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Introduction

Alopecia Areata (AA) is an autoimmune disease characterized by nonscarring hair loss resulting in significant
disease burden and quality of life impact. No treatments are currently approved by the US FDA or the EMA. In a
Phase 2a trial, the oral JAK3/TEC inhibitor ritlecitinib demonstrated statistically significant hair regrowth over 24
weeks compared to placebo and an acceptable safety profile in adult patients with AA and ≥50% of scalp hair loss
(King et al. 2021). The objective of this phase 2b/3 study was to evaluate the efficacy and safety of multiple dosing
regimens of ritlecitinib compared to placebo over 48 weeks in adult and adolescent patients with AA.

Material and Methods

Patients with a clinical diagnosis of AA aged ≥12 years with ≥50% scalp hair loss were enrolled. Study design and
dosing regimens are shown in Figure 1. Primary endpoint was proportion of subjects with Severity of Alopecia
Tool (SALT) score ≤20 at Week 24 compared to placebo. Key secondary endpoint was proportion of subjects with
SALT score ≤10 at Week 24 compared to placebo. The hypotheses tested, at an overall significance level of
α=0.05, were that each ritlecitinib group was superior to placebo on the primary and key secondary endpoints,
following a pre-specified algorithm controlling family-wise Type I error using a gatekeeping approach. The 10 mg
treatment group was assessed for dose-ranging only and was not tested versus placebo. Patients with missing
SALT score at Week 24 due to reasons related to the COVID-19 pandemic were excluded from the analysis;
patients with missing scores due to other reasons were counted as non-responders. Patient-reported outcomes
included responses of “moderately improved” or “greatly improved” on the Patient’s Global Impression of Change
(PGI-C) scale at Week 24. Safety was monitored throughout the study.

Results

A total of 718 patients enrolled in the study. Baseline patient and disease characteristics were comparable across
groups (Table 1). The primary and key secondary endpoints were met by all treatment groups included in the
statistical testing. At Week 24, SALT score ≤20 response rates were 31%, 22%, 23%, 14% and 2% in the 200/50
mg, 200/30 mg, 50 mg, 30 mg (p<0.001 for all) and placebo groups, respectively (Figure 2A), and 2% the 10 mg
group. Week 24 SALT score ≤10 response rates followed a similar pattern: 22%, 13%, 14%, 11%, and 2% of



patients in the 200/50 mg, 200/30 mg, 50 mg, 30 mg (p≤0.002 for all) and placebo groups, respectively (Figure
2B), and 2% in the 10 mg group. SALT score ≤20 and ≤10 response rates continued to increase during the
extension phase across treatment groups. Week 24 PGI-C response rates were 53%, 47%, 50%, 42% and 9% in the
200/50 mg, 200/30 mg, 50 mg, 30 mg (p<0.001 for all) and placebo groups, respectively, and 12% in the 10 mg
group.

Adverse events (AEs) and serious AEs (SAE) were experienced by 82% and 2% of patients, respectively, with similar
rates across treatment groups. Most common AEs were headache (14%), nasopharyngitis (14%) and upper
respiratory tract infections (10%). Events of herpes zoster (8), pulmonary embolism (1) and breast cancer (2) were
reported. No major adverse cardiac events, deaths or opportunistic infections were reported. Overall
discontinuation rate was 14.5%.

Discussion

Ritlecitinib was an effective treatment for AA at dosages of 50 mg or 30 mg QD (with or without initial 4-week
treatment with 200 mg QD) compared to placebo and was generally well tolerated with acceptable safety.
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