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Zasocitinib is an investigational, IL12
oral, allosteric, highly selective TYK2-mediated

i . IFN-o/
and potent TYK2 inhibitor?-2 cytokines l B
IL-23

* More than 1 millionfold greater binding selectivity for _
TYK2 versus JAK1, JAK2 and JAK312 Cytokine

» Maintains 24-hour inhibition of IL-23 plus other core receptor

. A . 2,3
disease-driving immune pathways Cell membrane

» Well tolerated and efficacious in a phase 2b trial in
patients with moderate-to-severe plaque psoriasis*

JAK TYK2
Objective:

To evaluate the efficacy and safety of zasocitinib in Zasocitinib
adults with moderate-to-severe plaque psoriasis in
two pivotal phase 3 studies: LATITUDE-PsO-3001 X
(NCT06088043) and LATITUDE-PsO-3002

(NCT06108544)

ATP, adenosine triphosphate; IFN, interferon; IL, interdeukin; JAK, Janus kinase; TYK, tyrosine kinase.
1. Leit S et al. J Med Chem 2023;66:10473-96; 2. Mehrotra S et al. J Invest Dermatol 2025;146:214-22,;
3. Rusifiol L and Puig L. Int J Mol Sci 2023;24:3391. 4. Armstrong A et al. JAMA Dematol 2024;160:1066—74.



LATITUDE-PsO-3001 and 3002 were randomized, multicenter,
double-blind, placebo- and apremilast-controlled phase 3 trials

LATITUDE-Ps0-3001 Yes r’ Eligibility
Zasocitinib (n = 416) [PASI 507/ . Adults (= 18 years)

'% 3 L’ Apremllast * Plaque psoriasis diagnosis for
I= £ _ Yes I_> 2 6 months prior to screening
8 - Apremilast (n =137)  (JZSIETH - PASI212,sPGA 23, 210% BSA
T o + Candidate for phototherapy or systemic
Yes > Placebo : Placebo therapy
Placebo (n = 140) SRR NN
|SCREENING, 1 ZSOCItI ALl I Endpoints
Day 35 Week0 16 24 40 %2 %0 Co-primary endpoints at Week 16
(versus placebo):
« sPGAO0/12
. PASI 75
LATITUDE-Ps0-3002 e zasocitinib KN
s Zasocitinib (n = 555) ._F’_%?_'_f’_f!?. Key secondary endpoints (versus placebo
89 or apremilast) included:
o o Apremilast Apremilast « PASI 75 at Week 4
SZ Apremilast (n = 276) E -« sPGAO, PASI 75/90/100 or DLQI 0/1°
Ecc" kE Zasocitinib at Week 16 or 24 _
o + sPGAO0/1 or PASI 75 maintenance

Yes > : Placebo
Placebo (N =277) ZCRCai NN at Week 60
e L' SAFETY o
|SCREENING | ! | P Safety endpoints included:

Day -35 Week 0 16 24 40 60 64 « TEAEs; laboratory parameters

aWith a = 2-point decrease from baseline. ®With a baseline DLQI score 22.
BSA, body surface area; DLQI, Dermatology Life Quality Index; F/U, follow-up; PASI, Psoriasis Area and Severity Index; sPGA, static Physician’s Global Assessment; TEAE, treatment-emergent adverse events.



LATITUDE-PsO-3001 and 3002 were randomized, multicenter,
double-blind, placebo- and apremilast-controlled phase 3 trials

LATITUDE-PsO-3001 Eligibility
c o Zasocitinib (n = 416) - Adults (= 18 years)
';E 3 * Plaque psoriasis diagnosis for
E = _ 2 6 months prior to screening
o Apremilast (n = 137) « PASI212,sPGA2 3, 210% BSA
£ o + Candidate for phototherapy or systemic
therapy
|SCREENING, 1 | Endpoints
Day 35 Week 0 16 24 Co-primary endpoints at Week 16
(versus placebo):
« sPGAO0/12
« PASIT75
LATITUDE-PsO-3002 =
. Zasocitinib (n = 555) Key secondary endpoints (versus placebo
-% = or apremilast) included:
o i « PASI 75 at Week 4
S Apremilast (n = 276) « sPGAO0, PASI 75/90/100 or DLQI 0/1°
g - at Week 16 or 24
T« « sPGAO0/1 or PASI 75 maintenance
at Week 60
|SCREENING | ! | ! Safety endpoints included:
Day -35 Week 0 16 24 40 60 « TEAESs; laboratory parameters

aWith a = 2-point decrease from baseline. ®With a baseline DLQI score 22.
BSA, body surface area; DLQI, Dermatology Life Quality Index; F/U, follow-up; PASI, Psoriasis Area and Severity Index; sPGA, static Physician’s Global Assessment; TEAE, treatment-emergent adverse events.



Baseline demographics and characteristics were generally
similar across treatment arms in each study

Age, years

Sex, male, n (%)
Race, White, n (%)
BMI, kg/m?

Psoriasis duration,
median (range) years?

PASI score
sPGA score
3 (moderate), n (%)
4 (severe), n (%)
BSA, %
DLQI scoreP

Bio-experienced, n (%)

Data are mean (SD) unless otherwise stated. 2Data missing for one patient receiving zasocitinib (LATITUDE-PsO-3002). °Data missing for three patients receiving zasocitinib and one receiving apremilast (LATITUDE-PsO-3001),

Zasocitinib

(n = 416)

43.8 (13.26)

295 (70.9)
255 (61.3)
29.7 (6.8)

13.6
(0.6-62.4)

19.7 (7.5)

329 (79.1)
85 (20.4)
24.0 (14.0)
12.7 (7.2)
141 (33.9)

LATITUDE-PsO-3001

Apremilast
(n=137)

46.0 (14.10)
95 (69.3)
88 (64.2)
28.5 (6.3)

14.0
(0.6-71.3)

20.5 (9.0)

116 (84.7)
21 (15.3)
25.8 (15.9)
11.1 (6.5)
40 (29.2)

45.3 (13.54)

93 (66.4)
87 (62.1)
28.2 (6.5)

12.5
(0.6-59.3)

20.3 (7.4)

112 (80.0)
28 (20.0)
24.2 (14.4)
12.2 (7.3)
45 (32.1)

and for three patients receiving zasocitinib, one patient receiving apremilast, and four patients receiving placebo (LATITUDE-PsO-3002).
BMI, body mass index; BSA, body surface area; DLQI, Dematology Life Quality Index; PASI, Psoriasis Area and Severity Index; SD, standard deviation; sPGA, static Physician’s Global Assessment.

Zasocitinib

(n = 555)

45.8 (13.33)

367 (66.1)
472 (85.0)
30.2 (6.8)

15.1
(0.5-69.2)

21.3 (9.3)

473 (85.2)
80 (14.4)
27.9 (17.8)
11.6 (7.2)
155 (27.9)

LATITUDE-PsO-3002

Apremilast

(n =276)

46.1 (13.37)

187 (67.8)
233 (84.4)
30.1 (6.5)

16.5
(0.6-60.5)

21.4 (8.6)

237 (85.9)
39 (14.1)
27.8 (16.5)
11.5 (6.7)
80 (29.0)

46.5 (13.19)
188 (67.9)
240 (86.6)
30.4 (7.2)

15.1
(0.6-65.9)

21.1 (8.5)

228 (82.3)
48 (17.3)
27.0 (16.3)
12.2 (7.4)
83 (30.0)




Zasocitinib met the co-primary endpoints in both studies
(sPGA 0/1 and PASI 75 versus placebo at Week 16)

1007 sPGA 0/12

LATITUDE-PsO-3001 71% 74%
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aWith a = 2-point decrease from baseline. Number of patients based on the full analysis set with non-responder imputation. LATITUDE-PsO-3001: zasocitinib (n = 416), apremilast (n = 137), placebo (n = 140). LATITUDE-PsO-3002:

zasocitinib (n = 555), apremilast (n = 276), placebo (n = 277). P values for comparison versus apremilast (in blue) and versus placebo (in gray) based on a stratified Cochran—Mantel-Haenszel test: ***p < 0.001.
Cl, confidence interval; PASI, Psoriasis Area and Severity Index; sPGA, static Physician’s Global Assessment.




Zasocitinib met the co-primary endpoints in both studies
(sPGA 0/1 and PASI 75 versus placebo at Week 16)
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aWith a = 2-point decrease from baseline. Number of patients based on the full analysis set with non-responder imputation. LATITUDE-PsO-3001: zasocitinib (n = 416), apremilast (n = 137), placebo (n = 140). LATITUDE-PsO-3002:
zasocitinib (n = 555), apremilast (n = 276), placebo (n = 277). P values for comparison versus apremilast (in blue) and versus placebo (in gray) based on a stratified Cochran—Mantel-Haenszel test: ***p < 0.001.
Cl, confidence interval; PASI, Psoriasis Area and Severity Index; sPGA, static Physician’s Global Assessment.




Zasocitinib led to greater proportions of patients achieving
PASI 90 than apremilast or placebo as early as Week 4

1007 PASI 90
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placebo (n = 277). P values for comparison versus apremilast (in blue) and versus placebo (in gray) based on a stratified Cochran—Mantel-Haenszel test: ***p < 0.001.
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Zasocitinib led to greater proportions of patients achieving
PASI 90 than apremilast or placebo as early as Week 4
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Number of patients based on the full analysis set with non-responder imputation. LATITUDE-PsO-3001: zasocitinib (n = 416), apremilast (n = 137), placebo (n = 140). LATITUDE-Ps0O-3002: zasocitinib (n = 555), apremilast (n = 276),
placebo (n = 277). P values for comparison versus apremilast (in blue) and versus placebo (in gray) based on a stratified Cochran—Mantel-Haenszel test: ***p < 0.001.
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Baseline

PASI: 15.8 PASI: 0.7 (CfB 95.6%)
sPGA: 3 sPGA: 0



Zasocitinib led to greater proportions of patients achieving
clear skin versus apremilast or placebo as early as Week 8
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Zasocitinib led to greater proportions of patients achieving
clear skin versus apremilast or placebo as early as Week 8
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Zasocitinib demonstrated superior improvement in DLQI
versus apremilast or placebo as early as Week 4
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aBased on evaluable patients defined as a subset of full analysis set with a baseline DLQI score 22 (with nonresponder imputation). Number of evaluable patients for LATITUDE-PsO-3001:zasocitinib (n = 406), apremilast (n = 133),
placebo (n = 133). Number of evaluable patients for LATITUDE-PsO-3002: zasocitinib (n = 525), apremilast (n = 263), placebo (n =260). P values for comparison versus apremilast (in blue) and versus placebo (in gray) based on a
stratified Cochran—Mantel-Haenszel test: ***p < 0.001. Cl, confidence interval; DLQI, Dematology Life Quality Index.




Zasocitinib was well tolerated with no new safety signals
identified through Week 24

Day 0 to Week 24

Day 0 to Week 16

Zasocitinib Apremilast

Zasocitinib Apremilast
TEAES from (n=970) (n=412) (n=970) (n=412)
LATITUDE-Ps0-3001 and 30022 %P (95% CI)° %P (95% CI)° %P (95% CI)° %P (95% Cl)°
Any TEAE 605 62.1(59.0-65.1) 207 50.5(45.7-554) 196 46.9 (42.0-51.7) 674 69.3(66.4-72.2) 232 56.5(51.7-61.4)
Leading to discontinuation 31 3.2 (2.1-4.3) 11 2.6 (1.1-4.2) 3 <1(0.0-1.6) 36 3.7 (2.5-4.9) 13 1.3 (1.4-4.7)
SAE 29 3.0 (1.9-4.1) 6 1.5 (0.3-2.7) 2 <1(0.1-1.7) 35 3.6 (2.4-4.8) 7 1.7 (0.5-3.0)
Death 1d <1 (0.0-0.6)¢ 0 0 (0.0-0.9) 0 0 (0.0-0.9) 1d <1 (0.0-0.6)¢ 0 0 (0.0-0.9)
Most frequent TEAE (2 5%)¢
URTI 100 10.1 (8.2-12.0) 24 6.0 (3.7-8.3) 13 3.2 (1.5-4.8) 123 12.5(10.4-146) 29 7.4 (4.8-10.0)
Acne 62 6.5 (5.0-8.1) 3 <1(0.0-1.7) 1 <1(0.0-1.3) 70 7.3 (5.6-8.9) 3 <1(0.0-1.7)
Nasopharyngitis 60 6.2 (4.7-7.7) 23 5.4 (3.2-7.5) 20 4.7 (2.7-6.6) 80 83(6.5-10.0) 34 7.9 (5.4-10.5)
Diarrhea 30 3.1 (2.0-4.2) 33 8.2 (5.5-10.9) 8 1.8 (0.6-3.1) 36 3.7 (2.5-4.9) 33  8.2(5.5-10.9)
Headache 27 2.8 (1.8-3.9) 26 6.3 (4.0-8.7) 8 1.9 (0.6-3.2) 32 3.3 (2.2-4.5) 28 6.8 (4.4-9.3)
Nausea 20 2.1 (1.2-3.0) 23 5.5 (3.3-7.8) 5 1.2 (0.1-2.2) 23 2.4 (1.4-3.4) 24 5.8 (3.5-8.1)

. Most TEAEs were mild or moderate

+ Laboratory parameters (e.g. lymphocytes, liver enzymes, lipids) demonstrated no clinically meaningful trends over time in both studies

TEAEs were coded using MedDRA v28.1.

aEvents starting while on initial treatment are included. b Sample size adjusted incidence proportion x 100.°95% Wald Cl unless 0 events occur in either trial, in which case a 95% exact binomial Cl is used. ¢Death occurred 1 day
after first dose date (unrelated to treatment). eMost frequently reported adverse events occurring in 25% of patients in any treatment group, based on individual preferred term. CI, confidence interval; MedDRA, Medical
Dictionary for Regulatory Activities; SAE, serious adverse event; TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection.




More than 90% of patients continuing zasocitinib at Week 40
maintained sPGA 0/1, PASI 75 and PASI 90 through Week 60
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Evaluable patients based on the full analysis set for randomized withdrawal with nonresponder imputation Number of patients for sPGA 0/1: zasocitinib—zasocitinib (n = 255), zasocitinib—placebo (n = 126). Number of patients for PASI| 75:
zasocitinib—zasocitinib (n = 273), zasocitinib—placebo (n = 134). Number of patients for PASI 90: zasocitinib—zasocitinib (n = 238), zasocitinib—placebo (n = 122) . P values for comparison versus zasocitinib—placebo (in gray) based on a
stratified Cochran—Mantel-Haenszel test: ***p < 0.001; ***t nominal p <0.001. PASI, Psoriasis Area and Severity Index; sPGA, static Physician’s Global Assessment.




Conclusions

Once-daily oral zasocitinib demonstrated rapid reproducible and durable skin
ey’ clearance, and a consistent safety and laboratory parameter profile, across two
=7 pivotal phase 3 trials

« Clear skin was achieved by ~one-third of zasocitinib-treated patients by Week 16

* More than 90% of patients continuing zasocitinib at Week 40 maintained
sPGA 0/1, PASI 75 and PASI 90 through Week 60

« Zasocitinib demonstrated superior improvement in QoL versus placebo or
apremilast

« Zasocitinib was generally well tolerated with no new safety signals identified

U0 Zasocitinib efficacy and safety will be further evaluated in patients with moderate-
to-severe plaque psoriasis in a 3-year long-term extension study (NCT06550076)
and an ongoing head-to-head trial versus deucravacitinio (NCT06973291)

PASI, Psoriasis Area and Severity Index; QoL, quality of life; sPGA, static Physician’s Global Assessment.
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