Deucravacitinib in plaque psoriasis: maintenance of response over 4 years in the phase 3 POETYK PSO-1, PSO-2, and LTE trials
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Introd

tion

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"” (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
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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 0 [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 through 3 years (1 year in the parent trials
and 2 additional years in the POETYK LTE trial) in deucravacitinib-treated patients'®"

Objective

« To evaluate clinical efficacy for up to 4 years (208 weeks) in 2 cohorts of patients who received continuous
deucravacitinib treatment from Day 1 in the parent trials (POETYK PSO-1 and PSO-2), achieved PASI 75 at
Week 16 (primary endpoint) or at Week 24 (peak response), and entered the POETYK LTE trial

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)

Blinded treatment switches occurred at Week 16 and Week 24:

— Patients randomized to placebo crossed over to deucravacitinib at Week 16

— Patients randomized to apremilast who failed to meet trial-specific efficacy thresholds (=50% reduction
from baseline in PASI [PASI 50] in POETYK PSO-1; PASI 75 in POETYK PSO-2) switched to deucravacitinib at
Week 24

— Patients randomized to deucravacitinib who achieved PASI 75 at Week 24 in POETYK PSO-2 were
rerandomized 1:1 to placebo or deucravacitinib through Week 52

At Week 52, eligible patients were allowed to enroll in the POETYK 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
rerandomized to placebo or deucravacitinib; 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 responded to apremilast
remained on apremilast. 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, 275% reduction from baseline in PASI; QD, once daily; sPGA, static
Physician Global Assessment.

Patient population

« Patients pooled from the POETYK PSO-1 and PSO-2 trials who received continuous deucravacitinib from
Day 1, achieved PASI 75 at Week 16 or at Week 24, and enrolled in the POETYK LTE trial

Outcomes

« Efficacy of deucravacitinib and maintenance of response through Week 208 (4 years) by achievement of:
— PASI 75
— PASI 90 (290% reduction from baseline in PASI)
— sPGA0/1

Statistical analysis

« Efficacy was analyzed through the data cutoff of November 1, 2023 (Week 208, 4 years)

« 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)'3: 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

« The Clopper-Pearson method was used to calculate 95% confidence intervals (Cls) when there were no
missing data or for nonresponder imputation; otherwise, the Rubin method was used for multiple imputation

Patients

« Baseline demographics and disease characteristics for patients who received continuous deucravacitinib in
POETYK PSO-1 or PSO-2 and enrolled in the POETYK LTE trial (n = 513) are presented in Table 1

— 313 (61.0%) patients achieved PASI 75 at Week 16
— 336 (65.5%) patients achieved PASI 75 at Week 24

Table 1. Baseline patient demographics and disease characteristics

Continuous deucravacitinib treatment in
POETYK PSO-1 + PSO-2 + LTE®

Week 16 PASI 75

Week 24 PASI 75
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Outcomes in Week 16 PASI 75 responders

« In the cohort of Week 16 PASI 75 responders, PASI 75, PASI 90, and sPGA 0/1 response rates were maintained well

from the start of the POETYK LTE trial (Week 52) to Week 208 (Figure 3, Figure 4, and Figure 5, respectively)

— Results were consistent regardless of imputation method

Figure 3. PASI 75 response rates in Week 16 PASI 75 responders
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Outcomes in Week 24 PASI 75 responders

« In the cohort of Week 24 PASI 75 responders, PASI 75, PASI 90, and sPGA 0/1 response rates were maintained
well from the start of the POETYK LTE trial to Week 208 (Figure 6, Figure 7, and Figure 8, respectively)

— Results were consistent regardless of imputation method

Figure 6. PASI 75 response rates in Week 24 PASI 75 responders

All patients responders responders

Parameter (n =513) (n =313) (n =336)
Age, mean (SD), y 46.9 (13.3) 46.3 (13.9) 46.3 (13.8)
Weight, mean (SD), kg 89.9 (22.2) 86.7 (21.7) 86.6 (22.1)
Body mass index, mean (SD), kg/m? 30.3 (7.0) 29.5 (6.6) 29.5 (7.0)
Female, n (%) 159 (31.0) 110 (35.1) 122 (36.3)
Race, n (%)

White 440 (85.8) 262 (83.7) 284 (84.5)

Asian 64 (12.5) 45 (14.4) 47 (14.0)

Black or African American 5(1.0) 2 (0.6) 1(0.3)

Other 4(0.8) 4(1.3) 4(1.2)
Age at disease onset, mean (SD), y 29.0 (14.7) 29.1 (15.3) 28.8 (15.3)
Disease duration, mean (SD), y 18.8 (12.6) 18.0 (12.4) 18.3 (13.0)
Prior systemic therapy, n (%) 300 (58.5) 174 (55.6) 198 (58.9)

Prior systemic biologic 191 (37.2) 106 (33.9) 123 (36.6)

Prior systemic non-biologic 206 (40.2) 116 (37.1) 128 (38.1)
PASI score, mean (SD) 21.1(7.9) 21.8 (8.2) 21.3 (8.0)
sPGA score, n (%)

3 (moderate) 401 (78.2) 241 (77.0) 265 (78.9)

4 (severe) 112 (21.8) 72 (23.0) 71 (21.1)
BSA involvement, mean (SD), % 26.9 (15.8) 28.1 (16.1) 27.0 (15.8)

sPatients pooled from POETYK PSO-1 and POETYK PSO-2 who were randomized to deucravacitinib in the parent trials, received continuous deucravacitinib from Day 1, and entered the POETYK
LTE trial.

BSA, body surface area; LTE, long-term extension; PASI, Psoriasis Area and Severity Index; PASI 75, 275% reduction from baseline in PASI; SD, standard deviation; sPGA, static Physician

Global Assessment.

Imputation method: @ Asobserved @ TFR® @ mNRI

Week 16
PASI 75
responders Start of LTE
100 ¢ I
90 - |
% 804 | 86.5% (82.2%-90.1%) 89.2% (85.0%-92.6%) 87.6% (82.9%-91.5%)
E 70 4 86.5% (82.2%-90.1%) 87.6% (83.2%-91.2%) 85.3% (80.3%-89.4%)
k- |\ s6.4% (82.5%90.2%) 87.8% (83.9%-91.7%) 84.8% (80.4%-89.2%)
a
5 60 | 90.6% (85.8%-94.1%)
® 50 | 87.7% (82.6%-91.7%)
i) I 84.4% (79.5%-89.3%)
o
g 40
2
g |
o 30+ l
i3
[-3
20 4 |
10 - |
0 LN B B B B B B B B B L) L) L) L) L) L) L) L) L) L) L) L) 1
16 24 32 40 52 60 68 76 88 100 12 124 136 148 160 172 184 196 208
Study week
Patients, n
Asobserved 313 308 308 301 312302 297 303 292 285 278 7 264 251 233 224 224 217 212
TFR 313 308 308 301 312 302 297 304 293 287 283 276 270 258 240 231 231 224 219
mNRI 309 309 309 309 309 309 309 309 309 309 309 309 309 309 309 309 309 309 309

*TFR analysis captures discontinuations coded as “lack of efficacy.” *For mNRI analyses, at timepoints where there were no missing data, 95% Cl was obtained using the Clopper-Pearson
method based on the observed data. “Data callouts represent the response rate (95% CI).

Cl, confidence interval; LTE, long-term ion; mNRI, modified imputation; PASI 75, 275% reduction from baseline in Psoriasis Area and Severity Index; TFR, treatment
failure rules.

Imputation method: @ Asobserved @ TFR* @ mNRIP

Week 24
PASI 75
responders Start of LTE
100 4 I
90 —
80 89.9% (86.1%-92.9%)
% | \-89-9% @6.1%-92.9% 90.5% (86.5%93.6%) 88.5% (84.1%-92.1%)  90.6% (86.0%-94.1%)
E 70 4 89.7% (86.5%-93.0%) 89.3% (85.2%-92.5%) 87.2% (82.7%-90.9%)  88.6% (83.8%-92.4%)
- | 89.2% (85.5%92.8%) 86.5% (82.5%90.6%)  84.6% (79.8%-89.5%)
a
- 60 |
o
p |
5 50
2
g |
o 404
2
£ |
8 30 I
[’}
-3
20 |
10 = |
0 LN B B N B N | T T T T T T T T T T T T 1
24 32 40 52 60 68 76 88 100 112 124 136 148 160 172 184 196 208
Study week
Patients, n
Asobserved 336 331 320 335319 317 3! 308 301 294 290 282 270 253 242 240 232 224
FR 336 331 320 335319 317 33 309 302 298 294 286 274 258 247 245 237 229
mNRI 332 332 332 320332 3 3R 332 332 332 332 332 332 332 332 332 332 332

<TFR analysis captures discontinuations coded as “lack of efficacy.” *For mNRI analyses, at timepoints where there were no missing data, 95% Cl was obtained using the Clopper-Pearson
method based on the observed data. “Data callouts represent the response rate (95% CI).

Cl, confidence interval; LTE, long-term extension; mNRI, modified nonresponder imputation; PASI 75, 75% reduction from baseline in Psoriasis Area and Severity Index; TFR, treatment
failure rules.

Conclusions

Clinical efficacy was maintained through 4 years (208 weeks) with continuous deucravacitinib
treatment with minimal loss of response in patients who achieved PASI 75 at Week 16 or Week 24 in
the parent trials and had enrolled in the POETYK LTE trial

These findings further support the use of once-daily oral deucravacitinib as an effective long-term

treatment for patients with moderate to severe plaque psoriasis in patients who respond well at
Week 16 or at Week 24

Figure 4. PASI 90 response rates in Week 16 PASI 75 responders

Figure 7. PASI 90 response rates in Week 24 PASI 75 responders
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Figure 5. sPGA 0/1 response rates in Week 16 PASI 75 responders

Figure 8. sPGA 0/1 response rates in Week 24 PASI 75 responders
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