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Category: Atopic eczema/dermatitis
Background: Atopic dermatitis (AD) is a chronic, inflammatory skin disease characterized by pruritus and
eczematous lesions. The selective JAK-1 inhibitor, upadacitinib, is being investigated for the treatment of
AD.
Objective: To compare the proportions of upadacitinib-treated patients achieving an itch-free state versus
placebo.
Methods: 16-week data from the phase-2b upadacitinib trial of adults with moderate-to-severe AD
randomized to once-daily upadacitinib monotherapy 7.5, 15, or 30 mg (n=42/42/42), or placebo (n=41)
were analyzed. Patient-reported itch was assessed daily using a Numerical Rating Scale (NRS) (0=no itch;
10=worst imaginable itch). An itch-free state was defined as a pruritus NRS weekly rolling average of 0-1
after rounding to the nearest integer; weeks were tallied to characterize the time spent in an itch-free
state. Missing data were addressed using non-responder imputation; group differences were assessed by
the Cochran-Mantel-Haenszel test.
Results: At baseline, subjects reported a pruritus NRS weekly rolling average of 6.5. At week 16, the
proportion of itch-free subjects was 2.4% for placebo and 21.4%/26.2%/40.5% for upadacitinib 7.5/15/30
mg, with 2.9% and 19.6%/25.4%/47.5% of weeks spent itch-free across the 16-week period, respectively.
Differences in the proportion of itch-free subjects versus placebo were observed at Week 3 (7.5 mg:
14.0%, p=.012; 15 mg: 21.3%, p<.001; 30 mg: 52.3%, p<.001), with differences observed as early as Week
1 for upadacitinib 30 mg and Week 2 for upadacitinib 15 mg. Differences versus placebo were also
observed at Week 16 (7.5 mg: 18.6%, p=.005; 15 mg: 23.8%, p<.001; 30 mg: 37.7%, p<.001). Similar results
were observed for SCORAD-itch and POEM-itch.
Conclusions: Upadacitinib treatment for 16 weeks resulted in significant improvements in pruritus versus
placebo. Upadacitinib-treated subjects achieved a higher proportion and duration of an itch-free state.
The positive benefit/risk profile of upadacitinib supports proceeding to phase-3 trials in AD.
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