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Introduction

e HS is a chronic, recurrent inflammatory condition that involves multiple immune
pathways and cytokines signaling through JAK 172

e Povorcitinib is an oral, highly selective JAK1 inhibitor in clinical development for
inflammatory conditions, including HS34

e In the phase 3 STOP-HS1/STOP-HS2 studies, both povorcitinib doses met the primary
endpoint (HISCR50) at Week 12°

o All key secondary endpoints were met, for both doses, in STOP-HS2; results were
numerically superior to placebo in STOP-HS1°

Objective: Evaluate the efficacy and safety of povorcitinib through Week 54 in the

registrational phase 3 STOP-HS1/STOP-HS2 studies in patients with moderate to severe HS

HiSCR50, 250% decrease from baseline in abscess and inflammatory nodule count with no increase in the number of abscesses or draining tunnels;

HS, hidradenitis suppurativa; JAK, Janus kinase.
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STOP-HS Study Design

NCT05620823 and NCT05620836

Selective Treatment of Oral Povorcitinib
in Hidradenitis Suppurativa Study 1 and
Study 2 are identical in design

— N=1227 adults
Global studies (North America, Europe,

Japan, and Australia) with approximately
200 sites

Moderate to severe HS, AN count =5 in
=2 anatomic areas, Hurley stage Il or |l

HS diagnosis for 23 months

Prior treatment with a systemic therapy
(oral antibiotic or biologic)

Concomitant antibiotic for HS use not
allowed, except rescue (imputed as
nonresponder)

Stratification for ANdT count (<11 or 211)
and previous biologic use for HS

STOP-HS1 (N=608) and STOP-HS2 (N=619)

Extension Period
(42 weeks)

Placebo-Controlled Period
(12 weeks)

Screening
(up to 28 days)
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Povorcitinib 75 mg qd

Povorcitinib 45 mg qd

Week [ 4

I Randomization 1:1:1

Day 1
(Baseline)

Primary EOT
endpoint
Primary Endpoint: HISCRS50 at Week 12

Key Secondary Endpoints: HISCR75 at Week 12, 23-point decrease in Skin Pain
NRS at Week 12, and flare by Week 12

AN, abscess and inflammatory nodule; dT, draining tunnel; EOT, end of treatment; HISCR, Hidradenitis Suppurativa Clinical Response; HISCR50/75,
=250%/=275% decrease from baseline in abscess and inflammatory nodule count with no increase in the number of abscesses or draining tunnels;
HS, hidradenitis suppurativa; NRS, numerical rating scale; qd, once daily.



Demographics and Baseline Clinical Characteristics

Characteristic Overall (N=1227) STOP-HS1 (n=608) STOP-HS2 (n=619)
Age, median (range), y 37.0 (18-77) 37.0 (18-77) 37.0 (18-70)
Female, n (%) 770 (62.8) 403 (66.3) 367 (59.3)
Race, n (%): White / Black 915 (74.6) / 174 (14.2) 438 (72.0) /98 (16.1) 477 (77.1) 176 (12.3)
BMI, mean (SD), kg/m? 34.0 (8.6) 34.6 (8.9) 33.4 (8.3)

BMI 240 kg/m?, n (%) 269 (21.9) 148 (24.3) 121 (19.5)
Current smoker, n (%) 580 (47.3) 297 (48.8) 283 (45.7)
Disease duration, mean (SD), y 10.3 (9.4) 10.5 (9.4) 10.0 (9.3)
Hurley stage, n (%): 11 /Il 796 (64.9) / 431 (35.1) 373 (61.3) / 235 (38.7) 423 (68.3) / 196 (31.7)
AN count, mean (SD) 12 0(8.8) 12 5(9.3) 11 6 (8.2)
dT count, mean (SD) 8(3.3) 9(3.9) 7(3.2)

=1dT, n (%) 926 (75.5) 458 (75.3) 468 (75.6)
Prior biologic use, n (%) 457 (37.2) 218 (35.9) 239 (38.6)
Prior HS excision surgery, n (%) 256 (20.9) 121 (19.9) 135 (21.8)
FACIT-F score, mean (SD) 31.3 (12.1) 31.4(12.2) 31.1 (12.0)
DLQI score, mean (SD) 12.9 (7.3) 12.8 (7.4) 13.1(7.2)
HiSQoL score, mean (SD) 31.7 (14.7) 31.4 (15.0) 31.9 (14.3)
Skin Pain NRS, mean (SD) 5.0 (2.5) 5.1(2.5) 9.0 (2.5)

FACIT-F total score ranges from 0-52, with higher scores indicating less fatigue and better QoL. DLQI scores range from 0-30, HiSQoL from 0—68, and Skin Pain

NRS from 0-10, with higher scores indicating greater negative impact on QoL.

AN, abscess and inflammatory nodule; BMI, body mass index; DLQI, Dermatology Life Quality Index; dT, draining tunnel; FACIT-F, Functional Assessment of
Chronic lliness Therapy—Fatigue; HiISQoL, Hidradenitis Suppurativa Quality of Life; HS, hidradenitis suppurativa; NRS, numerical rating scale; QoL, quality of life.



HiSCR50 Responses Improved Through Week 54

e The HiISCR50 primary endpoint at Week 12 was statistically significant vs placebo for
both povorcitinib doses in both studies, with continuous improvement through Week 54
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Povorcitinib Achieved High-Threshold HISCR Responses

e Increase in high-threshold HiSCR responses was observed, with up to 29.0% of povorcitinib-
treated patients achieving HISCR100 at Week 54

B HiISCR75 M HISCR90 MHISCR100

STOP-HS1 STOP-HS2
Week 12 (NRI) . Week 54 (OC) Week 12 (NRI) - Week 54 (OC)
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| »45mg —75mg | »45 mg —75 mg
n= 202 204 202 63 69 118 118 n= 203 208 208 56 56 114 124

** P<0.01; *** P<0.001 vs placebo.
HiISCR75/90/100, 275%/=90%/100% decrease from baseline in abscess and inflammatory nodule count with no increase in number of abscesses or draining
tunnels; NRI, nonresponder imputation; OC, observed cases.



Povorcitinib Consistently Decreased Lesion Counts at Week 54

e Across both studies, full clearance of inflammatory lesions (ANdT=0) was achieved in
16.1%—-20.2% of patients, with improvements observed in all lesion types through Week 54
W 45mg MW 75mg

Inflammatory Nodule Abscess

Draining Tunnel
STOP-HS1 STOP-HS2 STOP-HS1 STOP-HS2 STOP-HS1

STOP-HS2

Mean %CFB

- _ - -62.0
70 63.2 _70 | 63.7 62.9 |

n= 116 116 112 124 66 60 68 67 88 82 84 92

Analyses were based on observed values.
A, abscess; CFB, change from baseline; dT, draining tunnel; N, inflammatory nodule.



Patient-Reported Outcomes at Week 54

e A high percentage of patients achieved clinically meaningful improvements in several
measures of QoL
W 45mg MW 75mg

23-Point Decrease in 24-Point Improvement 24-Point Decrease in 221-Point Decrease in
Skin Pain NRST in FACIT-F# DLQIS HiSQoL Total Score*
50 - 46.8 60 - 58.0 56.3 70 - 64.7 50 -
405 °% 42.1 g0 | 490 ' 60 { o 40.2 39 1
40 - 04 '
° ] .8 33.7
°\‘,,- 40 | 50
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2 .
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STOP-HS1 STOP-HS2 STOP-HS1 STOP-HS2 STOP-HS1 STOP-HS2 STOP-HS1 STOP-HS2
n= 79 82 79 76 104 100 103 111 96 101 102 106 77 83 87 92

Analyses were based on observed values. T Assessed in patients with baseline Skin Pain NRS score 23. ¥ Assessed in patients with baseline FACIT-F score <48.
§ Assessed in patients with baseline DLQI total score 24. # Assessed in patients with baseline HiSQoL total score 221.

DLQI, Dermatology Life Quality Index; FACIT-F, Functional Assessment of Chronic lliness Therapy-Fatigue; HiSQoL, Hidradenitis Suppurativa Quality of Life;
HS, hidradenitis suppurativa; NRS, numerical rating scale; QoL, quality of life.



Safety Summary: Povorcitinib-Treated (Up to Week 54)

STOP-HS1 STOP-HS2
Povorcitinib 45 mg Povorecitinib 75 mg Povorcitinib 45 mg Povorecitinib 75 mg
Patients, n (%) n=296t n=295 n=298t n=299}
Any TEAE 232 (78.4) 246 (83.4) 227 (76.2) 242 (80.9)
Treatment-related TEAE 116 (39.2) 141 (47.8) 110 (36.9) 144 (48.2)
Serious TEAE 11(3.7) 19 (6.4) 19 (6.4) 19 (6.4)
Grade 23 TEAE 16 (5.4) 22 (7.5) 23 (7.7) 24 (8.0)
Fatal TEAE 1(0.3)8
TEAE leading to discontinuation 23 (7.8) 18 (6.1) 26 (8.7) 28 (9.4)
Most frequent TEAEs*
Acne 50 (16.9) 56 (19.0) 49 (16.4) 63 (21.1)
Nasopharyngitis 33 (11.1) 40 (13.6) 28 (9.4) 32 (10.7)
URTI 36 (12.2) 28 (9.5) 27 (9.1) 33 (11.0)
AEs of special interest 24 (8.1) 25 (8.5) 33 (11.1) 33 (11.0)
MACE 0 0 1(0.3) 0
Other embolic/thromboembolic events 1(0.3) 1(0.3) 1(0.3) 2(0.7)
DVT/PE 1(0.3) 0 0 2(0.7)
Malignancy, excluding NMSC 0 0 0 0
NMSC 2(0.7) 1(0.3) 2(0.7) 0
Serious infections 2(0.7) 5(1.7) 4(1.3) 7(2.3)
Opportunistic infections 2(0.7) 1(0.3) 3(1.0) 0
Herpes zoster 5(1.7) 6 (2.0) 6 (2.0) 6 (2.0)

TIncludes patients receiving povorcitinib 45 mg from Day 1 and those who crossed over from placebo to 45 mg at Week 12. ¥ Includes patients receiving
povorcitinib 75 mg from Day 1 and those who crossed over from placebo to 75 mg at Week 12. § 1 death (treatment-unrelated) was reported in the placebo
to povorcitinib crossover group. # Top 3 most frequent TEAEs in any of the povorcitinib-randomized groups.

AE, adverse event; DVT, deep vein thrombosis; MACE, major adverse cardiovascular event; NMSC, nonmelanoma skin cancer; PE, pulmonary embolism;
TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection.
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TEAEs Associated With Laboratory Parameters:
PC Period and Povorcitinib-Treated (Up to Week 54)

PC Period, POOLED (up to 12 weeks) PC+EXT Periods, POOLED (up to 54 weeks)
Placebo Povorcitinib 45mg  Povorcitinib 75 mg  Povorcitinib 45mg  Povorcitinib 75 mg

Patients, n (%) n=405 n=412 n=409 n=594t n=594¢
Anemia* 2(0.5) 6 (1.5) 1(0.2) 23 (3.9) 27 (4.5)
Lymphopenia 0 0 0 0 2(0.3)
Neutropenia 0 0 1(0.2) 1(0.2) 1(0.2)
Thrombocytopenia 0 0 4(1.0) 0 7(1.2)
Hyperlipidemia* 11(2.7) 13 (3.2) 10 (2.4) 27 (4.5) 24 (4.0
Alanine aminotransferase increased 0 4(1.0) 3(0.7) 10 (1.7) 17 (2.9)
Aspartate aminotransferase increased 0 3(0.7) 3(0.7) 4(0.7) 10 (1.7)
Blood CPK increased 3(0.7) 13(3.2) 11(2.7) 27 (4.5) 27 (4.5)
Myositis 0 0 0 0 0
Rhabdomyolysis 0 0 0 0 0

* Anemia and hyperlipidemia represent grouped preferred terms (PTs); other TEAESs are reported as unique PTs. T Includes patients receiving
povorcitinib 45 mg from Day 1 and those who crossed over from placebo to 45 mg at Week 12. ¥ Includes patients receiving povorcitinib 75 mg from
Day 1 and those who crossed over from placebo to 75 mg at Week 12.

CPK, creatine phosphokinase; EXT, extension double-blinded period; PC, placebo-controlled double-blinded period; TEAE, treatment-emergent adverse
event.
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Conclusions

Povorcitinib demonstrated substantial clinical efficacy in moderate to severe HS through
Week 54

— Patients treated with povorcitinib achieved high levels of response across HiSCR
thresholds at Week 54, with up to 29% achieving HISCR100

— Consistent resolution of inflammatory nodules (N), abscesses (A), and draining tunnels
(dT) was observed with povorcitinib

— Up to 20% of patients achieved complete inflammatory lesion resolution (ANdT=0)
— Povorcitinib led to meaningful improvements in skin pain, fatigue, and QoL
Both doses of povorcitinib were generally well tolerated through 54 weeks of treatment

These data support the potential of oral povorcitinib for the treatment of moderate to
severe HS

HiSCR, Hidradenitis Suppurativa Clinical Response; HS, hidradenitis suppurativa; QoL, quality of life.
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