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Introduction

Tyrosine kinase 2 (TYK2) is an intracellular kinase that mediates signaling by key cytokines (interleukin [IL]-23, IL-
12, and Type 1 interferons [IFN]) involved in psoriasis pathogenesis. Deucravacitinib is a novel, oral, and selective
inhibitor that binds to the regulatory domain of TYK2, and thereby via an allosteric mechanism inhibits signaling
of IL-23, IL-12, and Type I IFN. In the Phase 3 POETYK PSO-1 and PSO-2 trials, deucravacitinib demonstrated
superiority compared with placebo and apremilast for multiple endpoints, including clinical and patient-reported
outcomes. Results from the Psoriasis Symptoms and Signs Diary (PSSD) focusing on patient-reported symptoms
were previously described at the 2021 American Academy of Dermatology meeting. This analysis compares the
effect of deucravacitinib versus placebo and apremilast on item-level changes over time for patient-reported
psoriasis symptoms and signs measured by PSSD, and further evaluates the contribution of individual
subdomains on symptom and sign scores in POETYK PSO-1 and PSO-2.

Material and Methods

POETYK PSO-1 (NCT03624127) and PSO-2 (NCT03611751) are 52-week, Phase 3, double-blind trials that
randomized patients with moderate to severe plaque psoriasis (BSA ≥10%, PASI ≥12, sPGA ≥3) 1:2:1 to placebo,
deucravacitinib 6 mg once daily, or apremilast 30 mg twice daily. Patients recorded psoriasis symptoms and signs
daily using the PSSD (24-hour recall), a patient-reported instrument that assesses the severity of 5 symptoms
(burning, itch, pain, skin tightness, stinging) and 6 signs (bleeding, cracking, dryness, redness, scaling, shedding or
flaking) on a numerical scale ranging from 0 (absent) to 10 (worst imaginable). Psoriasis symptom and sign
summary scores (0-100) were derived based on average scores of the individual symptoms and signs domains.

Results

A total of 666 and 1020 patients were randomized in PSO-1 and PSO-2, respectively. PSSD symptom and sign
summary and domain scores were similar across groups at baseline. Patients treated with deucravacitinib
experienced significantly greater improvements in mean change from baseline in PSSD symptom scores (PSO-1: -
32.0 vs -6.3 for placebo and -23.7 for apremilast; PSO-2: -31.3 vs -3.2 and ‑23.0; P<0.0001 for each) and sign
scores (PSO-1: -34.3 vs -7.7 and ‑25.4; PSO-2: -35.0 vs -6.3 and -26.5; P<0.0001 for each) compared with those
receiving placebo and those treated with apremilast at Week 16. Significantly greater improvements from baseline
in all individual symptom and sign domain scores were observed for patients treated with deucravacitinib
compared with placebo and apremilast at Week 16 (Figure). The greatest improvements in psoriasis symptoms
were observed for itch and skin tightness, and the greatest improvements in psoriasis signs were observed for



dryness, scaling, and shedding or flaking. Benefits favoring deucravacitinib were maintained through Week 24.

Discussion

Treatment with deucravacitinib in the POETYK PSO-1 and PSO-2 trials was significantly superior compared with
placebo and apremilast at Week 16 in improving psoriasis symptoms and signs. The greatest symptom
improvement was consistently observed for itch domain, which may prove particularly meaningful to patients
given the prevalence and burden of itch, a symptom that affects almost every patient with psoriasis.
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