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ABSTRACT

Introduction: Atopic dermatitis (AD) is a
chronic immuno-inflammatory skin disease.
Crisaborole ointment, 2%, is a nonsteroidal
phosphodiesterase 4 inhibitor approved for the
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treatment of mild to moderate AD. This post
hoc analysis assesses the efficacy and safety of
crisaborole in Chinese patients aged > 2 years
with mild to moderate AD.

Methods: We evaluated the efficacy and safety
of crisaborole in Chinese patients from the
vehicle-controlled, phase 3 CrisADe CLEAR
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study. Patients were randomly assigned 2:1 to
receive crisaborole or vehicle twice daily,
respectively, for 28 days. The primary endpoint
was percent change from baseline in Eczema
Area and Severity Index (EASI) total score at day
29. Key secondary endpoints were improvement
in Investigator’s Static Global Assessment
(ISGA), ISGA success, and change from baseline
in weekly average Peak Pruritus Numerical Rat-
ing Scale (PP-NRS) score. Adverse events were
documented.

Results: Of 391 patients in the overall study,
237 were from China, 157 assigned to crisabor-
ole and 80 assigned to vehicle. A greater
reduction in percent change from baseline in
EASI total score at day 29 was shown in the
crisaborole vs. vehicle group (least squares mean
[LSM]: —66.34 [95% (confidence interval)
CI -71.55 to —61.12] vs. —=50.18 [95%
CI —58.02 to —42.34]). Response rates for
achievement of ISGA improvement (43.2%
[95% CI 35.4-51.1] vs. 33.4% [95% CI
22.5-44.2]) and ISGA success (31.7% [95% CI
24.3-39.0] vs. 21.5% [95% CI 12.1-30.9]) at day
29 were higher in the crisaborole vs. vehicle
group. A greater reduction in change from
baseline in weekly average PP-NRS score at week
4 was observed in the crisaborole vs. vehicle
group (LSM: —1.98 [95% CI —2.34 to —1.62]
vs. —1.08 [95% CI —1.63 to —0.53]). No new
safety signals were observed.

Conclusion: Crisaborole was effective and well
tolerated in Chinese patients aged > 2 years
with mild to moderate AD.

Trial Registration: ClinicalTrials.gov,
NCT04360187.

Keywords: Atopic dermatitis; Chinese patients;
Crisaborole; Eczema Area and Severity Index;
Infant; Phosphodiesterase 4 inhibitors

Key Summary Points

Atopic dermatitis (AD) is a chronic
immuno-inflammatory skin disease
characterized by different phenotypes
depending on age, disease chronicity,
ethnicity, and underlying molecular
mechanisms/endotypes which may
influence response to treatments and
could be related to treatment side effects

Trials involving different racial and ethnic
groups are important to achieve a more
targeted, patient-specific therapeutic
approach

Crisaborole ointment, 2%, is a
nonsteroidal phosphodiesterase 4
inhibitor approved for the treatment of
mild to moderate AD

This analysis showed a greater reduction
in Eczema Area and Severity Index (EASI)
score and a greater treatment benefit per
Investigator’s Static Global Assessment
(ISGA) improvement and success and Peak
Pruritus Numerical Rating Scale (PP-NRS)
score in crisaborole- vs. vehicle-treated
Chinese patients

The potential role of genotypic and
phenotypic differences in the
manifestation of AD was evidenced by the
higher incidence of administration site
reactions in the Chinese cohort vs.
Western cohorts in similar studies; no new
safety signals were observed

INTRODUCTION

Atopic dermatitis (AD), also called atopic
eczema, is a common, chronic immuno-
inflammatory skin disorder that commonly
arises during early childhood and has a signifi-
cant impact on the overall well-being of
patients and their families. AD may precede
several comorbid disorders, with allergy
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disorders being the most common. About 60%
of patients with AD develop asthma and allergic
rhinitis, with about 30% developing food aller-
gies [1-9]. AD is typically characterized by dry
skin, severe pruritus, and eczematic lesions
[7, 10].

With an estimated global prevalence of 230
million, AD affects between 15-30% of the
pediatric population and 2-10% of adults
[4, 11]. In industrialized regions, the prevalence
of AD has increased approximately two- to
threefold during the past several decades [3].
Although the prevalence of AD varies globally,
it has increased in certain regions, particularly
the Asia-Pacific region [4, 12-14]. The overall
prevalence of AD in Chinese children aged
1-7 years was reported to be approximately
12.9% (with the value ranging between 9.0%
and 24.7% between metropolises) [15]. In a
recent multicenter study of children aged
1-12 months conducted in 12 metropolitan
areas in China, the overall prevalence of AD was
30.5% [16]. A study that examined 8758 Chi-
nese adults with eczema found the prevalence
of AD to be about 4.6% [17]. Another study in
Guangzhou City that compared ISAAC phase 1
data and ISAAC phase 3 data in children showed
an increase in the prevalence of AD from 1.7%
in 1994-1995 to 3.0% in 2001 in children aged
13-14 years [18, 19]. Such increasing trends in
AD prevalence were considered related to
changing socioeconomic and environmental
factors [4, 18, 20]. AD prevalence in Asian
populations appears to be increasing in part
because of the rapid urbanization observed
throughout major metropolitan areas in Asia.
For example, the population in urban areas of
China has increased from 11.8% in 1950 to
49.2% in 2010 [4, 21].

AD is a complex disease characterized by
different phenotypes that vary depending on
age, disease chronicity, ethnicity/race, and
underlying molecular mechanisms/endotypes
[22]. These differences play an important role in
the efficacy and safety of drug treatment [23].
Prior studies have revealed distinctions in the
clinical presentation, genetic predisposition,
and pathophysiology of AD in Asian patients,
including Chinese patients, compared with
other ethnicities [24]. Compared with White

patients, Asian patients with AD are more likely
to exhibit lesions with clear demarcation that
sometimes closely resemble psoriasis plaques as
well as more prominent scaling and lichenifi-
cation [24]. Asian patients also exhibit a unique
spectrum of gene variants associated with
increased AD risk or severity, including null
mutations in FLG, loss of function mutations in
SPINKS, and polymorphisms of IL-4 and IL13/
IL-13RA1 [24-27]. A consistent immune polar-
ization to a T-helper (Th) 17/Th22 or blended
AD-psoriasis endotype is also apparent in Asian
patients with AD. [27, 28]. Despite these differ-
ences, patients of races and ethnicities other
than White are often underrepresented in clin-
ical trials for AD therapies [29, 30]. As the
prevalence of AD increases in patients of races
and ethnicities other than White, clinical trials
that involve different racial and ethnic sub-
groups become more important to achieve a
more targeted, patient-specific therapeutic
approach [22, 29]. Crisaborole ointment, 2%, is
a nonsteroidal phosphodiesterase 4 inhibitor
approved for the treatment of mild to moderate
AD in multiple countries and regions [31-33].
In two identically designed, randomized, vehi-
cle-controlled, double-blind phase 3 clinical
studies, CORE 1 and CORE 2 [34-36], crisabor-
ole showed an improvement in the ISGA score
and an acceptable safety profile in patients
> 2years of age with mild to moderate AD
[35, 36]. The CrisADe CLEAR study analyzed the
efficacy and safety of crisaborole in Chinese and
Japanese patients aged > 2 years with mild to
moderate AD. Treatment with crisaborole was
effective and well tolerated in Chinese and Japa-
nese patients with mild to moderate AD [37]. This
post hoc analysis of the CrisADe CLEAR study
examines the efficacy and safety of crisaborole in
Chinese patients with mild to moderate AD.

METHODS

Study Design

This is a post hoc analysis of the multicenter,
randomized, double-blind, wvehicle-controlled
phase 3 study (CrisADe CLEAR; NCT04360187)
that included Chinese and Japanese patients
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aged > 2years with mild to moderate AD
involving a percentage of treatable body surface
area (BSA) > 5. At baseline (day 1), patients
were randomly assigned (2:1) to receive crisa-
borole or vehicle, respectively, twice daily (BID)
for a 28-day treatment course. Patient follow-up
was done on days 36 and 60 after the end of the
treatment period (Fig. 1) [37].

Patients and Treatment

This analysis included only the subpopulation
of Chinese patients enrolled in CrisADe CLEAR.
All patients were aged > 2 years at the time of
informed consent and had a clinical diagnosis
of AD at screening and at baseline (day 1) per
Hanifin and Rajka criteria [38]. Patients had
mild to moderate AD, defined as an ISGA score
of 2 (mild) or 3 (moderate), as well as a %BSA
involved (excluding the scalp) of > 5% [37].
Patients and/or their parents/legal guardians
were directed to apply the study treatment (ei-
ther crisaborole or vehicle) to cover each lesion
twice daily throughout the 28-day treatment
period. Patients were also directed to apply their
study drug to newly identified AD lesions that
appeared following baseline (day 1). This
included all treatable areas throughout the
body, excluding the scalp, that were affected by
AD. Patients and their parents/guardians were

Screening Period
-D35 to ~BL/D1

Treatment Period
28 days

allowed to use emollients, sunscreen, and
moisturizers during the study period to manage
dry skin in areas surrounding, but not on or over-
lapping, the treatable areas affected by AD [37].

Endpoints and Assessments

Efficacy Assessments

Efficacy assessments were performed at baseline
(day 1) and on days 8, 15, 22, and 29 (end of
treatment) (Fig. 1). The primary endpoint was
percent change from baseline in Eczema Area
and Severity Index (EASI) score at day 29 [37].
The disease severity of AD is quantified by EASI
based on the severity of lesion-related clinical
signs and %BSA involved. EASI is a composite
score of the degree of erythema, excoriation,
induration/papulation, and lichenification
(with each scored separately) for each of four
body regions (upper limbs, lower limbs, head
and neck, and trunk), with the adjustment for
%BSA involved for each body region and for the
proportion of the body region to the entire
body [39].

ISGA assesses AD severity on a five-point
clinician-reported scale, ranging from O (clear)
to 4 (severe) [40]. Key secondary endpoints
included the achievement of improvement in
ISGA and the achievement of ISGA success.
ISGA improvement is defined as an ISGA score

Follow-Up Period

n =260 (157 Chinese patients)
Crisaborole BID

—

14 N = 131 (80 Chinese patients)
\ Vehicle BID
—

Visit Schedule D1 D8

D15

D60
EOS

D22 D29 D36
EOT

Fig. 1 Study design. BID twice daily, BL bascline, D day, EOS end of study, EOT end of treatment
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of O (clear) or 1 (almost clear) at day 29. ISGA suc-
cess is defined as an ISGA score of O or 1 with a
> 2-grade improvement from baseline at day 29.

Another key secondary endpoint was change
from baseline on weekly average Peak Pruritus
Numerical Rating Scale (PP-NRS; used with
permission from Regeneron Pharmaceuticals,
Inc., and Sanofi) score at week 4 (for patients
aged > 12 years). PP-NRS is an assessment of
patient-reported pruritus in lesions in which the
severity of pruritus over the past 24 h is rated on
an 11-point scale of O (no pruritus) to 10 (most
severe pruritus) [41].

Success in ISGA over time was assessed at
days 8, 15, 22, and 29. Change from baseline in
mean %BSA involved was assessed at day 29.
Changes from baseline at day 29 in Children’s
Dermatology Life Quality Index (CDLQI) score
(used for patients aged 4-15 years), Dermatol-
ogy Life Quality Index (DLQI) score (used for
patients aged 16 years and older) score, and
Dermatitis Family Index (DFI) score (used for
parents/guardians of patients aged 2-17 years)
were also examined [37].

Safety Assessments

Patients were assessed for treatment-emergent
adverse events (TEAEs) during their study visits
(Fig. 1). The study design allowed unscheduled
safety assessments to be performed at any time
during the study to assess potential safety con-
cerns. TEAEs were defined as adverse effects
with an onset on or after the day of the first
study drug dose. TEAEs were classified as treat-
ment-related if they were determined by the
study investigator to be definitely, probably, or
possibly related to the treatment with crisabor-
ole or vehicle. AEs were recorded and classified
according to Medical Dictionary for Regulatory
Activities terminology [37].

Statistical Analysis

Efficacy analyses for the China subpopulation
were performed on the full analysis set (FAS),
which encompassed all patients who were ran-
domly assigned to and received the study drug
or vehicle, regardless of discontinuation. All
randomly assigned patients who received one or

more doses of the study drug were included in
the safety populations. The subgroup analysis of
Chinese patients was designed to evaluate the
consistency of treatment efficacy by comparing
the outcomes to those of the overall study. No
hypothesis testing was prespecified for Chinese
patients, and no P values will be reported for
efficacy endpoints here.

Percent change from baseline in EASI total
score at day 29 and change from baseline to
week 4 in weekly average PP-NRS score (for
patients aged > 12 years) were analyzed using a
linear mixed-effect model for repeated measures
that included treatment group, visit, and treat-
ment group-by-visit interactions as factors and
baseline value as a covariate.

Percentages of patients achieving improve-
ment or success in ISGA at day 29 were com-
pared between the crisaborole and vehicle
groups. The differences were tested based on
normal approximation to response rates.

Secondary efficacy endpoints including
change from baseline in %BSA involved was
analyzed similarly to the primary efficacy end-
points using a linear mixed-effect model for
repeated measures. Other secondary efficacy
endpoints, including success in ISGA at all time
points other than day 29, are analyzed using
normal approximation to response rates.

DLQI, CDLQI, and DFI scores were summa-
rized descriptively, and missing values were
handled by following instrument-specific pro-
cedures when available.

Ethical Approval

This analysis of a previously conducted study
was exempt from institutional review board
approval. All patients or parents/guardians
provided written informed consent for partici-
pation in the studies. The study was approved
by the Quorum Review Institutional Review
Board and was conducted in accordance with
the ethical principles originating in the Decla-
ration of Helsinki.
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RESULTS

Baseline Characteristics

Of the 391 patients in the overall population,
237 (60.6%) were from China and 154 (39.4%)
from Japan. Here, we report data from the
Chinese subpopulation only. Of a total of 237
patients in the Chinese subpopulation, 157 and
80 patients were randomly assigned to the cri-
saborole and vehicle groups, respectively
(Fig. 1). Demographic and baseline characteris-
tics were balanced between the two groups
(Table 1). The proportion of patients in the 2-to-
11-year group (50.6%) was similar to the pro-
portion in the > 12-year-old group (49.4%).
The mean age (SD) was 19.5 (16.7) and 16.8
(14.9) years for the crisaborole and vehicle
groups, respectively. The mean EASI scores (SD)
were 8.7 (6.2) for the crisaborole group and 9.1
(7.2) for the vehicle group. In the crisaborole
group, 40.1% of patients had an ISGA score of 2
(mild) and 59.9% of patients had an ISGA score
of 3 (moderate). In the vehicle group, 42.5% of
patients had an ISGA score of 2 (mild) and
57.5% of patients had an ISGA score of 3
(moderate). The mean PP-NRS scores (SD) were
5.4 (2.2) and 5.7 (2.2) for crisaborole and vehicle
groups, respectively. The mean %BSA involved
(SD) was 15.1 (12.8) and 15.9 (13.4) for the
crisaborole- and vehicle-treated groups, respec-
tively. Baseline CDLQI, DLQI and DFI scores
were similar at baseline between the crisaborole-
and vehicle-treated groups (Table 1).

Efficacy Endpoints

Primary Endpoint: Percent Change

from Baseline in EASI Score at Day 29
Chinese patients treated with crisaborole
showed a greater reduction vs. those who
received vehicle in percent change from base-
line in the EASI total score at day 29 (—66.34%
[95% confidence interval (CI) —71.55
to —61.12]) vs. —=50.18% [95% CI —58.02
to —42.34), respectively, with a LSM difference
of —16.16; [95% CI —25.57 to —6.74]) (Fig. 2a).

Key Secondary Endpoint: Achievement

of Improvement and Success in ISGA Score

at Day 29

Response rates for achievement of ISGA
improvement at day 29 were higher for Chinese
patients treated with crisaborole than for those
who received vehicle (43.2% [95% CI 35.4-51.1]
vs. 33.4% [95% CI 22.5-44.2]). The percentage
of Chinese patients who achieved ISGA
improvement was 9.9% higher for those treated
with crisaborole vs. those who received vehicle
(95% CI —3.5 to 23.3). A larger percentage of
Chinese patients treated with crisaborole
achieved ISGA success vs. those who received
vehicle (31.7% [95% CI 24.3-39.0] vs. 21.5%
[95% CI 12.1-30.9]). The percentage of Chinese
patients who achieved ISGA success was 10.1%
higher for those treated with crisaborole vs.
those who received vehicle (95% CI —1.8 to
22.0) (Fig. 2b).

Key Secondary Endpoint: Change

from Baseline in Weekly Average PP-NRS Score
at Week 4 in Patients Aged = 12 Years
Chinese patients treated with crisaborole
showed a greater reduction vs. those who
received vehicle in change from baseline in
weekly average PP-NRS score at week 4 (—1.98
[95% CI -2.34 to —1.62] vs.—-1.08 [95%
CI —1.63 to —0.53]). The LSM of change from
baseline in weekly average PP-NRS score was 0.9
lower for the crisaborole-treated group vs. the
vehicle-treated group (95% CI —1.56 to —0.24)
(Fig. 2¢).

Secondary Endpoint: ISGA Success over Time
(Days 8, 15, 22 and 29)

A higher percentage of Chinese patients treated
with crisaborole achieved ISGA success at days
8, 15, 22, and 29 vs. those who received vehicle.
The difference in ISGA success rate between the
crisaborole- and vehicle-treated groups could be
observed at day 8 and remained stable over time
(Fig. 2d).

Secondary Endpoint: Change from Baseline

in %BSA at Day 29

Chinese patients treated with crisaborole
showed a greater reduction vs. those who
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Table 1 Key demographic and baseline characteristics of the Chinese cohort
Characteristic Vehicle BID Crisaborole BID Total

n =80 n = 157 N =237
Age, 7 (%)

2 to 11 years 43 (53.8) 77 (49.0) 120 (50.6)

> 12 years 37 (46.3) 80 (51.0) 117 (49.4)
Age, mean (SD) 168 (14.9) 195 (16.7) 18.6 (16.1)
Sex, 7 (%)

Male 40 (50) 87 (55.4) 127 (53.6)

Female 40 (50) 70 (44.6) 110 (46.4)
Race, 7 (%)

Asian (Chinese) 80 (100) 157 (100) 237 (100)
EASI score, mean (SD) 9.1 (7.2) 8.7 (6.2) 8.9 (6.5)
ISGA score, 7 (%)

Mild 34 (42.5) 63 (40.1) 97 (40.9)

Moderate 46 (57.5) 94 (59.9) 140 (59.1)

Mean (SD) 2.6 (0.50) 2.6 (0.49) 2.6 (0.49)
PP-NRS

n 36 76 112

Mean score (SD) 5.7 (2.2) 54 (2.2) 5.5 (2.2)
%BSA, mean (SD) 159 (13.4) 15.1 (12.8) 154 (13.0)
DLQI (patients > 16 years)

n 31 71 102

Mean score (SD) 10.6 (6.7) 9.1 (5.5) 9.6 (5.9)
CDLQI (patients < 16 years)

n 39 73 112

Mean score (SD) 9.0 (5.9) 105 (6.7) 10.0 (6.5)
DFI (patients > 2 to < 18 years)

n S0 90 140

Mean score (SD) 10.8 (6.2) 12.3 (6.6) 11.8 (6.5)

BID twice daily, %BSA percentage of treatable body surface area, CDLQI Children’s Dermatology Life Quality Index, DFI
Dermatitis Family Impact questionnaire, DLQI Dermatology Life Quality Index, £ASI Eczema Area and Severity Index,
ISGA Investigator’s Static Global Assessment, PP-NRS Peak Pruritus Numerical Rating Scale, SD standard deviation
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Fig. 2 Outcomes of efficacy endpoints. a Percent change
from baseline in EASI total score at day 29, b ISGA
improvement and success at day 29, ¢ change from baseline
in weekly average PP-NRS score (patients > 12 years old)
at week 4, d success per ISGA over time (days 8, 15, 22 and
29), and e change from baseline in mean %BSA at day 29
in the Chinese cohort. BID twice daily, BL bascline, %BSA
percentage of treatable body surface area, EASI Eczema

43.2

Vehicle

—66.34

W Crisaborole

n=280

Success

W Crisaborole

-1.98

M Crisaborole

Area and Severity Index, ISGA Investigator’s Static Global
Assessment, LSM least squares mean, PP-NRS Peak
Pruritus Numerical Rating Scale. Improvement was
defined as an ISGA score of 0 (clear) or 1 (almost clear).
Success was defined as an ISGA score of 0/1 with a > 2-
grade improvement from baseline. %BSA was defined as
the percentage of the patient’s total body surface area that
was affected by AD, excluding the scalp
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Fig. 2 continued

received vehicle in change from baseline in
mean %BSA involved (—8.57% vs. —5.6%) at
day 29 (Fig. 2e).

Quality of Life Questionnaires: Change From
BL in DLQI, CDLQI, and DFI Scores at Day 29
There was a greater mean reduction from base-
line in CDLQI and DFI scores in Chinese
patients treated with crisaborole vs. those who
received vehicle (CDLQI: crisaborole, —4.1 and
vehicle, —1.5; DFI: crisaborole, —4.5 and vehi-
cle, —2.9) at day 29. There was no apparent
difference in mean DLQI score decrease from
baseline between the crisaborole- and vehicle-
treated groups (crisaborole, —2.2; vehicle, —2.3)
(Fig. 3a—c).

16.1

Day 22

M Crisaborole

-8.57

M Crisaborole

Safety

During the double-blind study treatment per-
iod, patient discontinuation rate among Chi-
nese patients who received vehicle (18.8%) vs.
those treated with crisaborole (2.5%) was
examined. The most common reason for dis-
continuation was experiencing an AE (vehicle,
7.5%; crisaborole, 1.9%), followed by lack of

efficacy (vehicle, 6.3%; crisaborole, 0.6%)
(Table 2).
Overall, 50.3% and 45.0% of Chinese

patients who were treated with crisaborole and
received vehicle, respectively, experienced all-
causality TEAEs. Most TEAEs were mild or
moderate. The most frequently reported TEAE
in both treatment groups was application
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(a)

LSM of Change From Baseline in

(b)

LSM of Change From Baseline in

(c)

LSM of Change From Baseline in

DLQI Score at Day 29 CDLQI Score at Day 29

DFI Score at Day 29

-0.5
-1.0
-1.5
-2.0
-2.5
-3.0
-3.5
—4.0

-4.5

-0.5
-1.0
-1.5
-2.0

-2.5

-3.5

-4.0
—4.5

-5.0

Vehicle

Vehicle

Vehicle

M Crisaborole

W Crisaborole

-4.5

W Crisaborole
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«Fig. 3 Outcomes of quality-of-life assessments. LSM of
change from baseline in a CDLQI score at day 29 (patients
aged 4-15years), b DLQI score at day 29 (patients
aged > 16 years), ¢ DFI score at day 29 (patients aged
2-17 years) in the Chinese cohort. BID twice daily, BL
baseline, CDLQI Children’s Dermatology Life Quality
Index, DFI Dermatitis Family Impact questionnaire,
DLQI Dermatology Life Quality Index, LSM least squares

mean

Table 2 Disposition events summary of the Chinese

cohort

n (%) Vehicle Crisaborole
BID BID
n =80 n =157

Disposition phase: double-blind treatment

Participants discontinued 15 (18.8) 4 (2.5)
Reason for discontinuation
Adverse event 6 (7.5) 3 (1.9)
Lack of efficacy 5 (6.3) 1 (0.6)
Physician decision 1(1.3) 0
Withdrawal by subject 1(1.3) 0
Withdrawal by 2 (25) 0
parent/guardian
Completed 65 (81.3) 153 (97.5)
Disposition phase: follow-up
Participants entered 75 (93.8) 157 (100.0)
Discontinued 1(1.3) 0
Reason for discontinuation
Lost to follow-up 1(1.3) 0
Completed 74 (925) 157 (100.0)

BID twice daily

site pain. Application site pain was experienced
by 17.8% and 3.8% of the patients in the cri-
saborole- and vehicle-treated groups, respec-
tively. Serious adverse events (SAEs) were
reported in one patient each in the vehicle and
crisaborole 2% BID groups (1.3% and 0.6%,

respectively); neither of the SAEs were treat-
ment-related (Table 3).

Treatment-related AEs occurred in 27.4% of
Chinese patients treated with crisaborole and
22.5% who received vehicle; none were serious.
The most frequently reported treatment-related
AE in the crisaborole group was application site
pain (17.8%) (Table 3). One patient in the
vehicle group discontinued from the study
because of an AE, and no patients in the crisa-
borole group discontinued because of treat-
ment-related AEs (Table 2). No safety signals
were identified from vital signs and laboratory
testing in either group.

DISCUSSION

This analysis addressed the efficacy and safety of
crisaborole in Chinese patients aged > 2 years
with mild to moderate AD. Treatment with
crisaborole demonstrated superior efficacy in
the primary and key secondary endpoints vs.
vehicle. Percent change from baseline in EASI
score at day 29 was greater for Chinese patients
treated with crisaborole vs. patients who
received vehicle (LSM difference of —16.16
[95% CI —25.57 to —6.74]). Response rates for
achievement of ISGA improvement and success
at day 29 were higher in Chinese patients trea-
ted with crisaborole than in those receiving
vehicle. Chinese patients treated with crisabor-
ole also showed a greater reduction in change
from baseline in weekly average of PP-NRS vs.
those who received vehicle at week 4.
Crisaborole was well tolerated in Chinese
patients > 2 years of age with mild to moderate
AD. Most TEAEs were mild to moderate. No
significant difference in the percent of treat-
ment-related AEs between the crisaborole- and
vehicle-treated groups was identified. Although
direct comparisons cannot be made between
studies, reviewing safety data across the CORE
1/CORE 2 studies shows that the rates of overall
TEAEs, skin and subcutaneous tissue disorders,
general disorders and administration site con-
ditions, and application site pain rates were
numerically higher in the CLEAR study than in
the CORE 1/CORE 2 studies [30, 32]. Applica-
tion site pain may be mitigated by allowing
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Table 3 Summary of TEAEs

n (%) Vehicle BID Crisaborole BID
n = 80 n =157
Number of AEs 60 133
Patients with AEs 36 (45.0) 79 (50.3)
Patients with treatment-related AEs 18 (22.5) 43 (27.4)
Patients with serious AEs 1(1.3) 1 (0.6)
Patients with treatment-related serious AEs 0 0
Patients with severe AEs 2 (2.5) 0
Patients who discontinued from study due to AEs" 1(1.3) 0
Patients who discontinued study drug due to AEs and continued in study” 5 (6.3) 3 (1.9)
Patients with dose reduction or temporary discontinuation due to AEs 1(1.3) 1 (0.6)
Patients per system organ class and preferred term (all causalities) in > 5% of the Chinese cohort
General disorders and administration site conditions 9 (11.3) 44 (28.0)
Application site discoloration 1(1.3) 8 (5.1)
Application site pain 3 (3.8) 28 (17.8)
Infections and infestations 13 (16.3) 29 (18.5)
Upper respiratory tract infection 4 (5.0) 9 (5.7)
Skin and subcutaneous tissue disorders 16 (20.0) 16 (10.2)
Dermatitis atopic 11 (13.8) 12 (7.6)

AE adverse event, BID twice daily, TEAFE treatment-emergent adverse event
“Patients whose record indicated that the AE caused the patient to be discontinued from the study
PPatients whose record indicated that the action taken with study treatment was that the drug was withdrawn but for whom

the AE did not cause study discontinuation

time for damaged skin to heal prior to initiating
crisaborole, applying the ointment on a small
test area, and observing any reactions before
applying it to affected areas [42, 43].

Overall, this analysis of the CrisADe CLEAR
study and pooled CORE 1/CORE 2 studies had
similar efficacy and safety results; however, the
few differences might be explained by the dif-
ferences in baseline characteristics and patient
demographics. This analysis consisted of Asian
patients of Chinese descent with mild to mod-
erate AD. The skin of Asian patients has been
noted to be more sensitive to chemical stimuli,
potentially because of a higher sweat gland
density or a thinner stratum corneum [44].
Previous studies have reported a higher level of

intolerance to certain dermal preparations, with
Asian patients having greater response rates
than White patients [45, 46]. This may also be
related to certain genotypic/phenotypic differ-
ences affecting the efficacy and tolerability of
the topical products used [22, 23, 46]. The
findings of this post hoc analysis further
emphasize the potential role of genotypic and
phenotypic differences in patients with AD
regarding the development of intolerance to
dermal preparations.

A potential limitation of the current analysis
is that patients from Western countries were not
included in this study; therefore, these results
might not be reflective of Asian patients from
Western populations. In addition, the study
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duration was not long enough to observe the
long-term safety and efficacy of treatment in
the population studied.

CONCLUSION

Because previous AD studies evaluated patients
primarily across Western populations, it was
important to evaluate the efficacy and safety of
crisaborole in Asian populations, including
Chinese patients. In this post hoc analysis of the
Chinese population of the CrisADe CLEAR
study, crisaborole showed greater efficacy in all
primary and key secondary endpoints vs. vehi-
cle. Crisaborole was effective and well tolerated
in Chinese patients aged > 2 years with mild to
moderate AD with no new safety signals
identified.
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