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Introduction

TYK2 is an intracellular kinase that mediates signaling by key cytokines (interleukin [IL]-23, IL-12, and Type I
interferons) involved in psoriasis pathogenesis. Deucravacitinib is a novel oral agent that selectively inhibits TYK2
via an allosteric mechanism by uniquely binding to the regulatory domain; this mechanism is in contrast to
inhibitors of Janus kinases (JAK 1/2/3) that bind to the conserved active site in the kinase domain. Deucravacitinib
was shown to be significantly more efficacious than placebo or apremilast and to be well tolerated in patients with
moderate to severe plaque psoriasis in 2 Phase 3 trials, POETYK PSO-1 and PSO-2. The current analysis was
conducted using integrated data from the 2 trials to compare the effects of deucravacitinib versus placebo and
apremilast on multiple laboratory parameters.

Material and Methods

POETYK PSO-1 (NCT03624127) and POETYK PSO-2 (NCT03611751) were double-blinded, 52-week trials that
randomized patients with moderate to severe plaque psoriasis (body surface area [BSA] involvement ≥10%,
Psoriasis Area and Severity Index [PASI] ≥12, static Physician’s Global Assessment [sPGA] score ≥3) 1:2:1 to
placebo, deucravacitinib 6 mg once daily, or apremilast 30 mg twice daily. Patients receiving placebo were
switched to deucravacitinib at Week 16 and patients receiving apremilast who failed to meet trial-specific efficacy
thresholds (≥50% reduction from baseline PASI [PASI 50] in PSO-1; ≥75% reduction from baseline PASI [PASI 75]
in PSO-2) were switched to deucravacitinib at Week 24. Changes from baseline levels of standard hematologic
parameters (lymphocytes, neutrophils, platelets, and hemoglobin), and chemistry parameters including lipids (total
cholesterol, high-density lipoprotein cholesterol, and triglycerides) and creatine phosphokinase (CPK) in the blood
were evaluated. Shifts in CTCAE (version 5.0) severity grade of laboratory parameter abnormalities between
baseline and Week 16 were assessed. Integrated data from PSO-1 and PSO-2 are presented.

Results

666 and 1020 patients were randomized in PSO-1 and PSO-2, respectively, and were included in this analysis.
Overall, no clinically meaningful changes from baseline levels were observed in any laboratory parameter over the
placebo-controlled period from Weeks 0 to 16 (4 relevant parameters that are known to change with JAK 1/2/3
inhibition are shown in the Figure). There were no shifts from Grade ≤2 to ≥3 in cholesterol, neutrophils, or



platelets in deucravacitinib-treated patients through Week 16; shifts in CPK and triglycerides were low and similar
across treatment arms (<1.8%). Overall, there were no clinically relevant changes from baseline levels and no
cumulative trends observed up to Week 52. The majority of patients remained within normal range throughout
the trials and shifts of ≥2 CTCAE grades from baseline were balanced overall and infrequent for all treatment
groups.

Discussion

Deucravacitinib treatment did not result in clinically significant laboratory parameter abnormalities in 2 large
Phase 3 trials in psoriasis, suggesting that routine laboratory monitoring during deucravacitinib treatment may
not be warranted.
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