricitinib have recently transformed the landscape for AA, pivotal Phase III studies have 
consistently shown that, even at the currently approved maximal dose (4 mg), a significant proportion, more than half of 
patients with severe disease fail to achieve substantial regrowth.5–7 This is especially true for patients with predictive 
factors for poorer outcomes, such as long disease duration and very high baseline SALT scores, a profile that matches our 
cohort (mean duration 10.4 years; two patients with AU).11

We acknowledge the standard 12-month efficacy assessment timeline. However, our treatment decisions were 
informed by emerging evidence that early incomplete response may predict poor long-term outcomes, combined with 
patient preferences for more aggressive management.18–20 For patients with minimal early improvement (≤20% SALT 
reduction at 6 months), particularly those with poor prognostic features, persisting with a suboptimal regimen for an 
additional 6 months may prolong psychosocial distress. Regarding the initiation of 6 mg baricitinib in patients with SALT 
<50 (Cases 1 and 3), recent international consensus statements indicate that AA severity can be upgraded beyond scalp 
SALT scores based on additional factors such as long disease duration, prior treatment failures, rapid relapse upon dose 
reduction, and significant psychosocial impact. Our patients exhibited multiple such factors, justifying escalation despite 
moderate SALT scores.18–20

Figure 2 Clinical response of the patient to high-dose baricitinib (6 mg/day). (A–D) Baseline scalp appearance: (A) left temporal, (B) right temporal, (C) occipital, (D) 
vertex. (E–H) After 6 months of treatment: (E) left temporal, (F) right temporal, (G) occipital, (H) vertex. Progressive improvement in hair regrowth was observed.
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Importantly, we do not advocate for routine early-dose escalation. Rather, we propose that in a well-defined, refractory 
subgroup (characterized by long disease duration, high baseline severity, and ≤20% SALT improvement at 6 months), as well 
as a carefully monitored trial of dose intensification represents a rational and personalized treatment strategy.

Our data indicate baricitinib 6 mg/day induces further regrowth in patients suboptimal to 2–4 mg/day. Following 
therapeutic dose escalation, 100% of the cohort achieved either hair regrowth or disease stabilization, suggesting higher 
dosing may overcome the 4 mg efficacy “ceiling” in select refractory AA patients. To our knowledge, this is the first 
systematic evaluation of baricitinib 6 mg for AA, innovatively applying rheumatology and psoriasis paradigms to 
dermatology.12–15,21 In our cohort, only mild transient platelet count elevations occurred, with no severe adverse events, 
supporting an acceptable short-term risk profile under vigilant monitoring.

Our study is limited by its small sample size and retrospective design, as well as variability in baseline SALT scores at 
the time of 6 mg initiation (not all patients had SALT ≥50 at that point, reflecting real-world disease fluctuation). Future 
randomized controlled trials are warranted to validate the efficacy and long-term safety of baricitinib dose escalation and 
to better define the characteristics of patients who would benefit most from this approach.

Figure 3 Clinical response of the patient to high-dose baricitinib (6 mg/day). (A–E) Pretreatment baseline: (A) left temporal, (B) right temporal, (C) occipital, (D) vertex, 
(E) eyebrows. (F–J) At initiation of baricitinib 6 mg/day: (F) left temporal, (G) right temporal, (H) occipital, (I) vertex, (J) eyebrows. (K–O) After 5 months of treatment: (K) 
left temporal, (L) right temporal, (M) occipital, (N) vertex, (O) eyebrows. Limited scalp and eyebrow hair regrowth was observed.
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Conclusions
This study provides novel preliminary evidence supporting the therapeutic potential of baricitinib 6 mg daily as an optimized- 
dose strategy for a well-defined subgroup of patients with severe, long-standing, treatment-refractory AA who show an 
inadequate early response to standard dosing. Our findings suggest that dose escalation beyond the currently approved 4 mg can 

Figure 4 Clinical course of the patient on high-dose baricitinib (6 mg/day). (A–D) Baseline alopecia before therapy: (A) left temporal, (B) right temporal, (C) occipital, (D) 
vertex. (E–H) After 6 months of baricitinib 4 mg/day: (E) left temporal, (F) right temporal, (G) occipital, (H) vertex. (I–L) At commencement of baricitinib 6 mg/day: (I) 
right temporal, (J) occipital, (K) occipital (second view), (L) vertex. Left temporal view was not recorded at this time point. (M–P) Stabilization achieved after 4 months of 
treatment: (M) left temporal, (N) right temporal, (O) occipital, (P) vertex. Disease stabilization was achieved after dose escalation.
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enhance clinical efficacy by overcoming resistance mechanisms, while maintaining a manageable safety profile under vigilant 
monitoring, which lays the groundwork for individualized, stepwise treatment paradigms in AA. Future prospective studies are 
needed to confirm these findings and to establish standardized criteria for early treatment intensification in refractory disease.

Figure 5 Clinical response of the patient (Case 4) to high-dose baricitinib (6 mg/day). (A–D) Pretreatment baseline: (A) left temporal, (B) right temporal, (C) occipital, (D) 
frontal hairline. (E–H) Clinical status at initiation of baricitinib 6 mg/day: (E) left temporal, (F) right temporal, (G) occipital, (H) vertex. (I–L) After 6 months of continuous 
treatment: (I) left temporal, (J) right temporal, (K) occipital, (L) vertex. Gradual improvement in scalp hair regrowth was observed.

Table 2 Safety and Laboratory Abnormalities

Case Adverse Events Laboratory Abnormalities Clinical Management

1 None Mild platelet elevation (397–416 × 103/μL)a Continued monitoring

2 None Mild platelet elevation (324–334 × 103/μL)a, 

Elevated creatinine (0.85 mg/dL)

Monitoring; no intervention

3 None Mild anemia (10.7 g/dL) Monitoring; no intervention

4 None None None

Notes: aAll platelet values remained within normal institutional ranges; not meeting criteria for thrombocytosis. All hepatic/ 
coagulation parameters remained normal.
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Data Sharing Statement
The anonymized individual patient data supporting the findings of this study have been deposited in the Mendeley Data 
repository and are publicly available. Liu, Qinsi. (2025). Excessive-Dose Baricitinib for Severe Alopecia Areata 
Unresponsive to Conventional Therapy: A Real-World Assessment Dataset. Mendeley Data. https://doi.org/10.17632/ 
wgb2kxd2nc.1. The data are also available from the corresponding author upon reasonable request.
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