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ESK-001: A Selective Oral Allosteric TYK2i Achieves
Maximal TYK2 Inhibition for 24 hours at 40 mg BID dosing

Inhibition of SIGLEC1, novel TYK2 PD biomarker*

Allosteric binding Kinase active 400
JH2 domain JH1 domain c
ESK-001, a highly selective allosteric TYK2 inhibitor %300-
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Robust PK/PD correlation § ol 1l
) Maximal target inhibition at highest clinical dose g T T
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*In blood by RNA-seq from STRIDE PsO study, blood sampled at baseline,
pre-dose (trough) week 2 & 12



ESK-001: Potent and Highly Selective Allosteric TYK2 Inhibitor
Designed to Achieve Maximal Target Inhibition

Dose-dependent Exposure, Very Low Variability
ESK-001 Phase 1 SAD PK

Designed to Deliver Potentially Best-in-class Pharmacokinetic Properties

) Dose-dependent exposure with very low variability “f?’“fy’imw
) Excellent penetration into relevant tissues e

i
=== 10 mg

) Robust PK/PD achieves maximal target inhibition

Concentration (nM)
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No Clinically Limiting Findings - %

) Highly selective for TYK2 with no off-target JAK pharmacology

) Enabling clinical pharmacology profile including no drug-drug interactions
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STRIDE: Demographics and Baseline Disease Characteristics

Well-balanced Across Study Arms

Age, mean (SD)
Male, n (%)

Race, n (%)
White
Asian
Black/African
American
Other

BMI (kg/m?), mean (SD)

Psoriasis duration (years), mean
(SD)
PASI, mean (SD)
PGA score, n (%)
3 (moderate)

4 (marked)
5 (severe)

BSA, mean

Bioexperienced (biologics or JAKi),
n (%)

ESK-001

Placebo 10mg QD 20mg QD 20 mg BID 40 mg QD 40 mg BID Overall
(N=38) (N=36) (N=36) (N=40) (N=39) (N=39) (N=228)
49.1(11.7) 48.8(12.7) 43.9(12.0) 47.7 (12.5) 49.5 (10.5) 47.9 (14.2) 47.8 (12.3)
31(81.6) 24 (66.7) 24 (66.7) 23(57.5) 26 (66.7) 26 (66.7) 154 (67.5)
27(71.1) 30( 83.3) 31(86.1) 34 ( 85.0) 33(84.6) 33(84.6) 188 ( 82.5)
4 (10.5) 1(2.8) 2(5.6) 2 (5.0) 2(5.1) 2(5.1) 13(5.7)
3(7.9) 4(11.1) 0 1(2.5) 1(2.6) 1(2.6) 10(4.4)
4(10.5) 1(2.8) 3(8.3) 3(7.5) 3(7.7) 3(7.7) 17 (7.5)
31.9(6.8) 30.5(5.9) 34.9 (12.1) 31.7(7.4) 30.4 (6.4) 31.6(7.1) 31.8(7.9)
19.8 (11.6) 19.3(13.4) 17.3(8.3) 21.8(12.2) 16.7 (12.4) 21.5(15.5) 19.4 (12.5)
18.0(4.5) 16.5(3.9) 18.9(6.6) 18.3(6.5) 17.4(6.5) 17.5(4.9) 17.8(5.6)
22(57.9) 24 ( 66.7) 17 (47.2) 23(57.5) 25(64.1) 23(59.0) 134 ( 58.8)
15( 39.5) 9(25.0) 17 (47.2) 16 ( 40.0) 14 ( 35.9) 16 (41.0) 87(38.2)
1(2.6) 3(8.3) 2 (5.6) 1(2.5) 0 0 7(3.1)
22.9(12.1) 20.6(12.2) 19.9(12.6) 21.4(15.0) 20.1(12.9) 21.5(15.1) 21.1(13.3)
13(34.2) 13(36.1) 14 (38.9) 16 ( 40.0) 13(33.3) 13(33.3) 82 (36.0)

All randomized patients presented.




STRIDE: Primary and Secondary PASI Endpoints Achieved at Week 12
with Dose-Dependent Increase in Response Rates

PASI 75 PASI 90 PASI 100

Primary Endpoint
100
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Proportion of Patients with
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*p<0.05; **p< 0.005; ***p<0.001 . P-value is comparing proportion in each active arm vs placebo using the Cochran-Mantel-Haenszel test adjusted for stratification factors
(prior use of biologics and geographic region (North American vs. ROW)). Based on mITT analysis set. NRI imputation was applied for subjects who discontinued study. 6



ESK-001
RNA-seq Data in Lesional Tissue Confirm Maximal Inhibition

Lesional Skin Levels of Key Cytokines & Disease Related Biomarkers Return to Non-lesional Levels
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ESK-001 Psoriasis Phase 2 Skin biopsy RNA-seq, 12/05/2023 dataset.
Skin biopsies collected in subset of patients, all available skin biopsy samples with valid RNAseq data included in analysis. 7



STRIDE Safety at Week 16

Subjects with 21 TEAE

Subjects with 21 SAE

Subjects with treatment related
SAEs

Deaths

Subjects with TEAE leading to
treatment discontinuation

Most frequent TEAEs"

Headache

Upper Resp. Tract Infection

Nasopharyngitis

ESK-001

Placebo 10 mg QD 20 mg QD 20 mg BID 40 mg QD 40 mg BID Overall
(N=38) (N=36) (N=36) (N=39) (N=39) (N=39) (N=227)
15 (39.5) 19 (52.8) 14 (38.9) 18 (46.2) 19 (48.7) 25(64.1) 110 ( 48.5)

0 1(2.8) 0 3(7.7) 1(2.6) 0 5(2.2)

0 0 0 0 0 0 0

0 0 0 0 0 0 0

0 0 2 (5.6) 0 2(5.1) 1(2.6) 5(2.2)
2 (5.3) 0 2 (5.6) 3(7.7) 4 (10.3) 3(7.7) 14 (6.2)

0 2(5.6) 2 (5.6) 1(2.6) 2(5.1) 3(7.7) 10 (4.4)
3(7.9) 2(5.6) 0 1(2.6) 1(2.6) 3(7.7) 10 (4.4)

No concerning lab/ECG trends, MACE, serious infections or treatment-related thromboses observed.

Based on the Safety Analysis Population (all treated patients) TEAE: treatment emergent adverse event. * >3 patients where occurrence greater in active group vs. placebo.




95% of Eligible STRIDE Subjects Continued in OLE Study

Open Label Extension Trial

228 204 165*
B csosomsmansy

Randomized Subjects Eligible B
Phase 2 STRIDE Completing Subjects ESK-001 40 mg BID (N=82)
Subjects STRIDE Entering OLE
\L l Day 1 Wk Wk Wk Wk Wk Wk Quarterly En(ili o;
2 4 8 12 16 28 Visit Study

9 30 e Approval

Eligible for OLE Ineligible and

but chose not not participating

to participate in OLE

25: OLE Not initiated in Czech Republic
5: Did not meet OLE inclusion criteria

* 1 Subject randomized into OLE but not dosed and not included in mITT population analyses 9



OLE Safety Summary at Week 28

ESK-001 40 mg QD ESK-001 40 mg BID Overall
(N=82) (N=82) (N=164)
Subjects with > 1 TEAE 41 (50.0) 45 (54.9) 86 (52.4)
Subjects with > 1 TE SAE 1(1.2) 3(3.7) 4 (2.4)
Deaths 0 0 0
e e : S 429
Subjects with TEAE 2 Grade 3 1(1.2) 4(4.9) 5 (3.0)
Most frequent TEAESs (25%)
Nasopharyngitis 10 (12.2) 3(3.7) 13 (7.9)
Upper Respiratory Tract Infection 2(2.4) 9(11.0) 11 (6.7)
Headache 5(6.1) 3(3.7) 8 (4.9)

Based on the Safety Analysis Population (all treated patients). Safety data displayed based on 1 March 2024 data cut of ongoing OLE study.
TEAE: treatment emergent adverse event.

As of May 31, 2024, there were 6 SAEs reported: 40mg QD - [Arthritis, NSCLC, dyspnea]; 40mg BID - [Peritonsillar abscess, sepsis, renal cell
carcinoma). The NSCLC occurred outside of the treatment emergent period and not included in table above.
10



Stride and OLE Efficacy: Continued Exposure with ESK-001 40mg BID

Achieves Significant Increases in PASI Responses

OLE Treatment: ESK-001 40 mg BID (mITT Analysis Set)

ESK-001

90.3

100 STRIDE Washout  Open Label Extension 89 .2
20 mg BID 40 mg BID
40 mg QD
80— 40mgBID
Placebo

Patient with Response (%)

1 11 1 1
VISIT > Baseline Parent Wk 12 Wk 12

1
Dayl Wk2 Wk4

Wk 8
| NUMBER OF SUBJECTS
| AsoBsv 82 82 82 74
mNRI 82 82

—®— patient Achieving PASI-75 (%)
Patient Achieving PASI-75 (mNRI) (%)

- - @- - Ppatient Achieving PASI-90 (%)
Patient Achieving PASI-90 (mNRI) (%)

1
Wk 16 *Data as of March 1, 2024

72
81

““““ @ patient Achieving PASI-100 (%)
Patient Achieving PASI-100 (mNRI) (%)

mNRI analysis: if patient discontinued due to AE or inadequate response then imputed as a non-responder; if discontinued for other reasons then imputed using LOCF

Wk 28

71
81

11



Stride and OLE Efficacy: Continued Exposure with ESK-001 40mg BID
Achieves Significant Increases in sSPGA Responses

OLE Treatment: ESK-001 40 mg BID (mITT Analysis Set)

100— .
STRIDE Washout  Open Label Extension
20 mg BID 40 mg BID
80— aomesIe s 76.1
— 40 mgBID .
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g
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VISIT > Baseline Parent Wk 12 Dayl Wk2 Wk4 Wk 8 Wk 12 Wk 16 *Data as of March 1, 2024 Wk 28
| NUMBER OF SUBJECTS
I AS OBSV 82 82 80 74 72 71
mNRI 82 82 81 81
—®— Patient Achieving sPGA 0/1 (%) —— @ ~ Patient Achieving SPGA 0 (%)
Patient Achieving sPGA 0/1 (mNRI) (%) Patient Achieving sPGA 0 (mNRI) (%) 12

mNRI analysis: if patient discontinued due to AE or inadequate response then imputed as a non-responder; if discontinued for other reasons then imputed using LOCF



Continued Exposure with ESK-001 40mg QD Results in
Substantially Lower PASI Responses Compared to 40mg BID

OLE Treatment: ESK-001 40 mg QD (mITT Analysis Set)

100— .
STRIDE Washout  Open Label Extension
20 mg BID 40 mg QD
40 mg QD
80— 40mgBID

Placebo 69.9 72'9.
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VISIT > Baseline Parent Wk 12 Dayl Wk2 Wk4 Wk 8 Wk 12 Wk 16 *Data as of March 1, 2024 Wk 28
| | | NUMBER OF SUBJECTS |
IAs Observed 82 82 81 78 73 70

—®— Ppatient Achieving PASI-75 (AO) (%) - - ®- - Ppatient Achieving PASI-90 (AO) (%) @ Patient Achieving PASI-100 (AO) (%) 1
mNRI analysis: if patient discontinued due to AE or inadequate response then imputed as a non-responder; if discontinued for other reasons then imputed using LOCF



Conclusions
STRIDE and OLE studies demonstrate ESK-001 is a clinically effective and generally safe oral therapy for the
treatment of patients with moderate-to-severe plaque psoriasis

Efficacy Summary

> Maximal TYK2 inhibition achieved across entire dosing period with highest 40 mg BID dose

) STRIDE: Significant improvement in PASI-75, PASI-90, PASI-100 and sPGA-0/1 and sPGA-0 responses achieved at both
40 mg QD and 40 mg BID doses
) Phase 2 OLE: Extended treatment with ESK-001 resulted in clinically meaningful increases in efficacy over time

— PASI-75, PASI-90, and PASI-100 responses (mNRI) with 40 mg BID at Week 28 of 83%, 63%, and 31%, respectively
—sPGA 0/1 and 0 responses (mNRI) with 40 mg BID at Week 28 of 68% and 35%, respectively

Safety Summary
) ESK-001 was generally safe and well tolerated across all dose levels in both the Phase 2 and OLE studies

) The majority of TEAEs were mild-to-moderate in severity and self limited

) Longterm exposure in OLE continues to show favorable risk:benefit profile to date

ONWARD Phase 3 development program with ESK-001 in plaque psoriasis ongoing.

14
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