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Synopsis

* TYK2 mediates the activation of cytokines involved in the
proinflammatory pathways of several immune-mediated
inflammatory diseases, including psoriasis.’

» Zasocitinib (TAK-279) is a potent and selective, allosteric,
oral TYK2 inhibitor (Figure 1).2
In a phase 2b trial of patients with moderate-to-severe plaque
psoriasis (NCT04999839), more patients in the zasocitinib groups
achieved a = 75% improvement in PASI at Week 12 (primary efficacy
endpoint) than those in the placebo group (zasocitinib 15 mg QD,
68%; zasocitinib 30 mg QD, 67%; placebo, 6%; p < 0.001).3
- Approximately one-third of patients in the zasocitinib 30 mg QD

group achieved skin clearance at Week 12 (PASI 100).
- Zasocitinib had an acceptable safety profile and was generally
well tolerated at all doses examined.?

Figure 1. Zasocitinib binds with high specificity to the JH2 domain of TYK2 but
not to JAK family members, blocking downstream proinflammatory signaling.?#
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Objective

» To compare the clinical laboratory parameters from the phase 2b
study of zasocitinib versus placebo in patients with moderate-to-
severe plaque psoriasis.

Methods

¢ In this randomized, multicenter, double-blind, placebo-controlled trial,
adults with moderate-to-severe plaque psoriasis were randomized
(1:1:1:1:1) to receive oral zasocitinib (2 mg, 5 mg, 15 mg or 30 mg)
or placebo QD for 12 weeks.

+ All patients who received = 1 dose of assigned study treatment
were included in the safety analysis set.

» Laboratory parameters assessed throughout the trial included CK,
as well as hematological (lymphocytes, neutrophils, hemoglobin,
platelets), lipid (cholesterol, triglycerides), and hepatic and renal
(ALT, AST, bilirubin, creatinine, eGFR) parameters. Summaries are
based on observed data only.

Scan the QR code to see the supplementary material for further
details of the study design (Figure S1).

Results

Demographic and baseline clinical characteristics were generally similar between treatment groups (Table S1).

Figure 2. Longitudinal changes in hematological parameters were generally

similar in the placebo and zasocitinib groups, with no dose dependency observed.
Some CK elevation was observed; however, elevations were transient or reversible.
Most mean values remained within normal ranges during the study.®
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Data are presented as mean + SD. Owing to the large variability in the CK values, one-sided error bars are shown for this parameter.
Dashed lines represent upper and lower limits of the normal range for each parameter; *where a graph has four dashed lines, the black
lines (- - - ) represent the male limits and the gray lines (- ) represent the female limits.

Scan the QR code to see patient numbers (Table S2).
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Figure 3. Longitudinal changes in hepatic and renal parameters were generally
similar in the placebo and zasocitinib groups, with no dose dependency
observed. Mean values remained within normal ranges during the study.®
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awhere a graph has four dashed lines, the black lines (- - -) represent the male limits and the gray lines (-—) represent the
female limits.

Scan the QR code to see patient numbers (Table S3).

There was no link observed between zasocitinib treatment and
occurrence of cytopenias (Table S4).

Table 1. Some CK elevations were observed in the placebo and zasocitinib

groups; however, most were CTCAE Grade 1 or 2 and elevations were similar
between groups. CK elevations were transient or reversible and not associated with
rhabdomyolysis. Grade = 2 events were similar between groups.

Zasocitinib Zasocitinib | Zasocitinib
Placebo 2mg QD 15 mg QD 30 mg QD
(n =52) (n =50) (n =53) (n=52)
CKincreased CTCAE

Grads > 2. n (%) 2(3.8) 2 (4.1) 6 (11.5) 4(7.8) 3(5.8)

Maximum post-baseline CTCAE Grades 2 2 are presented. Percentages are based on the number of patients with non-missing
CTCAE grade for the laboratory parameter of interest at baseline and post-baseline.
aZasocitinib 2 mg QD (n = 49), zasocitinib 15 mg QD (n = 51).

Table 2. Laboratory parameter CTCAEs Grade = 3 were infrequently reported in the
placebo and zasocitinib groups.

Zasocitinib Zasocitinib | Zasocitinib
Laboratory parameter Placebo 2 mg QD 15 mg QD 30 mg QD
CTCAE Grade 2 3, n (%) (n=52) (n =50) (n=53) (n =52)

CK increased® 1(1.9) 0(0.0) 0(0.0) 1 (2.0) 1(1.9)

Creatinine increased 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)

Cholesterol increased 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0)

Triglycerides increased® 2 (4.3) 2(4.8) 1(2.2) 1(2.1) 2(4.2)

ALT increased 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0)

AST increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0)

Neutrophil count
decreased® 1(1.9) 1(2.0) 0(0.0) 0 (0.0) 1(1.9)

Lymph t
dg’g‘r‘éa‘;gﬁf coun 1(1.9) 1(2.0) 0(0.0) 0(0.0) 0(0.0)

Hemoglobin decreased 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)

Platelet count decreased 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0)

Maximum post-baseline CTCAE Grades 2 3 are presented. Percentages are based on the number of patients with non-missing
CTCAE grade for the laboratory parameter of interest at baseline and post-baseline.

aZasocitinib 15 mg QD (n = 51); *placebo (n = 46), zasocitinib 2 mg QD (n = 42), zasocitinib 5 mg QD (n = 45), zasocitinib 15 mg QD
(n = 47), zasocitinib 30 mg QD (n = 48); °zasocitinib 2 mg QD (n = 49).

Figure 4. Longitudinal changes in lipid parameters were generally similar in the
placebo and zasocitinib groups. Mean triglyceride values were slightly higher

than normal ranges at baseline and Week 12 in most treatment groups, but these
presented as mainly asymptomatic, mild-to-moderate elevations. These changes
were not accompanied by increases in serum cholesterol levels.®
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Data are presented as mean + SD. Dashed lines represent upper and lower limits of the normal range for each parameter.

Scan the QR code to view the longitudinal changes
in HDL-C and LDL-C (Figure S2).
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access the eposter and
supplementary material

https://itiny.one/d3m1679mih

Conclusions

Over the study period, zasocitinib
did not result in any dose-dependent
changes in laboratory parameters
investigated; no consistent
differences were observed between
placebo and treatment arms.

Laboratory changes characteristic of
JAK inhibitors were not observed.®

Phase 3 studies of zasocitinib in
patients with moderate-to-severe
plaque psoriasis are ongoing
(NCT06088043; NCT06108544).

Abbreviations: ALC, absolute lymphocyte count; ALT, alanine aminotransferase; ANC, absolute neutrophil
count; AST, aspartate aminotransferase; ATP, adenosine triphosphate; CK, creatine kinase; CTCAE, Common
Terminology Criteria for Adverse Events; eGFR, estimated glomerular filtration rate; FERM, band-4.1, erzin,
radixin, moesin; HDL-C, high-density lipoprotein cholesterol; JAK, Janus kinase; JH, Janus homology;

LDL-C, low-density lipoprotein cholesterol; PASI, Psoriasis Area and Severity Index; QD, once daily;

SD, standard deviation; SH, Src homology; TYK2, tyrosine kinase 2.
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