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Repigmentation by body region in patients with vitiligo treated
with ruxolitinib cream over 52 weeks

Dear Editor,

Vitiligo is a chronic autoimmune disease that targets mel-
anocytes, resulting in patches of skin depigmentation."?
Repigmentation is an important treatment goal; however,
the likelihood of repigmentation is affected by the location of
vitiligo lesions.>* The face, trunk and proximal extremities
are generally more responsive to repigmentation than bony
prominences, hands and feet.*

Ruxolitinib cream, a topical Janus kinase (JAK) 1/JAK2
inhibitor’ and the first approved repigmentation ther-
apy for vitiligo, was statistically superior to vehicle at
Week 24 and was well tolerated in two Phase 3 studies of
adults and adolescents >12 years with nonsegmental vitiligo
(TRuE-V1/TRuE-V2, NCT04052425/NCT04057573).” In
subanalyses from an earlier Phase 2 study (NCT03099304),
ruxolitinib cream produced clinically meaningful repig-
mentation of all body areas, including hands and feet.®

We evaluated the effect of ruxolitinib cream on achieve-
ment of 250% improvement in Vitiligo Area Scoring Index
(VASI) from baseline (VASI50) by body region (head/neck
[excluding face], upper extremities [excluding hands],
hands, trunk [including genitals], lower extremities
[excluding feet] and feet; and all body regions combined
[excluding face]) using pooled data from the TRuE-V
studies.

Detailed study methodology and baseline characteris-
tics of the 674 patients randomized in the TRuE-V studies
were previously published.” The 24-week, double-blind,
vehicle-controlled period included 661 patients (ruxoli-
tinib cream, n=443; vehicle, n=218); 569 patients con-
tinued in the 28-week open-label extension (ruxolitinib
cream only, n=385; crossover from vehicle, n=184).
Baseline mean facial and total VASI scores were 0.92 and
6.66, respectively.

For all body regions (excluding face), VASI50 response
rates increased steadily through 52 weeks among patients
treated with ruxolitinib cream only (Weeks 12/24/40/52:
8.7%/20.8%/37.0%/47.7%, respectively; Figure la). A sim-
ilar response pattern was observed among patients who
crossed over from vehicle after Week 24 (Figure la).
Among patients who applied ruxolitinib cream only,

VASI50 response rates rose steadily through Week 52 for
both the head/neck (excluding face; Weeks 12/24/40/52:
28.3%/45.3%/60.0%/68.1%) and trunk (Weeks 12/24/40/52:
15.5%/26.4%/38.8%/48.4%; Figure 1b). VASI50 patterns
of response were similar for upper extremities (Weeks
12/24/40/52: 14.1%/33.2%/50.2%/56.7%) and lower ex-
tremities (Weeks 12/24/40/52: 15.1%/29.5%/46.1%/54.5%;
Figure 1c). Response rates for hands and feet were lower
overall, peaking at Week 46 (hands, 40.5%; feet, 30.7%)
and tapering off slightly thereafter. Nevertheless, at Week
52, 38.2% and 29.3% achieved VASI50 for hands and feet,
respectively (Figure 1d). Regimentation mostly occurred
on the dorsal areas of hands and feet versus the tips of the
fingers and toes. Representative clinical images are shown
in Figure 2.

These clinical data demonstrate that although repigmen-
tation is markedly affected by lesion location, repigmen-
tation outcomes typically improve with longer treatment
duration. In our analysis of ruxolitinib cream clinical data,
head/neck regions (excluding the face, which is most respon-
sive to repigmentation) repigmented best, followed by upper
and lower extremities and the trunk. Hands and feet were
most difficult to repigment, although approximately one-
third of patients achieved VASI50 in these areas at Week 52.
Interestingly, with the exception of hands and feet, no body
areas reached a response plateau over 52 weeks, demon-
strating the benefit of longer-term treatment. Extremities
of the fingers and toes are notably more resistant to repig-
mentation.*®” The causes of repigmentation resistance are
likely complex, and further research to identify additional
targets for achieving optimal repigmentation is warranted.
Furthermore, studies assessing the efficacy of combination
therapy (e.g. ruxolitinib cream and phototherapy) or newer
topical drugs targeting alternative pathways are warranted,
particularly for patients with vitiligo in areas most difficult
to repigment.

In summary, based on pooled analyses from the TRuE-V1/
TRuE-V2 Phase 3 studies of ruxolitinib cream for treatment
of vitiligo, a substantial percentage of patients applying rux-
olitinib cream achieved meaningful repigmentation across
body regions after 52 weeks of treatment.
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FIGURE 1 VASI50 over time for (a) all body regions,” (b) head/neck® and trunk, (c) upper and lower extremities, and (d) hands and feet. For

panel (a), findings are shown for patients who applied ruxolitinib cream only and patients who crossed over from vehicle after Week 24. For panels
(b)-(d), findings are shown for patients who applied ruxolitinib cream only. *Excluding face. VASI50, 250% improvement in Vitiligo Area Scoring

Index.
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Baseline Week 24 Week 52
Patient 1
Arm
58.6% improvement
in T-VASI from baseline;
45.8% improvement in VASI
T-VASI: 6.84 T-VASI: 3.70 for the upper extremities
Patient 2
Hand
60.9% improvement
in T-VASI from baseline;
50.0% improvement in VASI
| T-VASI: 5.23008 for the hands
Patient 3 '
Knee
54.0% improvement
& in T-VASI from baseline;
86.4% improvement in VASI
T-VASI: 2.62’5‘ for the lower extremities
Patient 4
Neck 78.8% improvement
in T-VASI from baseline;
97.2% improvement in VASI
for the head and neck
T-VASI: 3.07 (excluding face)
Patient 5
Trunk

T-VASI: 6.10 EN  Tvask: m T-VASI: 2.14

64.9% improvement

in T-VASI from baseline;
75.0% improvement in VASI
for the trunk

FIGURE 2 Clinical images showing repigmentation of body regions with 1.5% ruxolitinib cream twice daily. T-VASI, total Vitiligo Area Scoring

Index (scores include the face); VASI, Vitiligo Area Scoring Index.
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