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Introduction Key exclusion criteria were the presence of complete leukotrichia within any facial
lesions, dermatologic disease confounding vitiligo assessment, previous use of JAK
Vitiligo is a chronic autoimmune disease that targets melanocytes, resulting in patches of inhibitor therapy, and use of the following therapies for vitiligo before baseline: any
skin depigmentation® and reduced quality of life23 biological or experimental therapy within 12 weeks (or 5 half-lives), phototherapy within
Disease pathogenesis is modulated by signaling through the Janus kinases (JAKs)* ii%xggts, immunomodulating treatments within 4 weeks, or topical treatments within

A cream formulation of ruxolitinib, a JAK1/JAK2 inhibitor, demonstrated substantial
r?:ilgrr:t]ser\;\tié:ﬂovri]tiﬂvir (iggg‘gggg 4F;L1ase 2, GOSN, el el Syl Eelil: skin phototype (types I-Il or types I11-VI) and were randomized 2:1 to apply
P 9 1.5% ruxolitinib cream twice daily (BID) or vehicle BID for 24 weeks (Figure 1); pooled

Following these promising results, two phase 3 Topical Ruxolitinib Evaluation in Vitiligo data per interim analyses at Week 24 are reported here
studies (TRUE-V1 and TRuE-V2) were conducted in larger patient populations

Patients were stratified by geographic region (North America and Europe) and Fitzpatrick

— After completion of the Week 24 visit, all patients could apply 1.5% ruxolitinib cream
BID for an additional 28 weeks in the open-label treatment extension

ObJeCtlve Figure 1. Study Design
To evaluate the efficacy and safety of ruxolitinib cream following 24 weeks of double- Screening D;'ible-BI:ind Treatn;esnt Exktension FggTjW-Up
blind treatment using pooled data from two phase 3 studies of adults and adolescents (Up to 32 days) (24 weeks) (28 weeks) (30 days)
with nonsegmental vitiligo (TRUE-V1 [NCT04052425], TRUE-V2 [NCT04057573]) ( \ y \ v | y | 5

Methods LSS ML 1 5% Ruxolitinib Cream BID

vitiligo
Patients and Study Design Adolescentand ___
adult patients 1.5% Ruxolitinib Cream BID Follow-Up

Eligible patients were aged =212 years with a diagnosis of nonsegmental vitiligo and age&k_&:)ears

depigmented areas covering £10% total body surface area (BSA), including 20.5% BSA
on the face and 23% BSA on non-facial areas, scores 20.5 on facial Vitiligo Area Scoring
Index (F-VASI), and scores =3 on total VASI (T-VASI)

randomized 2:1 Vehicle BID

v v v v v v

Week 0 4 8 12 18 24 28 34 40 46 52 End of Study

IDouble-innd efficacy and safety analyses (pooled)
BID, twice daily. S
ide



Endpoints and Assessments

The primary endpoint was the proportion of patients
achieving 275% improvement from baseline in F-VASI
(F-VASI75) at Week 24

Key secondary endpoints were

— Proportion of patients achieving 250% and =290%
improvement from baseline in F-VASI (F-VASI50
and F-VASIQO0, respectively) at Week 24

Patients

TRUE-V1/TRUE-V2 randomized 674 patients (ruxolitinib cream, n=450; vehicle, n=224; Table 1)

— Mean (SD) age was 39.6 (15.1) years; 67.5% of patients had skin phototypes III-VI
— Baseline mean F-VASI and T-VASI values were 0.92 and 6.69, respectively

Table 1. Patient Demographics and Baseline Clinical Characteristics (Intent-to-Treat Population)

Vehicle Ruxolitinib Cream Total
— Proportion of patients achieving 250% improvement Characteristic (n=224) (n=450) (N=674)
from baseline in T-VASI (T-VASI50) at Week 24 Age, mean (SD), y 39.7 (14.5) 39.5 (15.4) 39.6 (15.1)
— Proportion of patients achieving a Vitiligo Female, n (%) 110 (49.1) 248 (55.1) 358 (53.1)
Noticeability Scale (VNS) rating of “a lot less White, n (%) L ) SEEEL) S e
noticeable” or “no longer noticeable” (VNS F'tIZpa"'Ck skin phototype, n (%) ‘(19 1207 1504
response) at Week 24 o _ I 72 (32.1) 131 (29.1) 203 (30.1)
— Percentage change from baseline in facial BSA M 88 (39.3) 179 (39.8) 267 (39.6)
(F-BSA) at Week 24 \Y; 40 (17.9) 89 (19.8) 129 (19.1)
The safety and tolerability of ruxolitinib cream were also v L1/ o) o)
assessed i 3(1.3) 11(2.4) 14 (2.1)
Geographic region, n (%)
Statistical Analyses North America 156 (69.6) 308 (68.4) 464 (68.8)
) _ e Europe 68 (30.4) 142 (31.6) 210 (31.2)
For the primary and key secondary en_dpomts, ruqult!mb Baseline F-VASI, mean (SD) 0.92 (0.56) 0.92 (0.55) 0.92 (0.56)
cream and vehicle were compared using exact logistic Baseline T-VASI, mean (SD) 6.73 (2.09) 6.66 (2.05) 6.69 (2.06)
regression for binary outcomes and analysis of Facial BSA,* mean (SD), % 1.03 (0.65) 1.02 (0.63) 1.02 (0.64)
covariance for F-BSA Total BSA, mean (SD), % 7.46 (2.03) 7.36 (2.02) 7.39 (2.03)
— Mu|t|p|e imputation was apphed to account for Duration of disease, median (range), y 12.1 (0-59.5) 11.8 (0-60.5) 12.0 (0-60.5)
missing values Diagnosed in childhood, n (%) 77 (34.4) 168 (37.3) 245 (36.4)
. . . . Disease stability," n (%)
_ Aflllc_randomlzled pat_lents were mcludedI in the Stable 168 (75.0) 331 (73.6) 499 (74.0)
efficacy analyses (intent-to-treat population) Progressive 56 (25.0) 119 (26.4) 175 (26.0)
Safety analyses were summarized using descriptive Other autoimmune disorders, n (%) 36 (16.1) 90 (20.0) 126 (18.7)
statistics Prior therapy,* n (%) 137 (61.2) 274 (60.9) 411 (61.0)
. . e Topical corticosteroids 56 (25.0) 133 (29.6) 189 (28.0)
— >
Al par;[_lelnts who_aplplée%_j (:]ose (f’f FUX0|ItIInIb cream Topical calcineurin inhibitors 68 (30.4) 146 (32.4) 214 (318)
or vehicle were included in the safety analyses Phototherapy® 77 (34.4) 138 (30.7) 215 (31.9)

(Safety pOpU'&thﬂ) BSA, body surface area; F-VASI, facial Vitiligo Area Scoring Index; NB-UVB, narrow-band ultraviolet-B; PUVA, psoralen ultraviolet A; T-VASI, total Vitiligo Area Scoring Index.

* Percentage of total BSA.

T Determination of disease stability was based on investigator judgment.

* Patients could have used multiple previous lines of therapy.

§ Phototherapy includes NB-UVB phototherapy, excimer laser, and PUVA photochemotherapy. Slide 2/5



Efficacy

At Week 24, F-VASI75 was achieved by a significantly
greater proportion of patients applying ruxolitinib cream
vs vehicle (30.1% vs 10.8%; P<0.0001; Figure 2)

Figure 2. F-VASI75 Response
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The proportion of patients achieving F-VASI50 and

F-VASI90 responses were significantly higher with

ruxolitinib cream than vehicle at Week 24 (both

P<0.0001; Figure 3)

Figure 3A. F-VASI50 Response
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Figure 3B. F-VASI90 Response
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A significantly greater proportion of patients applying
ruxolitinib cream achieved T-VASI50 at Week 24
compared with vehicle (23.2% vs 8.1%; P<0.0001;
Figure 4)

Figure 4. T-VASI50 Response
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ANCOVA, analysis of covariance; F-BSA, facial body surface area; F-VASI50/75/90, 250%/75%/90%
improvement in facial Vitiligo Area Scoring Index; LSM, least squares mean; T-VASI50, 250%
improvement in total Vitiligo Area Scoring Index; VNS, Vitiligo Noticeability Scale.

**+x P<0.0001 for response rate difference for ruxolitinib cream vs vehicle at Week 24.

T VNS response was defined as achieving a rating of “a lot less noticeable” or “no longer noticeable.”
* At Week 24, an ANCOVA model was applied to determine LSM, LSM difference, and P value.

Data per interim analyses at Week 24 are reported.

The proportion of patients who achieved a VNS
response at Week 24 with ruxolitinib cream vs vehicle
was 23.2% vs 5.3%, respectively (P<0.0001; Figure 5)

Figure 5. VNS Response
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At Week 24, the least squares mean percentage change
from baseline in F-BSA was —22.8 with ruxolitinib cream
vs —3.1 with vehicle (P<0.0001; Figure 6)

Figure 6. Percentage Change From Baseline in F-BSA
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© Visible improvement in repigmentation of facial and non-facial lesions was seen in patients who applied ruxolitinib cream
(Figure 7)

Figure 7. Representative Clinical Images of Patients Who Applied Ruxolitinib Cream During the Double-Blind Period

Week 12

Baseline Week 24

Patient 2

Baseline Week 12 Week 24

Patient 1

F-VASI: 1.62 F-VASI: 0.45 F-VASI: 0.14 F-VASI: 0.30 F-VASI: 0.10

F-VASI: 1.00

Patient 3 Patient 4

 T-VASI: 465

T-VASI: 7.65

T-VASI: 3.99 T-VASI: 2.35 T-VASI: 9.60

T-VASI: 2.35
F-VASI, facial Vitiligo Area Scoring Index; T-VASI, total Vitiligo Area Scoring Index.

Safety

© Ruxolitinib cream was generally well tolerated in
TRUE-V1/TRUE-V2

o Treatment-emergent adverse events considered by
investigators to be treatment related were mild or
moderate (grades 1 or 2) in severity and occurred in
14.7% of patients who applied ruxolitinib cream and
7.6% who applied vehicle (Table 2)

— Serious adverse events occurred in 1.8% and 0.4%
of patients, respectively; none were considered
related to treatment

Table 2. TEAEs Through 24 Weeks of Double-Blind Treatment
(Safety Population)

Vehicle Ruxolitinib Cream

Parameter, n (%) (n=224) (n=449)*
Patients with TEAE 79 (35.3) 214 (47.7)
Most common TEAEs!

Application site acne 2(0.9) 26 (5.8)

Application site pruritus 6 (2.7) 23(5.1)

Nasopharyngitis 5(2.2) 19 (4.2)

Headache 6(2.7) 17 (3.8)

COVID-19 6 (2.7) 13 (2.9)

Upper respiratory tract infection 5(2.2) 13 (2.9)

Sinusitis 5(2.2) 10 (2.2)
Patients with treatment-related TEAE 17 (7.6) 66 (14.7)
Most common treatment-related TEAES®

Application site acne 2(0.9) 22 (4.9)

Application site pruritus 6 (2.7) 21 (4.7)
Patients with serious TEAE* 1(0.4) 8(1.8)
Patients with TEAE leading to 1(0.4) 2(0.4)

discontinuation

TEAE, treatment-emergent adverse event.

* 1 patient who did not apply =1 dose of ruxolitinib cream was excluded from the safety
population.

T Occurring in 22% of patients in either treatment group.

* No serious TEAES were considered by investigators to be related to treatment.

Data per interim analyses at Week 24 are reported.
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Conclusions

Ruxolitinib cream demonstrated clinically meaningful superiority to vehicle for the primary and all key secondary endpoints in the

pooled analysis of the TRUE-V1/TRUE-V2 phase 3 studies, confirming phase 2 findings
Adolescent and adult patients with nonsegmental vitiligo achieved substantial facial and total body repigmentation at 24 weeks

Ruxolitinib cream was well tolerated, and no serious adverse events were considered related to treatment
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