Deucravacitinib in plaque psoriasis: 2-year laboratory results from the phase 3 POETYK PSO program
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Table 2. CTCAE grades 3 and 4 abnormalities in laboratory parameters over 1 and 2 years
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» Tyrosine kinase 2 (TYK2) is an intracellular enzyme that mediates signaling Figure 1. Mechanism of action of deucravacitinib Patient population Table 1. Baseline patient demographics and disease
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pathogenesis Deucravacitinib ATP-binding active site deucravacitinib in POETYK PSO-1, PSO-2, and/or the LTE through the data POETYK PSO-1 + PSO-2 + LTE (n = 666) (n = 1364) (n = 1519)
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» Deucravacitinib is approved in the US and other countries for the treatment ( ) (app , ) cutoff date of October 1, 2021 Daramater De:’;rf“fgc;g;"b Baseline Week 52 Baseline Baseline Week 100
of adults with moderate-to-severe plaque psoriasis who are candidates for « Total deucravacitinib exposure was 2482.0 person-years (PY) Parameter n (%) n (%) n (%) & & n (%)
i 2 : Age, mean (SD 46.6 (13.4 .2)? )P 2)¢ 1)
systemic therapy or phototherapy o In total, 1179 (77.6%) and 584 (38.4%) patients had =52 weeks and =104 weeks, £, (D), y (13.4) Lymphocyte count 3 0 10.2) 0 2(0.1) 0 10.2) 0 2(0.1)
mechanism of action, the first in a new class of small molecules' (Figure 1) — Median duration of exposure was 682.0 days (97 weeks) eht, » K8 ' ' Neutrophil count 3 0 1 (0.2) 1 (0.1)° 4 (0.3)° 0 0 1 (0.1)d 5 (0.3)
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« The selectivity of deucravacitinib facilitates a more targeted therapeutic . Baseline patient demographics and disease characteristics are presented Body mass index, mean (SD), kg/m? 30.5 (6.8) decreased 4 0 1(0.2) 0 0 0 1(0.2) 0 1(0.1)
approach that avoids signature laboratory changes seen with the Janus kinase in Table 1 . Platelet count 3 0 1(0.2)° 0 0 0 0 0 0
(JAK) 1/2/3 inhibitors Female, n (%) 493 (32.5) decreased 4 0 0 0 0 0 0 0 0
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plaque psoriasis, deucravacitinib treatment did not result in neutropenia, + No clinically meaningful changes were observed over Weeks 0-100 in any of 4 0 0 0 0 0 0 0 0
elevated liver enzyme and serum creatinine levels, and dyslipidemia — : ;
y . . ) y>tpid \ | | | the evaluated laboratory parameters in the pooled POETYK PSO-1/PSO-2/ White 1325 (87.2) High cholesterol 3 0 0 0 1(0.1) 0 0 0 1(0.1)2
adverse events that have been associated with JAK 1/2/3 inhibitors Unique TYK2 Catalytic domain LTE population (Figure 3) 1gh cholestero 4 0 0 0 0 0 0 0 0
s . L . o regulatory (highly conserved Asian 153 (10.1)
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» Patients who completed the POETYK PS0-1 and PSO-2 trials could enroll in « >2000-fold greater selectivity for TYK2 vs JAK 2 — Frequencies of individual events were comparable across groups over the ' 4 0 3 (0.5)° 0 13 (1.0)° 0 1(0.2)" 0 26 (1.7)
the ongoing POETYK long-term extension (LTE) trial first 52 weeks (POETYK PSO-1 and PSO-2), and no increases were seen : , 3 2 (0.3)e 0 1(0.1)> 4 (0.3) 0 0 1 (0.1) 10 (0.7)
. e . Age at disease onset, mean (SD), y 28.8 (14.9) ALT increased
ATP, adenosine 5™triphosphate; JAK, Janus kinase; TYK2, tyrosine kinase 2. with deucravacitinib treatment through Week 100 in the POETYK LTE 4 0 0 0 0 0 0 0 0
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.. . . . ALT, alanine aminotransferase; CPK, creatine phosphokinase; CTCAE, Common Terminology Criteria for Adverse Events; LTE, long-term extension.
were observed at a similar incidence in each treatment group over the
ObJeCtlve/Purpose first 52 weeks; almost all were related to recent physical exertion, and PASI, mean (SD) 21.1 (8.1)
none was serious PGA. N (%
e To determine whether there were any clinically relevant changes in blood laboratory parameters with up to 2 years of deucravacitinib treatment in . Discontinuations due to laboratory abnormalities were low and balanced across sPGA, n (%)
the POETYK P50-1, PSO-2, and LTE trials treatment groups over the first 52 weeks and were also low through Week 100 3 (moderate) 1211 (79.7) Table 3. Laboratory abnormality adverse events leading to treatment discontinuation over 1 and 2 years
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treatment discontinuation BSA involvement, mean (SD), % 26.2 (15.8) Placebo Deucravacitinib Deucravacitinib
BSA, body surface area; LTE, long-term extension; PASI, Psoriasis Area and Severity Index; SD, standard deviation; sPGA, (n = 666) (n =1 364) (n =151 9)
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Study designs Figure 3. Changes in hematologic, lipid, and chemistry parameters over 2 years in patients receiving deucravacitinib in POETYK Lymphopenia 0 0 1(0.1) 0.1 0 0 1 (0.1) 0.0
e« POETYK PSO-1 (NCT03624127) and PSO-2 (NCT03611751) were 52-week, multinational, phase 3, double-blind trials that randomized patients with PSO-1 + PSO-2 + LTE Blood CPK increased 0 0 2 (0.1) 0.2 1 (0.2) 0.4 3 (0.2) 0.1
moderate to severe plaque psoriasis 2:1:1 to deucravacitinib 6 mg once daily, placebo, or apremilast 30 mg twice daily (Figure 2) Hepatic function 1 0.2) 0.4 1 0.1y 01 0 0 1 0.1) 0.0
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o At Week 52, eligible patients were able to enroll in the POETYK LTE trial (NCT04036435) and receive open-label deucravacitinib 6 mg once daily for ympnocy Start of LTE P Start of LTE .
up to 2 years 57 | ULN 8 - | AST increased 0 0 0 0 1(0.2) 0.4 0 0
_______________________________ [ _______________________________:_______________________________ ULN 2Incidences are expressed as EAIRs per 100 PY to account for variable exposure due to treatment switches at Weeks 16 and 24.
4 - : -,' bPatient who received placebo during Weeks 0-16 had ALT >3x ULN on Days 1 and 8; total bilirubin levels remained in the normal range. The patient discontinued placebo and ALT levels improved.
. . [ 61+ T - -— T T T T _ =+ - _ + + 7T . . N _ “Patient who received deucravacitinib during Weeks 0-16 had ALT and AST elevations >3x ULN and bilirubin elevation >2x ULN on Day 58. Deucravacitinib treatment was discontinued and ALT, AST, and bilirubin levels improved.
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