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Prolonged ruxolitinib cream treatment for vitiligo among patients
with no or limited response in the first 6 months

Dear Editor,

Ruxolitinib cream, a topical formulation of the Janus kinase
(JAK) 1/JAK2 inhibitor ruxolitinib, is the first approved
repigmentation therapy for nonsegmental vitiligo.! In
two phase 3 clinical trials in adults and adolescents (aged
>12 y) with vitiligo (TRuE-V1/TRuE-V2, NCT04052425/
NCT04057573), ruxolitinib cream was associated with
substantial repigmentation and was well tolerated over
52 weeks.” Further improvements in facial and body
repigmentation were observed over 104 weeks in the TRuE-V

A. No Repigmentation* at Week 24 (n=70)

long-term extension study (TRuE-V LTE; NCT04530344).
Repigmentation is a slow process that requires continuous
treatment even if results are not immediately apparent.*?
Vitiligo is associated with substantial psychosocial
burden,® which may be intensified by prolonged treatment
requirements and delayed repigmentation.”® Here, efficacy
and safety of continuous ruxolitinib cream treatment over
104 weeks were evaluated among patients who had no or
limited response to treatment at Week 24 in TRuE-V1/
TRuE-V2.

B. Limited Repigmentationt at Week 24 (n=57)
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F-VASI response at Weeks 52, 80 and 104 among patients with continuous ruxolitinib cream treatment who had (a) no or (b) limited

facial repigmentation at Week 24. F-VASI, Facial Vitiligo Area Scoring Index. *Patients with worsening or no improvement in F-VASI (i.e. <0%) at Week
24 and non-missing F-VASI values at Weeks 52, 80 or 104. "Patients with >0%-<25% improvement in F-VASI at Week 24 and non-missing F-VASI values
at Weeks 52, 80 or 104.
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A. No Repigmentation* at Week 24 (n=55)

B. Limited Repigmentationt at Week 24 (n=138)

T-VASI Response: W =90 B 75-<90 M 50-<75 M 25-<50 M 0-<25

100

90.9 93.3

90

80

70

60

50

40

30

20+

Patients With T-VASI Improvements, %

10

Week 52
(n=49)

Week 80
(n=33)

Week 104
(n=30)

100

90

81.6

80

70

60

50

40

30

20+

Patients With T-VASI Improvements, %

10 4

0

Week 52
(n=124)

Week 80
(n=85)

Week 104
(n=76)

FIGURE 2 T-VASIresponse at Weeks 52, 80 and 104 among patients with continuous ruxolitinib cream treatment who had (a) no or (b) limited
body repigmentation at Week 24. T-VASI, Total Vitiligo Area Scoring Index. *Patients with worsening or no improvement in T-VASI (i.e. <0%) at Week 24
and non-missing T-VASI values at Weeks 52, 80 or 104. "Patients with >0%-<25% improvement in T-VASI at Week 24 and non-missing T-VASI values at

Weeks 52, 80 or 104.

Patients were randomized 2:1 to 1.5% ruxolitinib cream
twice daily (BID) or vehicle for 24 weeks in TRuE-V1/
TRuE-V2; all patients then applied 1.5% ruxolitinib cream
BID for 28 additional weeks in an open-label extension.?
Patients with <90% improvement in the facial Vitiligo Area
Scoring Index (<F-VASI90) at Week 52 applied 1.5% ruxoli-
tinib cream BID for an additional 52 weeks.? Patients ini-
tially randomized to apply ruxolitinib cream who had <25%
improvement from baseline in the facial or total Vitiligo
Area Scoring Index (F-VASI or T-VASI) at Week 24 and had
non-missing VASI assessments at Weeks 52, 80 and 104 (con-
tinuous BID ruxolitinib cream application) were included
in this analysis. Shifts in F-VASI and T-VASI were assessed
among these patients with no facial/body repigmentation or
worsening depigmentation (<0% improvement in F-VASI/T-
VASI) and limited facial/total body repigmentation (>0%-—
<25% improvement in F-VASI/T-VASI) at Week 24.

Among 443 patients in the efficacy-evaluable popula-
tion initially randomized to ruxolitinib cream, mean (SD)
F-VASI and T-VASI at baseline were 0.92 (0.55) and 6.64
(2.04), respectively. Among patients with no or limited fa-
cial repigmentation at Week 24 (n=127), the percentage
achieving F-VASI improvements increased from 71.7% at
Week 52 (n=113) to 87.5% at Week 80 (n=80) and 90.1% at
Week 104 (n=71), including 97.1% of patients with no repig-
mentation and 83.3% with limited repigmentation at Week

24 (Figure 1). Proportions of patients with no or limited re-
pigmentation at Week 24 who achieved >75% improvement
from baseline in F-VASI (F-VASI75), a clinically meaningful
threshold for facial repigmentation,”® increased through-
out the study (Week 52, 13.3%; Week 80, 38.8%; Week 104,
54.9%).

Among patients with no or limited total body repigmen-
tation at Week 24 (n=193), the percentage achieving T-VASI
improvements increased from 68.8% at Week 52 (n=173) to
81.4% at Week 80 (n=118) and 84.9% at Week 104 (n=106),
including 93.3% of patients with no repigmentation and
81.6% with limited repigmentation at Week 24 (Figure 2). The
clinically meaningful threshold of >50% improvement in T-
VASI from baseline (T-VASI50) was achieved by 23.1%, 42.4%
and 50.0% of patients at Weeks 52, 80 and 104, respectively.

In conclusion, >80% of patients with no or limited repig-
mentation at 6 months who continued to apply ruxolitinib
cream over an additional 18 months achieved F-VASI or
T-VASI improvements. Half of the patients achieved clini-
cally meaningful F-VASI75 or T-VASI50 at 2 years. This
analysis was limited by the number of patients with available
data at later time points; patients with improvements may
have been more likely to remain on treatment, resulting in
attrition bias. Individualized decisions around prolonged
treatment must weigh potential benefits alongside patient
preferences, adherence and burden. These 2-year TRuE-V
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results highlight the importance of prolonged treatment in
patients with vitiligo, even when no or limited repigmenta-
tion is achieved after 6 months of treatment.

KEYWORDS
clinical trial, Janus kinase inhibitors, ruxolitinib cream,
therapeutic studies, vitiligo
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Incyte for the purpose of conducting legitimate scientific re-
search. Researchers may request anonymized data sets from
any interventional study (except Phase 1 studies) for which
the product and indication have been approved on or after 1
January 2020 in at least one major market (e.g. US, EU and
JPN). Data will be available for request after the primary
publication or 2 years after the study has ended. Information
on Incyte's clinical trial data sharing policy and instruc-
tions for submitting clinical trial data requests are available
at: https://www.incyte.com/Portals/0/Assets/Compliance%
20and%20Transparency/clinical-trial-data-sharing.pdf?
ver=2020-05-21-132838-960.
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