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Background: Ruxolitinib (Janus kinase 1 and Janus kinase 2 inhibitor) cream demonstrated efficacy and
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Objective: To evaluate 8-week efficacy and safety of ruxolitinib cream in children with mild-to-moderate

AD.
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Metbods: This phase 3 study (TRuE-AD3; NCT04921969) enrolled children aged 2-11 years with an
Investigator’s Global Assessment (IGA) score of 2 or 3 and 3% to 20% affected body surface area. Patients
were randomized 2:2:1 to twice-daily ruxolitinib cream (0.75% or 1.5%) or vehicle for 8 weeks. The primary
endpoint was the proportion of patients achieving IGA treatment success (IGA-TS; score of 0/1 with =2-

grade improvement from baseline) at Week 8.

Resulss: Children (N = 330) were randomized to vehicle (1 = 65), 0.75% ruxolitinib cream (7 = 134), or
1.5% ruxolitinib cream (72 = 131). At Week 8, significantly more patients achieved IGA-TS with 0.75%/1.5%
ruxolitinib cream (36.6%/56.5%) versus vehicle (10.8%; P = .0001/P < .0001). Improvements in itch and
quality of life were also observed. The safety profile was consistent with that observed in adults and

adolescents.

Limitations: Enrollment was limited to patients in North America.

Conclusion: Ruxolitinib cream provided superior improvements versus vehicle in AD signs and
symptoms in children with mild-to-moderate AD and was well tolerated. (J Am Acad Dermatol

2025;93:689-98.)

Key words: atopic dermatitis; children; eczema; efficacy; JAK inhibitor; Janus kinase; pediatric; phase 3;

randomized; ruxolitinib cream; safety; topical.

INTRODUCTION

Atopic dermatitis (AD) is a
chronic, recurring, inflam-
matory skin condition that
affects approximately 10%
of  children  globally."”
Pediatric AD is associated
with significant itch and skin
pain, which can compromise
quality of life (QoL) for chil-
dren and their caregivers."’
There remains a scarcity of
corticosteroid-free treatment
options for children with
mild-to-moderate AD;
topical  calcineurin  inhibitors and  topical
phosphodiesterase-4 inhibitors may be limited by
modest efficacy or potential application site
reactions.” '’

Janus kinase (JAK) signal transduction mediates
inflammation, itch, and skin barrier function.''
Ruxolitinib cream is a topical formulation of ruxoli-
tinib, a selective inhibitor of JAK1 and JAK2."” In 2
phase 3 studies (TRUE-AD1, NCT03745638; TRuE-
AD2, NCT03745651), ruxolitinib cream monother-
apy demonstrated anti-inflammatory activity with
rapid antipruritic action versus vehicle'® and was
well tolerated in adults and adolescents with mild-to-
moderate AD.'” Ruxolitinib cream was also well
tolerated in AD under maximum-use conditions in
adolescents and adults with =25% affected body
surface area (BSA)'® and in children aged 2 to
11 years with =35% affected BSA.'” In a phase 1 pilot

« Ruxolitinib cream provided significant
improvements versus vehicle in the signs
and symptoms of mild-to-moderate
atopic dermatitis in children aged 2-11
years and was well tolerated, consistent
with findings in adolescents and adults.

» These data support ruxolitinib cream as a
potential corticosteroid-free therapeutic
option for atopic dermatitis in children.

study in children aged 2 to

CAPSULE SUMMARY 17  years  with  AD

(NCT03257644),  multiple
strengths  of  ruxolitinib
cream (0.5%, 0.75%, and
1.5%) demonstrated efficacy
and safety consistent with
previously reported data in
adolescents and adults.”
Here, we report the efficacy
and safety of ruxolitinib
cream in children aged 2 to
11  years with mild-to-
moderate AD from the 8-
week vehicle-controlled
(VCO) period of a phase 3 study.

METHODS
Patients and study design

TRuE-AD3 was a phase 3, randomized, double-
blind, VC study (NCT04921969) conducted at 50 sites in
the United States and Canada. Eligible patients were
children aged 2 to 11 years with an AD diagnosis for
=3 months, an Investigator’s Global Assessment (IGA)
score of 2 or 3, and BSA involvement (excluding the
scalp) of 3% to 20%. Children eligible to be evaluated by
itch numerical rating scale (NRS; aged =6 y) had a
baseline score =4. Detailed inclusion and exclusion
criteria are provided in Supplementary Methods (avail-
able via Mendeley at https://data.mendeley.com/
datasets/t4npyttrbf/ 1.
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Abbreviations used:

AD: atopic dermatitis

BID: twice daily

BSA: body surface area

CDLQI:  Children’s Dermatology Life Quality
Index

EASI: Eczema Area Severity Index

EASI-75:  =75% improvement in Eczema Area
Severity Index from baseline

EASI-90:  =90% improvement in Eczema Area
Severity Index from baseline

IDQoL:  Infants’ Dermatitis Quality of Life Index

IGA: Investigator’s Global Assessment

IGA-TS: Investigator’s Global Assessment treat-
ment success

JAK: Janus kinase

NRS: numerical rating scale

NRS4: =4-point reduction in itch numerical
rating scale score from baseline

POEM: Patient-Oriented Eczema Measure

QoL: quality of life

RUX: ruxolitinib

TEAE: treatment-emergent adverse event

VC: vehicle controlled

Patients were randomized 2:2:1 to twice-daily
continuous treatment with 0.75% ruxolitinib cream,
1.5% ruxolitinib cream, or vehicle cream for 8 weeks,
regardless of lesion clearance. Rescue treatment with
any AD medication beyond bland emollients was not
permitted. Treatment groups were assigned using an
interactive response technology system to ensure
patients and study site personnel remained blinded to
individual treatment assignments. Randomization was
stratified by IGA score (2 or 3) and age (2-6 or 7-11y). At
Week 8, patients who completed Week 8 assessments
with no safety concerns continued monotherapy for 44
additional weeks with 0.75% or 1.5% ruxolitinib cream
BID (as needed) in the long-term safety period (not
reported here). Patients initially randomized to vehicle
were rerandomized (blinded) 1:1 at the Week 8 study
visit to 0.75% or 1.5% ruxolitinib cream.

This study was conducted in accordance with
Good Clinical Practice guidelines and the provisions
of the Declaration of Helsinki. All patients or their
legal guardians provided written informed consent/
assent before enrollment. At each study center, the
protocols were approved by the relevant institu-
tional review board or ethics committee.

Assessments

The primary endpoint was the proportion of
patients achieving IGA treatment success (IGA-TS;
score of 0 [clear] or 1 [almost clear] with =2-grade
improvement from baseline) at Week 8. Key second-
ary endpoints included the proportion of patients
with =4-point reduction in itch NRS score (NRS4;
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worst itch level in past 24 hours recorded in diary)
from baseline to Week 8, and earlier assessments at
Days 7 and 3. Itch NRS data were only collected in
patients aged =6 vyears. Secondary endpoints
included safety and tolerability (including
treatment-emergent adverse events [TEAEs] and
clinical laboratory assessments); proportion of pa-
tients who achieved IGA-TS at Weeks 2 and 4;
proportion of patients who achieved =75% improve-
ment in Eczema Area Severity Index (EASI-75) at
Weeks 2, 4, and 8; proportion of patients who
achieved itch NRS4 at Weeks 2 and 4; and time to
achieve itch NRS4.

Pharmacokinetics (evaluation of steady-state
ruxolitinib plasma concentrations) were an explor-
atory endpoint; plasma samples were collected at
either Week 2 or 4 and at Week 8. Additional
exploratory endpoints included the proportion of
patients who achieved =90% improvement in EASI
from baseline (EASI-90) and change from baseline in
affected BSA, itch NRS, Patient-Oriented Eczema
Measure (POEM; aged =6 vy, patient completion;
aged <06y, parent/caregiver completion), Children’s
Dermatology Life Quality Index (CDLQI; patients
aged =4 y, parent/caregiver assistance permitted),
and Infants’ Dermatitis Quality of Life Index (IDQoL,;
patients aged <4 vy, parent/caregiver assistance
permitted). Itch and sleep responses were also
assessed by POEM questions 1 and 2.”'

Statistical analyses

A sample size of approximately 315 patients was
estimated to provide >95% power (based on Fisher
exact test) to detect a difference between each
active group and vehicle for the primary endpoint
and provide an adequate database for safety eval-
uation. Efficacy analyses included all randomized
patients. All patients with =1 application of rux-
olitinib cream or vehicle were included in the safety
population. Pharmacokinetic analyses included all
patients with =1 application of ruxolitinib cream or
vehicle with =1 postbaseline blood sample for
assessment.

The primary and key secondary endpoints were
analyzed by exact logistic regression. The Bonferroni
method was used to control the overall type 1 error
rate for pairwise comparison between either strength
of ruxolitinib cream versus vehicle. Each endpoint
was tested in a fixed sequence at a 2-sided alpha
level of 0.025; each key secondary endpoint was
tested only if the null hypothesis of the associated
primary endpoint was rejected (Supplementary
Fig 1, available via Mendeley at https://data.
mendeley.com/datasets/t4npyttrbf/1).  Itch  NRS
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Table 1. Patient demographics and baseline clinical characteristics
Vehicle 0.75% RUX cream 1.5% RUX cream Total

Characteristic (n = 65) (n =134) (n =131) (N = 330)
Age, median (range), y 6.0 (2-11) 6.0 (2-11) 6.0 (2-11) 6.0 (2-11)

2-6, n (%) 33 (50.8) 68 (50.7) 66 (50.4) 167 (50.6)

7-11, n (%) 32 (49.2) 66 (49.3) 65 (49.6) 163 (49.4)
Female, n (%) 38 (58.5) 73 (54.5) 68 (51.9) 179 (54.2)
Race, n (%)

White 37 (56.9) 75 (56.0) 68 (51.9) 180 (54.5)

Black 19 (29.2) 45 (33.6) 42 (32.1) 106 (32.1)

Asian 3 (4.6) 7 (5.2) 11 (8.4) 21 (6.4)

Other 6 (9.2) 7 (5.2) 10 (7.6) 23 (7.0)
Affected BSA, mean (SD), % 10.0 (5.5) 10.0 (5.1) 11.2 (5.6) 10.5 (5.4)
EASI, mean (SD) 8.6 (5.5) 8.4 (6.1) 8.9 (4.6) 8.6 (5.4)

>7, n (%) 36 (55.4) 62 (46.3) 79 (60.3) 177 (53.6)
IGA, n (%)

2 16 (24.6) 31 (23.1) 31 (23.7) 78 (23.6)

3 49 (75.4) 103 (76.9) 100 (76.3) 252 (76.4)
Itch NRS score,* mean (SD) 6.5 (1.8) 6.6 (1.8) 6.9 (1.6) 6.7 (1.7)
POEM score,Jr mean (SD) 16.7 (6.8) 15.4 (6.3) 15.3 (6.3) NA
CDLQI score,* mean (SD) 10.0 (7.0) 10.2 (6.6) 9.8 (6.2) NA
IDQoL score,’ mean (SD) 11.2 (6.4) 9.6 (6.9) 9.1 (44) NA
Facial/neck involvement, n (%) 41 (63.1) 87 (64.9) 83 (63.4) 211 (63.9)
Duration of disease, median (range), y 4.4 (0.4-11.2) 5.2 (0.3-11.3) 4.7 (0.4-11.2) 4.8 (0.3-11.3)
Number of flares in the past 12 mo, mean (SD) 7.3 (8.1) 18.4 (54.2) 12.4 (33.0) 13.9 (40.6)
Prior AD therapy in past 12 mo, n (%) 46 (70.8) 86 (64.2) 90 (68.7) 222 (67.3)

AD, Atopic dermatitis; BSA, body surface area; CDLQI, Children’s Dermatology Life Quality Index; EASI, Eczema Area and Severity Index; IDQoL,
Infants’ Dermatitis Quality of Life Index; IGA, Investigator's Global Assessment; NA, not available; NRS, numerical rating scale; POEM, Patient-

Oriented Eczema Measure; RUX, ruxolitinib.

*Assessments for baseline itch NRS scores by visit are shown for patients aged 6-11 y (vehicle, n = 38; 0.75% RUX cream, n = 83; 1.5% RUX

cream, n = 76; total, n = 197). Score is mean of =4 of the 7 days immediately before the baseline visit.
TData were available for 65, 131, and 129 patients in the vehicle, 0.75% RUX cream, and 1.5% RUX cream groups, respectively.
*Includes patients aged =4 y; data were available for 45, 101, and 94 patients in the vehicle, 0.75% RUX cream, and 1.5% RUX cream groups,

respectively.

SIncludes patients aged <4 y; data were available for 17, 24, and 29 patients in the vehicle, 0.75% RUX cream, and 1.5% RUX cream groups,

respectively.

assessments at study visits (ie, baseline and Weeks 2,
4, and 8) were determined by averaging scores from
the previous 7 days; if <4 assessments in the previ-
ous week were available, data for that visit were
considered missing. For daily itch assessments,
baseline was defined as the last available itch NRS
score during the week before Day 1. Patients with
missing postbaseline values for binary responder
endpoints were imputed as nonresponders.

For key secondary endpoints of itch NRS4 at Days
7 and 3, multiple imputations by fully conditional
specification method™ was applied to impute
missing NRS values, and the dichotomous response
was derived from imputed values. For time-to-event
endpoints, the hazard ratio and associated confi-
dence interval were estimated based on the stratified
Cox regression model; log-rank test was used for
between-treatment group comparisons. Changes
from baseline were analyzed using the mixed-effect

model with repeated measures. Response rates were
compared across prespecified subgroups. Trough
plasma concentrations of ruxolitinib were summa-
rized with descriptive statistics.

RESULTS
Patients

Between July 19, 2021, and March 13, 2023, 330
patients were randomized to vehicle (n = 65), 0.75%
ruxolitinib cream (72 = 134), or 1.5% ruxolitinib cream
(n = 131). Overall, 288 patients (87.3%) completed
the 8-week VC period (Supplementary Fig 2, avail-
able via Mendeley at https://data.mendeley.com/
datasets/t4npyttrbf/1). Efficacy analyses included
all randomized patients; 1 patient in the 1.5%
ruxolitinib cream group did not apply any treatment
and was excluded from safety analyses. Baseline
demographics and clinical characteristics were
similar across treatment groups (Table I). Median
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100 5 = Vehicle (n=65)
50.75% RUX cream (n=134)

90 | = 1.5% RUX cream (n=131)
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67.2

Patients with a response at Week 8,:%(SE)

IGA-TS

EASI-75
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= Vehicle (n=37)
=0.75% RUX cream (n=80)
u1.5% RUX cream (n=76)

43.4

EASI-90 Itch NRS4:

Assessment

Fig 1. Summary of efficacy outcomes at Week 8. EASI-75, =75% Improvement in Eczema Area
Severity Index from baseline; EASI-90, =90% improvement in Eczema Area Severity Index;
IGA-TS, Investigator’s Global Assessment treatment success; NRS, numerical rating scale; NRS4,
=4-point reduction in numerical rating scale score; RUX, ruxolitinib. **P < .001 vs vehicle;
»P < 0001 vs vehicle; T Patients with missing data were imputed as nonresponders at Weeks
2, 4, and 8. * Patients aged 6-11 y with baseline itch NRS =4 were included in this analysis.

age was 6.0 years (range, 2-11 y), and 179 patients
(54.2%) were female; 180 (54.5%) and 106 patients
(32.1%) were White and Black, respectively. Among
patients aged 6 to 11 years, mean (SD) baseline worst
itch NRS score was 6.7 (1.7).

Efficacy

Significantly more patients achieved the primary
endpoint of IGA-TS at Week 8 with 0.75% ruxolitinib
cream (36.6%) and 1.5% ruxolitinib cream (56.5%)
versus vehicle (10.8%; P = .0001 and P < .0001,
respectively; Fig 1). Similar treatment effects were
observed with EASI-75 (51.5% and 67.2% for 0.75%
and 1.5% ruxolitinib cream, respectively, vs vehicle,
15.4%; both P < .0001), and EASI-90 (34.3% and
43.5% vs 10.8%; P = .0004 and P < .0001, respec-
tively) at Week 8. Clinical improvements in IGA-TS
and EASI responses with both ruxolitinib cream
strengths versus vehicle were observed as early as
the first assessment (Week 2) and continued to
improve through Week 8 (Supplementary Figs 3 to
5, available via Mendeley at https://data.mendeley.
com/datasets/t4npyttrbf/1); responses were consis-
tently highest with the 1.5% strength. IGA-TS
responses at Week 8 were consistently higher with
ruxolitinib cream versus vehicle across all clinically

relevant subgroups assessed (Supplementary Figs 6
and 7, available via Mendeley at https://data.
mendeley.com/datasets/t4npyttrbf/1).

Among patients aged 6 to 11 years, reductions in daily
itch NRS scores were observed throughout the 8-week
study (Supplementary Fig 8, available via Mendeley at
https://data.mendeley.com/datasets/t4npyttrbf/1),
including in the first week (Supplementary Fig 9, avail-
able via Mendeley at https://data.mendeley.com/
datasets/tdnpyttrbf/1). Ttch NRS4 at Week 8 was
achieved by 37.5% and 43.4% of patients for 0.75%
and 1.5% ruxolitinib cream, respectively, versus 29.7%
for vehicle (Fig 2); however, these differences were not
statistically significant. In patients aged =6 years with
baseline daily itch NRS =4 (n = 192), median time to
achieve itch NRS4 was 11.0 and 13.0 days for 0.75% and
1.5% ruxolitinib cream, respectively, versus 23.0 days for
vehicle (hazard ratio, 1.74 and 1.77, for 0.75% and 1.5%
ruxolitinib cream, respectively; both P < .05; Fig 3).
Significant improvements in POEM were observed at
Week 2 for both ruxolitinib cream strengths versus
vehicle with continued improvement throughout the
VC period (Supplementary Fig 10, available via
Mendeley at  https://data.mendeley.com/datasets/
tnpyttrbf/1); substantially more patients achieved
clear/almost clear skin (Supplementary Fig 11, available
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Fig 2. Proportion of patients achieving itch NRS4. BL, Baseline; NRS, numerical rating scale;
NRS4, =4-point improvement in itch numerical rating scale score; RUX, ruxolitinib. T Patients
aged 6-11 y with itch NRS score =4 at baseline were included in this analysis. Patients with
missing data were imputed as nonresponders at Weeks 2, 4, and 8.
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Fig 3. Kaplan—Meier curve of the time to itch NRS4. NRS4, =4-Point improvement in itch
numerical rating scale score; RUX, ruxolitinib.

https://data.mendeley.com/

https://data.mendeley.com/datasets/t4npyttrbf/1).

datasets/t4npyttrbf/1). Similar results were observed
for POEM-assessed itch (Supplementary Fig 12, available
via Mendeley at https://data.mendeley.com/datasets/
t4npyttrbf/1) and POEM-assessed sleep disturbance
(Supplementary Fig 13, available via Mendeley at

Among patients aged <4 years, significantly greater
improvements in IDQoL were observed at Week 4 for
both ruxolitinib cream strengths and at Week 2 for 1.5%
ruxolitinib cream (Supplementary Fig 14, available
via Mendeley at https://data.mendeley.com/datasets/
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Table II. TEAEs during the 8-week VC period
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Vehicle 0.75% RUX cream 1.5% RUX cream
n (%) (n = 65) (n = 134) (n = 130)
Patients with TEAE 18 (27.7) 35 (26.1) 48 (36.9)
Most common TEAEs*
Upper respiratory tract infection 2 (3.1) 7 (5.2) 11 (8.5)
Nasopharyngitis 1(1.5) 2 (1.5) 8 (6.2)
COVID-19 1(1.5) 4 (3.0) 5 (3.8)
Application site pain 0 53.7) 3(23)
Pyrexia 0 4 (3.0) 3(23)
Vomiting 1(1.5) 2 (1.5) 3 (2.3)
Cough 2 (3.1) 3(2.2) 1 (0.8)
Abdominal pain 2 (3.1) 0 0
Patients with treatment-related TEAE 3 (4.6) 8 (6.0) 7 (5.4)
Most common treatment-related TEAEs®
Application site pain 0 5(3.7) 3 (2.3)
Application site erythema 0 0 2 (1.5)
Discontinuation due to a TEAE* 0 1 (0.7) 1(0.8)
Patients with dose interruption due to TEAE® 6.2) 4 (3.0) 1 (0.8)
Patients with grade =3 TEAE! 0 0 2 (1.5)
Patients with serious TEAE 0 0 0

AD, Atopic dermatitis; RUX, ruxolitinib; TEAE, treatment-emergent adverse event; VC, vehicle controlled.

*Occurring in >2% of patients in any treatment group.
J‘Occurring in =2 patients in any treatment group.

*Discontinuations due to grade 2 application site pain, possibly related to study drug (0.75% RUX cream); grade 3 worsening of AD, unlikely

related to study drug (1.5% RUX cream).

STEAEs resulting in dose interruptions included contact dermatitis, application site infection, blood lactate dehydrogenase increased, blood
alkaline phosphatase increased, and application site pruritus for vehicle; application site irritation, upper respiratory tract infection,
application site pain, upper abdominal pain, maculopapular rash for 0.75% RUX cream; and lymphopenia for 1.5% RUX cream.

INone were related to treatment. One patient had grade 3 sleep apnea, grade 3 adenoidal hypertrophy, and grade 3 tonsillar hypertrophy.
One patient had grade 3 worsening of AD, unlikely related to study drug.

t4npyttrbf/1). Among patients aged =4 years, CDLQI
improved throughout the VC period with a significant
improvement at Week 8 with 1.5% ruxolitinib cream
versus vehicle (Supplementary Fig 15, available via
Mendeley at https://data.mendeley.com/datasets/
t4npyttrbf/1). Mean change from baseline in affected
BSA was significantly greater with both ruxolitinib cream
strengths versus vehicle at Week 2, with further im-
provements observed during the VC period
(Supplementary Fig 16, available via Mendeley at
https://data.mendeley.com/datasets/t4npyttrbf/1).
Representative  clinical images are shown in
Supplementary Fig 17, available via Mendeley at
https://data.mendeley.com/datasets/t4npyttrbf/1.

Safety

Most TEAEs were mild or moderate and resolved
without treatment interruption or discontinuation
(Table ID. The most common TEAEs were upper
respiratory tract infection (0.75% ruxolitinib cream,
5.2%; 1.5% ruxolitinib cream, 8.5%; vehicle, 3.1%)
and nasopharyngitis (0.75% ruxolitinib cream, 1.5%;
1.5% ruxolitinib cream, 6.2%; vehicle, 1.5%).
Application site reactions were infrequent (0.75%
ruxolitinib cream, n = 6 [4.5%], 1.5% ruxolitinib

cream, n = 6 [4.6%]; vehicle, n = 2 [3.1%)]) despite
being the most common treatment-related TEAE; all
cases in ruxolitinib-treated patients resolved (mostly
within 1-4 days), although 1 patient discontinued
(application site pain on Day 7; resolved on Day 8).
There were no reports of treatment-emergent follic-
ulitis, contact dermatitis, or skin dyspigmentation or
scarring with ruxolitinib cream. No serious TEAEs
were reported. Safety profiles were similar across
patients aged 2 to 6 and 7 to 11 years (Supplementary
Table I, available via Mendeley at https://data.
mendeley.com/datasets/t4npyttrbf/1). Two pa-
tients discontinued owing to TEAEs during the VC
period.

No TEAEs suggestive of systemic JAK inhibition
(eg, serious infections, major adverse cardiovascular
events, malignancies, or thromboses) were
observed. Herpes simplex infection occurred in 1
patient in the 0.75% ruxolitinib cream group; no
herpes zoster or acne TEAEs were reported in any
treatment group. No changes from baseline in mean
hemoglobin, platelet, or neutrophil levels were
observed with either strength of ruxolitinib cream
(Supplementary Fig 18, available via Mendeley at
https://data.mendeley.com/datasets/t4npyttrbf/1).
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Pharmacokinetics

No accumulation was observed with 8 weeks of
continuous BID application of either strength.
Although mean steady-state plasma concentrations of
ruxolitinib were slightly higher with 1.5% ruxolitinib
cream, concentrations with both strengths were similar
across age subgroups and <10% of the half-maximal
concentration for JAK-mediated myelosuppression
(281 nM using in vitro assays in adult whole blood"),
with the exception of a single outlier that was not
accompanied by clinical sequalae (Supplementary Fig
19, available via Mendeley at https://data.mendeley.
com/datasets/t4npyttrbf/1). No correlations between
plasma concentrations of ruxolitinib and hematologic
parameters were observed.

DISCUSSION

In TRuE-AD3, application of ruxolitinib cream in
children with mild-to-moderate AD for 8 weeks
resulted in significantly higher rates of IGA-TS (pri-
mary endpoint) versus vehicle (36.6% and 56.5% for
0.75% and 1.5% ruxolitinib cream, respectively, vs
10.8% for vehicle). Improvements were observed at
the first assessment (Week 2), continued throughout
the VC period, and were consistent across key sub-
groups, including age, race, ethnicity, baseline AD
severity, and previous use of AD medications. Of note,
the patient population was evenly divided between
age groups (2-6 and 7-11 y), and approximately one-
third of patients were Black. EASI-75 and EASI-90
responses were also significantly higher with both
strengths of ruxolitinib cream versus vehicle.

Numerical increases in the proportion of patients
aged 6 to 11 years who achieved itch NRS4 (a clinically
meaningful measure of itch reduction®) with either
strength of ruxolitinib cream versus vehicle were
observed as early as Day 1 (~12 hours after first
application). Increases were maintained through Week
8, although findings were not statistically significant at
Week 8. Time to itch NRS4 was significantly shorter
with both ruxolitinib cream strengths versus vehicle.
Interpretation of itch NRS4 results is complicated by
difficulties that children may have in self-assessing
worst itch in the previous 24 hours.”* Notably, POEM-
assessed itch, which was assessed in both age groups,
had significant improvements at the first assessment
that continued through Week 8. Ruxolitinib cream also
improved sleep disturbance (as assessed by POEM),
which may support better QoL given the strong link
between sleep disturbance and mental health comor-
bidities.”” Clinical improvements were accompanied
by significant improvements in patient-reported
outcome measures, including POEM and IDQoL, as
early as Week 2 with 1.5% ruxolitinib cream, which
further improved throughout the VC period.
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Significant improvement in CDLQI was also observed
at Week 8 with 1.5% ruxolitinib cream.

Both strengths of ruxolitinib cream were well
tolerated during 8 weeks of BID application. No
serious TEAEs occurred. Application site reactions
were infrequent, which is notable given the high
percentage of patients with facial involvement
(>60%). Discontinuations due to any TEAE were
infrequent (<1% of patients), and safety profiles
were similar between age groups and ruxolitinib
cream strengths.

Consistent with safety data, plasma concentrations
of ruxolitinib were similar across age groups, suggest-
ing that the higher BSA-to-volume ratio with younger
children did not affect safety. Low plasma steady-state
concentrations of ruxolitinib and a lack of effect on
hematologic parameters also indicate that systemic
JAK inhibition is highly unlikely. Indeed, there were
no adverse events suggestive of systemic JAK inhibi-
tion, including serious infections, major adverse
cardiovascular events, malignancies, or thromboses.

Limitations of the analysis were the 8-week time
period and enrollment being limited to North
America.

CONCLUSION

Ruxolitinib cream provided rapid superior improve-
ments versus vehicle in the signs and symptoms of AD
in children with mild-to-moderate AD and was well
tolerated in patients as young as 2 years of age.
Efficacy, safety, and tolerability results observed in
this study were consistent with those observed in 2
phase 3 studies of ruxolitinib cream in adults and
adolescents (aged 12-17 y) with mild-to-moderate
AD,'® a phase 1 pediatric study (aged 2-17 y) with
mild-to-moderate AD,”” and a maximum-use study in
children (aged 2-11 y) with moderate-to-severe AD."”
Taken together, these findings suggest that ruxolitinib
cream is suitable for patients aged =2 years and could
address the major unmet need for an effective
corticosteroid-free  treatment option for mild-to-
moderate AD in this population.
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