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Introduction

Tyrosine kinase 2 (TYK2) is an intracellular enzyme that mediates signaling of select inflammatory cytokines (eg, interleukin [IL]-23, IL-12,
Type | interferons [IFNs])!
— IL-23 and Type | IFNs are involved in psoriasis pathogenesis’

Deucravacitinib, an oral, selective, allosteric TYK2 inhibitor, is approved in the US, EU, and other countries for the treatment of adults
with moderate to severe plaque psoriasis who are candidates for systemic therapy?®

Deucravacitinib uniquely binds to the TYK2 regulatory domain rather than to the catalytic domain where Janus kinase (JAK) 1,2,3
inhibitors bind"7” (Figure 1), driving its selectivity for TYK2 and representing the first in a new class of oral drugs

Figure 1. Mechanism of action of deucravacitinib

Deucravacitinib
(approved allosteric
TYK2 inhibitor class)

ATP-binding active
site (approved JAK
— 7 inhibitor class)

-
-
-
-
-
- - -

=< -
Unique TYK2 =~ Catalytic domain
regulatory _ — — ~ = ~ . (highly conserved
domain across JAK family)

Selectivity in cells”:
« >100-fold greater selectivity for TYK2 vs JAK1 and JAK3
» >2000-fold greater selectivity for TYK2 vs JAK2

ATP, adenosine 5’-triphosphate; JAK, Janus kinase; TYK2, tyrosine kinase 2.

Two global, 52-week, phase 3 trials, POETYK PSO-1 (NCT03624127) and POETYK PSO-2 (NCT03611751), in patients with moderate to severe
plaque psoriasis showed that deucravacitinib 6 mg once daily (QD) was well tolerated and was significantly more efficacious than placebo
and apremilast at Week 16 based on the key endpoints®?:

— PASI 75 (275% reduction from baseline in Psoriasis Area and Severity Index)

— sPGA 0/1 (static Physician Global Assessment score of O [clear] or 1 [almost clear])

Patients who completed the POETYK PSO-1 and PSO-2 parent trials could enroll in the ongoing POETYK long-term extension (LTE)
(NCT04036435) trial and receive open-label deucravacitinib

Clinical efficacy was previously reported to be maintained well after peak response through 1 year in the parent trials and 2 additional
years in the POETYK LTE trial in deucravacitinib-treated patients' '

Objective

« To evaluate the long-term clinical efficacy of deucravacitinib in patients who crossed over from placebo to deucravacitinib at Week 16 in
POETYK PSO-1 and PSO-2 and subsequently enrolled in the POETYK LTE trial

Methods

Study designs

« In the POETYK PSO-1 and PSO-2 trials, adults with moderate to severe plaque psoriasis (PASI 212, sPGA >3, and body surface area
involvement >10% at baseline) were randomized 1:2:1 to oral placebo, deucravacitinib 6 mg QD, or apremilast 30 mg twice daily (BID)
(Figure 2)

Patients randomized to placebo crossed over to deucravacitinib at Week 16

At Week 52, eligible patients were allowed to enroll in the POETYK long-term extension (LTE) trial and receive open-label
deucravacitinib 6 mg QD

Figure 2. POETYK PSO-1, PSO-2, and LTE study designs and analysis populations®
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“Data reported through the POETYK LTE trial cutoff date of November 1, 2023. *In POETYK PSO-2, patients randomized to deucravacitinib on Day 1 who achieved PASI 75 at Week 24 were

to placebo or itinib; for
patients who were rerandomized to placebo, upon relapse (250% loss of Week 24 PASI percent improvement from baseline), they were to cross over to deucravacitinib; however, due to a programming error, these patients continued to

receive placebo until Week 52. <In POETYK PSO-1, patients who respe to ap remained on . In POETYK PSO-2, patients who responded to apremilast crossed over to placebo and were to cross over to deucravacitinib
upon relapse; however, due to a programming error, these patients continued to receive placebo until Week 52. ‘Apremilast was titrated from 10 mg QD to 30 mg BID over the first 5 days of dosing.
BID, twice daily; BSA, body surface area; LTE, long-term extension; PASI, Psoriasis Area and Severity Index; PASI 75, >75% reduction from baseline in PASI; QD, once daily; sPGA, static Physician Global Assessment.

Study population

« Patients from POETYK PSO-1 and POETYK PSO-2 who were randomized to oral placebo at baseline and crossed over to deucravacitinib
6 mg QD at Week 16, continued treatment through Week 52, and entered the POETYK LTE trial

Outcomes

« Efficacy was assessed in patients with up to 192 weeks of deucravacitinib exposure (following 16 weeks of placebo) at Week 208 of the
study (4 years)

o Achievement of PASI 75, >90% reduction from baseline in PASI (PASI 90), 100% reduction from baseline in PASI (PASI 100), sPGA 0/1, and
sPGA 0 (clear)

Statistical analysis
« Efficacy was analyzed through the data cutoff date of November 1, 2023 (Week 208)
« In addition to as-observed analysis, two methods of imputation for missing data were used to evaluate long-term efficacy, as recently
done with other agents
— Treatment failure rules (TFR)'2: patients who discontinued treatment due to lack of efficacy or worsening of psoriasis were imputed
as nonresponders; all other missing data were not imputed
— Modified nonresponder imputation (mNRI)': patients who either discontinued prior to Week 208 or reached Week 208 were included;
patients with missing data who discontinued treatment due to worsening of psoriasis were imputed as nonresponders; all other missing
data were imputed by multiple imputation

Patients

« Baseline demographics and disease characteristics for patients who received deucravacitinib from Day 1 (n = 513) and those who crossed
over from placebo to deucravacitinib in POETYK PSO-1 or PSO-2 and enrolled in the POETYK LTE trial (n = 298) are presented in Table 1

Table 1. Baseline patient demographics and disease characteristics

POETYK PSO-1 + PSO-2 + LTE POETYK PSO-1 + PSO-2 + LTE

Placebo to deucravacitinib

Deucravacitinib from Day 1

« PASI 90 and PASI 100 response rates also improved following crossover to deucravacitinib through Week 52 and were maintained well
through Week 208, regardless of imputation method (Figure 4 and Figure 5)

Figure 4. PASI 90 response rates in patients who crossed over from placebo to deucravacitinib
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represent the response rate (95% Cl).
Cl, confidence interval; LTE, long-term extension; mNRI, modified nonresponder imputation; PASI 90, =90% reduction from baseline in Psoriasis Area and Severity Index; TFR, treatment failure rules.

Figure 5. PASI 100 response rates in patients who crossed over from placebo to deucravacitinib
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PASI response rates

« After placebo-treated patients crossed over to deucravacitinib at Week 16, PASI 75 rates improved through Week 52 and were maintained
well through Week 208 (Figure 3)
— Response rates were comparable regardless of imputation method used

Figure 3. PASI 75 response rates in patients who crossed over from placebo to deucravacitinib
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sPGA response rates

« sPGA 0/1 and sPGA 0 response rates following crossover from placebo to deucravacitinib improved rapidly and were then maintained well
through Week 208 (Figure 6 and Figure 7)
— Response rates were similar regardless of imputation method

Figure 6. sPGA 0/1 response rates in patients who crossed over from placebo to deucravacitinib
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Figure 7. sPGA 0 response rates in patients who crossed over from placebo to deucravacitinib
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Conclusions

« Long-term maintenance of efficacy in patients who originally received placebo and crossed over to deucravacitinib at Week 16 in
POETYK PSO-1 and PSO-2 was observed
— Long-term efficacy response rates were similar to those observed in patients who received deucravacitinib treatment from
Day 1 of the parent studies™
« These findings thus replicate previous observations in patients treated with deucravacitinib from Day 1 in the two phase 3 trials®®
« The results further support the effectiveness of long-term treatment with once-daily oral deucravacitinib in patients with moderate
to severe plaque psoriasis
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