Efficacy and Safety of Tildrakizumab, a High-affinity Anti–interleukin-23p19 Monoclonal Antibody, in Patients with Active Psoriatic Arthritis 
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Introduction: A randomized, double-blind, placebo-controlled, multiple-dose, phase 2b study in PsA evaluated the efficacy and safety of tildrakizumab (TIL)–a high-affinity anti–interleukin-23p19 monoclonal antibody–up to week (W)52 (NCT02980692).
Methods: Patients ≥18 years with active PsA were randomized 1:1:1:1:1 to TIL 200 mg every 4 weeks (Q4W)W52, TIL 200 mg Q12WW52, TIL 100 mg Q12WW52, TIL 20 mg Q12WW24 then TIL 200 mg Q12WW52, or placebo (PBO) Q4WW24 then TIL 200 mg Q12WW52. Efficacy assessments included the proportion of patients who achieved a 20% reduction from baseline by American College of Rheumatology response criteria (ACR20) and 75% improvement in Psoriasis Area and Severity Index (PASI). Treatment-emergent adverse events (TEAEs) were monitored.
Results: Of 500 patients screened, 391 were randomized and received ≥1 dose of drug. Demographics and baseline disease characteristics were generally consistent across treatment arms. At baseline, the mean (SD) PASI score was 6.8 (8.2), 235 patients had body surface area (BSA) ≥3% at baseline, and 23.3% were anti–tumor necrosis factor-experienced. At W24, 71.4%–79.5% patients in TIL arms vs 50.6% in PBO arm achieved ACR20 (P <0.01 TIL arms vs PBO). At W52, ACR20 response rates were maintained for TIL 200 mg Q4W (79.5%), 200 mg Q12W (72.2%), and 100 mg Q12W (67.5%) arms and further increased for TIL 20200 mg Q12W (78.2%) and PBOTIL 200 mg Q12W (77.2%) arms. Among patients with baseline BSA ≥3%, TIL treatment significantly increased the proportion of PASI 75 responders (46.3%–79.6%) vs PBO (16.7%) at W24 (P <0.01); the proportion of responders continued to increase thereafter and was sustained through W52 including in the PBOTIL 200 mg Q12W arm (64.3%). TEAEs and serious TEAEs occurred in 64.5% and 3.3% of patients, respectively. No deaths or major adverse cardiac events occurred. 
Conclusions: TIL improved joint and skin manifestations of PsA through W52 and was well tolerated among all treatment groups.
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