BMS-986165, an Oral, Selective Tyrosine Kinase 2 Inhibitor: Evaluation of Changes in Laboratory Parameters in Response to Treatment in a Phase 2 Trial in Psoriasis Patients
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Background: In a Phase 2 trial of the oral, selective tyrosine kinase 2 (TYK2) inhibitor BMS-986165 in patients with moderate to severe plaque psoriasis (NCT02931838),1 67% to 75% achieved PASI 75 (≥75% reduction from baseline on the Psoriasis Area and Severity Index) at Week 12 at doses of ≥3 mg twice daily (BID) versus 7% with placebo (P<0.001), with an acceptable adverse event profile. We investigated the effect of BMS-986165 on standard laboratory parameters, many of which become abnormal on treatment with other kinase inhibitors. 
Methods: Patients were randomized to 1 of 5 doses of BMS-986165 or placebo for 12 weeks. Mean absolute values (with associated SD) in hematologic, hepatic, and lipid (total cholesterol, triglycerides) parameters; creatinine, creatine phosphokinase (CPK) and glucose levels; blood pressure; and weight/body mass index were assessed for the 3 most effective doses (3 mg BID, 6 mg BID, and 12 mg once daily [QD]) and placebo. 
[bookmark: _GoBack]Results: In total, 267 patients were randomized. Most laboratory parameters stayed within normal range during treatment, including hematologic (lymphocytes, neutrophils, platelets, hemoglobin), liver enzymes, creatinine, glucose, and lipid panel. CPK levels were elevated in placebo (baseline: 142.6 U/L [SD, 91.3]; Week 12: 155.5 U/L [88.8]) and treatment groups (baseline: 3 mg BID: 130.0 U/L [99.6], 6 mg BID: 143.6 U/L [159.8], 12 mg QD: 143.6 U/L [86.6]; Week 12: 3 mg BID: 139.7 U/L [106.2], 6 mg BID: 156.1 U/L [137.9], 12 mg QD: 194.5 U/L [357.8]). The CPK increases were asymptomatic, mostly adverse event grades 1 or 2, and were observed in 12/44 patients (27%) who received placebo and 57/221 (26%) who received BMS-986165. Safety results were not dose-dependent and no events resulted in discontinuation from the study.  
Conclusion: No consistent differences between placebo and treated groups and no clear dose-dependence were seen in laboratory parameters investigated. Results of ongoing Phase 3 trials of BMS-986165 in psoriasis (NCT03624127, NCT03611751, NCT04167462, NCT03924427) will provide long-term safety and laboratory data. 
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