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Introduction

Vitiligo is a chronic autoimmune disease that targets melanocytes, resulting in patches of
skin depigmentation?

Factors including skin phototype and disease duration may affect treatment efficacy in
patients with vitiligo23

A cream formulation of ruxolitinib, a Janus kinase (JAK) 1/JAK2 inhibitor, demonstrated
substantial repigmentation over 52 weeks in a phase 2, dose-ranging, randomized study
in adult patients with vitiligo (NCT03099304)*

Two phase 3 Topical Ruxolitinib Evaluation in Vitiligo studies (TRUE-V1 and TRUE-V2)
were conducted in larger patient populations

Objective

To evaluate the efficacy and safety of ruxolitinib cream based on patient demographics
and baseline clinical characteristics following 24 weeks of double-blind treatment using
pooled data from two phase 3 studies of adults and adolescents with nonsegmental
vitiligo (TRUE-V1 [NCT04052425], TRUE-V2 [NCT04057573])

Methods

Patients and Study Design

Eligible patients were aged 212 years with a diagnosis of nonsegmental vitiligo and
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 23 on total VASI (T-VASI)
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Key exclusion criteria were the presence of complete leukotrichia within any facial
lesions, dermatologic disease confounding vitiligo assessment, previous use of JAK
inhibitor therapy, and use of the following therapies for vitiligo before baseline: any
biological or experimental therapy within 12 weeks (or 5 half-lives), phototherapy within
8 weeks, immunomodulating treatments within 4 weeks, or topical treatments within

1 week

Patients were stratified by geographic region (North America and Europe) and Fitzpatrick
skin phototype (types I-Il or types IlI-VI) and were randomized 2:1 to apply

1.5% ruxolitinib cream twice daily (BID) or vehicle BID for 24 weeks (Figure 1); subgroup
analyses (stratification per protocol and statistical analysis plan) of pooled data per
interim analyses at Week 24 are reported here

— 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

Figure 1. Study Design
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Assessments Tab@ Patient Demographics and Baseline Clinical Characteristics (Intent-to-Treat Population)

The primary endpoint was the proportion of patients vehicle Ruxolitinib Cream Tota
LIERT =Tk prop et Characteristic (n=224) (n=450) (N=674)
achieving 275% improvement from baseline in F-VASI A n R EETE ESTE
(F-VASI75) at Week 24 e mean ( (0/);3’ i) Sl LI
ge group, n (%), y
The safe(;y and tolerability of ruxolitinib cream were also 12-17 17 (7.6) 55 (12.2) 72 (10.7)
assesse 18-64 191 (85.3) 366 (81.3) 557 (82.6)
Subgroup analyses investigated F-VASI75 response 265 16(7.1) 29 (6.4) 45 (6.7)
and safety at Week 24 by patient demographics and Sex, n (%)
baseline clinical characteristics Male 114 (50.9) 202 (44.9) 316 (46.9)
— Analyses included age, sex, race, Fitzpatrick skin Female 110(49.1) 248 (55.1) 358 (53.1)
phototype, geographic region, facial BSA (F-BSA), Geaographic region, n (%)
investigator-assessed disease stability, and North America 156 (69.6) 308 (68.4) 464 (68.8)
previous therapy Europe 68 (30.4) 142 (31.6) 210(31.2)
. Race, n (%)

Statistical Analyses White 189 (84.4) 363 (80.7) 552 (81.9)
Data are reported as observed, and subgroup analyses Black 9(4.0) 23(5.1) 32 (4.7)
were summarized using descriptive statistics Asian 11 (4.9) 17 (3.8) 28 (4.2)

Other* 9 (4.0) 28(6.2) 37(5.5)

Not reported 6 (2.7) 19 (4.2) 25 (3.7)

Results Fitzpatrick skin phototype, n (%)
Patients H 76 (33.9) 143 (31.8) 219 (32.5)
_ _ o [[RY] 148 (66.1) 307 (68.2) 455 (67.5)
TRuE-Vl_/TRu_E-VZ_ randtzmlzed 574 patients (ruxolitinib F-BSA," mean (SD), % 1.03 (0.65) 1.02 (0.63) 1.02 (0.64)
cream, n=450; vehicle, n=224) with a mean (SD) age of <15, n (%) 185 (82.6) 361 (80.2) 546 (81.0)
39.6 (15.1) years (Table 1) >15,n (%) 39 (17.4) 89 (19.8) 128 (19.0)
— The distribution of baseline disease characteristics Disease stability, n (%)
was similar fqr patients randomized to ruxolitinib Stable 168 (75.0) 331 (73.6) 499 (74.0)
cream or vehicle Progressive 56 (25.0) 119 (26.4) 175 (26.0)
Prior therapy,® n (%)

TCS 56 (25.0) 133(29.6) 189 (28.0)
TCl 68 (30.4) 146 (32.4) 214 (31.8)
Phototherapy! 77 (34.4) 138 (30.7) 215 (31.9)

F-BSA, facial body surface area; F-VASI, facial Vitiligo Area Scoring Index; NB-UVB, narrow-band ultraviolet-B; PUVA, psoralen ultraviolet A; TCI, topical calcineurin inhibitor; TCS, topical
corticosteroid; T-VASI, total Vitiligo Area Scoring Index.

* Includes American Indian/Alaska Native, Native Hawaiian/Pacific Islander, and “Other.”

T Percentage of total BSA.

* Determination of disease stability was based on investigator judgment.

§ Patients could have used multiple previous lines of therapy.

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

At Week 24, the primary endpoint of F-VASI75 was
achieved by a significantly greater proportion of patients
applying ruxolitinib cream vs vehicle (30.7% vs 9.9%;
P<0.0001)

Greater F-VASI75 response rates for ruxolitinib cream
vs vehicle were observed at Week 24 across age groups
and regardless of sex and geographic region; there were
no substantial differences among subgroups

(Figure 2)

Figure 2. F-VASI75 Response by Age Group, Sex, and
Geographic Region
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F-VASI75 response rates were greater with ruxolitinib
cream vs vehicle at Week 24 regardless of race or
Fitzpatrick skin phototype (Figure 3)

— Subgroup analyses of race were limited by small
patient numbers in Black, Asian, and Other groups

Figure 3. F-VASI75 Response by Race and Fitzpatrick Skin
Phototype
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F-BSA, facial body surface area; F-VASI75, 275% improvement in facial Vitiligo Area Scoring Index; TCI, topical calcineurin inhibitor; TCS, topical corticosteroid.

Data per interim analyses at Week 24 are reported as observed.

F-VASI75 response rates with ruxolitinib cream vs
vehicle at Week 24 were greater regardless of baseline
clinical characteristics including F-BSA, investigator-
assessed disease stability, and prior therapy (Figure 4)

— There were no substantial differences among
subgroups of patients who applied ruxolitinib cream

Figure 4. F-VASI75 Response by Clinical Characteristics
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Substantive F-VASI75 response rate differences between ruxolitinib cream and vehicle Safety
were observed in all subgroups of patient demographics and baseline clinical

. : Ruxolitinib cream was generally well tolerated in TRUE-V1/TRUE-V2
characteristics (Figure 5)

— Rates of adverse events and treatment-related adverse events were generally

Figure 5. F-VASI75 Response Rate Differences Between Ruxolitinib Cream and Vehicle similar among demographic subgroups of patients who applied ruxolitinib cream
F-VASI75 Response Rate (Table 2)
q i 0,
Subgrqups L USSR (S5, b Table 2. TEAEs Through 24 Weeks of Double-Blind Treatment (Safety Population)
All patients 592 i 20.7 (3.2)
Age Vehicle Ruxolitinib Cream
12-17 years o8 e 2164 Treatment- Treatment-
18-64 years 484 - 19.2 (3.6)
65 years 40 —. 25.6 (11.7) Subgroups, n (%) n TEAE Related AE n TEAE Related AE
Sex Al patients 224 79 (35.3) 17 (7.6) 449 214 (47.7) 66 (14.7)
Male 270 —a— 15.8 (4.6) Age groups
Female _ 322 == 24.7 (4.3) 12-17y 17 6 (35.3) 0 55 31(56.4) 9(16.4)
G’jor?r:a;’h'c_ REEIET 280 217@9) 18-64y 191 64 (33.5) 14 (7.3) 366 172 (47.0) 53 (14.5)
[0) merica L o b
Europe P - 189 (5.5) 265y 16 9 (56.3) 3(18.8) 28 11(39.3) 4(14.3)
Race Sex
White 488 - 18.8 (3.4) Male 114 29 (25.4) 3(2.6) 201 85 (42.3) 20 (10.0)
Black 28 = = ! 24.2 (18.5) Female 110 50 (45.5) 14 (12.7) 248 129 (52.0) 46 (18.5)
Asian 23 N 31.3(11.6) Geographic region
(Nj(‘)':eéepone . ;i - " '. zgi ggg; North America 156 47 (30.1) 13(8.3) 07 131(42.7) 41 (13.4)
Skin Phototype Europe 68 32 (47.1) 4(5.9) 142 83 (58.5) 25 (17.6)
Hi 193 —a— 18.5 (5.4) Race
[[RY] 399 = 21.7 (3.9) White 189 67 (35.4) 14 (7.4) 362 174 (48.1) 53 (14.6)
F-BSA Black 9 1(11.1) 0 23 8 (34.8) 1(4.3)
S A e LT Asian 11 0 0 17 4(23.5) 1(5.9)
0,
Dil;fe st o = 33.7(6.3) Other' 9 6 (66.7) 2(22.2) 28 11 (39.3) 3(10.7)
e Y 48 . o Not reported 6 5(83.3) 1(16.7 19 17 (89.5) 8 (42.1)
. - AE, ad ; TEAE, - d 5
Progressive 154 17.8(6.9) *1 paaﬁ\(/;rtssvﬁg t?1?(; not applt;eza;rzgrs];eorp?Jgglgtinaib\ggszaemeuzgtexcluded from the safety population.
Prior Therapy T Includes American Indian/Alaska Native, Native Hawaiian/Pacific Islander, and “Other.”
TCS 165 - 23.1(6.1) Data per interim analyses at Week 24 are reported.
TCl 198 —a— 25.9 (5.1)
Phototherapy 191 —— 26.0 (5.4)

T T T T T T T T 1
0 10 20 30 40 50 60 70 80
F-VASI75 Response Rate Difference (SE), %

F-BSA, facial body surface area; F-VASI75, 275% improvement in facial Vitiligo Area Scoring Index; TCI, topical calcineurin inhibitor;
TCS, topical corticosteroid.
Data per interim analyses at Week 24 are reported as observed.



Conclusions

Ruxolitinib cream demonstrated similar efficacy (F-VASI75 response rates) in patients with vitiligo regardless of demographic

or clinical characteristic subgroup
Ruxolitinib cream was well tolerated in all demographic subgroups

These results demonstrate the potential of ruxolitinib cream as an effective and well-tolerated topical treatment for patients with

vitiligo across subgroups
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