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Introduction

Atopic dermatitis (AD) affects different parts of the body, and exposed areas such as the face, neck, and hands are
more affected by environmental stressors such as cold, dry air, allergens, and irritants, and are more refractory to
therapies. Treatment response in the facial area is of particular importance as facial AD may be associated with
mental health symptoms and patients ask for improvement. Upadacitinib (UPA) is a selective oral Janus kinase
(JAK) inhibitor with greater inhibitory potency for JAK1 than JAK2, JAK3, and tyrosine kinase 2. Results from a
phase 2b study and 3 phase 3 studies demonstrated that once-daily UPA 15 mg or 30 mg is an effective and well-
tolerated treatment option for patients with moderate-to-severe AD. In the Heads Up study, UPA achieved
superiority to dupilumab (DUPI) for the primary endpoint (proportion of patients achieving EASI75 at week 16,
71.0% [UPA] vs. 61.1% [DUPI], p<0.001) and all ranked secondary endpoints in adults with moderate to severe AD.
The Eczema Area and Severity Index (EASI) is a composite score of eczema area and severity in four anatomical
regions: Head and Neck, Trunk, Upper Limbs, Lower Limbs. Here, we assess the efficacy of UPA vs DUPI on skin
clearance for each region using data from Heads Up.

Material and Methods

Heads Up (NCT03738397) was a 24-week head-to-head phase 3b multicenter, randomized, double-blinded,
double-dummy study comparing safety and efficacy of UPA to DUPI in adults with moderate-to-severe
AD. Patients were randomized 1:1 to receive UPA 30 mg extended-release tablet orally once daily or DUPI 300 mg
by subcutaneous injection every 2 weeks after a loading dose of 600 mg. In this analysis, efficacy was assessed as
achievement of 75% reduction in EASI for four body regions: 1) Head and Neck, 2) Trunk, 3) Upper Limbs, and 4)
Lower Limbs at each study visit through week 16. The primary approach for evaluating categorical endpoints was
NRI-C (Non‑Responder Imputation incorporating Multiple Imputation [MI] to handle missing data due to
COVID‑19). As these additional, pre-specified, endpoints were not multiplicity-controlled, all p-values are nominal.
Safety was assessed as treatment-emergent adverse events (AEs) in all patients receiving ≥1 dose of study drug.

Results

In Heads Up, 692 patients were randomized and treated with UPA (N=348) or DUPI (N=344). Greater proportions
of patients receiving UPA versus DUPI achieved EASI75 for each of the four body regions at all visits from week 1
to week 16 (Table 1). The proportions of patients achieving EASI75 in the four regions were: head and neck, 24.8%
[UPA] versus 10.6% [DUPI] at week 1 (p<0.001) and 64.8% [UPA] versus 52.5% [DUPI] at week 16 (p<0.01); trunk,
23.9% [UPA] versus 10.9% [DUPI] at week 1 (p<0.001) and 70.0% [UPA] versus 60.5% [DUPI] at week 16 (p<0.01);



upper limb, 17.3% [UPA] versus 7.8% [DUPI] at week 1 (p<0.001) and 70.4% versus 58.7% [DUPI] at week 16
(p<0.01); and for lower limb, 18.5% [UPA] versus 8.1% [DUPI] at week 1 (p<0.001) and 72.4% [UPA] versus 61.2%
[DUPI] at week 16 (p<0.01).

Safety was consistent with that in the Phase 2b and Phase 3 pivotal studies. No new safety signals were observed
compared with the known safety profile of UPA. The most common AE reported with UPA was acne (15.8%) and
with DUPI was conjunctivitis (9.4%).

Discussion

UPA provided greater and more rapid efficacy compared to DUPI in all four body regions in patients with
moderate-to-severe AD as early as week 1 that was maintained through week 16. Both UPA and DUPI had
tolerable safety.
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