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ABSTRACT

Introduction: Atopic dermatitis (AD) is a
chronic inflammatory skin disease often
requiring long-term treatment. Crisaborole sig-
nificantly improved global AD signs and symp-
toms in 28-day phase 3 studies of patients
aged > 2years with mild-to-moderate AD
(Investigator’s Static Global Assessment [ISGA]
2 or 3). A post hoc analysis of a long-term, open-
label extension study was conducted to assess
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efficacy and safety trends of crisaborole in
patients stratified by the number of initial
consecutive  crisaborole treatment cycles,
defined as the number of treatment cycles
completed before achievement of ISGA 0
(clear)/1 (almost clear).

Methods: Patients completing phase 3 studies
without drug-related safety issues that pre-
cluded further crisaborole treatment were ana-
lyzed. Patients with ISGA 0/1 at baseline (the
end of a 28-day cycle) did not receive crisabor-
ole for the next 28-day cycle (off-treatment),
whereas patients with ISGA > 2 received crisa-
borole for the next 28-day cycle (on-treatment).
Patients were stratified by number of initial
consecutive crisaborole treatment cycles. Effi-
cacy was assessed by achievement and mainte-
nance of ISGA 0/1, and safety was assessed by
incidence of treatment-emergent adverse events
(TEAEs) and treatment-related AEs (TRAEs).
Results: Overall, 418 patients were included in
exclusive cohorts based on number of consec-
utive on-treatment cycles (1 on-treatment cycle,
n=133; 2consecutive on-treatment cycles,
n =106; 3 consecutive on-treatment cycles,
n=106; 4 consecutive on-treatment cycles,
n = 73). After one to four initial consecutive on-
treatment cycles, 77.6, 76.3, 59.4, and 43.1% of
patients, respectively, achieved ISGA 0/1. Of
these patients, 49.5, 37.8, 44.4, and 45.2%,
respectively, maintained ISGA 0/1 at the end of
a 28-day cycle off-treatment. Incidence of
TRAEs was 4.5, 4.7, 3.8, and 1.4% for patients
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receiving one to four consecutive on-treatment
cycles, respectively. One patient discontinued
because of AEs.

Conclusion: These results support the effica-
cious and safe continuous, long-term use of
crisaborole for the management of mild-to-
moderate AD.

Trial Registration: ClinicalTrials.gov: NCT021
18766, NCT02118792.

PLAIN LANGUAGE SUMMARY

Eczema is a skin disease that often requires long-
term  treatment. Crisaborole  ointment
improved mild-to-moderate eczema after
28 days of continuous use in two phase 3 clin-
ical trials that included patients aged > 2 years.
In the study reported here we tested whether
eczema improved with continuous crisaborole
use after one to four back-to-back treatment
periods, or 28-112 days. Patients who com-
pleted either of the aforementioned phase 3
clinical trials were included in this study.
Patients received crisaborole for the next 28-day
period if they had eczema rashes. Patients with
clear or almost clear skin did not receive crisa-
borole for 28 days. Our study included a total of
418 patients. After one to four treatment peri-
ods, 78, 76, 59, and 43% of patients, respec-
tively, had clear or almost clear skin. Of these
patients, 50, 38, 44, and 45% still had clear or
almost clear skin after stopping treatment for
28 days. Fewer than one in 20 patients had side
effects related to crisaborole after one to four
treatment periods. The most common side
effect at the application site that was related to
crisaborole was pain, particularly stinging and
burning. Up to one in 50 patients had applica-
tion site pain. One patient stopped taking cri-
saborole because of side effects. In conclusion,
these results suggest that long-term crisaborole
use is effective and safe.

Keywords: Atopic dermatitis;  Crisaborole;
Eczema; Maintenance therapy; Long-term

Key Summary Points

Why carry out this study?

Approval of crisaborole ointment, 2%, for
the treatment of patients with mild-to-
moderate eczema was based on the results
of two identically designed, vehicle-
controlled, 28-day studies of crisaborole in
patients aged > 2 years with mild-to-
moderate eczema.

Until now, the long-term efficacy and
safety of crisaborole following continuous
use had not been investigated.

The objective of this study was to evaluate
the efficacy and safety of crisaborole in
patients who received one to four
consecutive crisaborole treatment cycles
during a 48-week extension study.

What was learned from the study?

Many patients achieved clear or almost
clear skin following one to four
consecutive crisaborole treatment cycles
(77.6, 76.3, 59.4, and 43.1%, respectively),
and treatment-related adverse events
occurred in < 5% of patients across
cohorts.

The results of this study support the
efficacious and safe long-term, continuous
use of crisaborole in patients who may
require long treatment periods to manage
the signs and symptoms of atopic
dermatitis.

INTRODUCTION

Atopic dermatitis (AD) is a chronic inflamma-
tory skin disease that occurs in as many as
15-30% of children and 2-10% of adults, with
prevalence increasing  worldwide  [1-3].
Although the need for long-term treatment of
AD is evident, the two most commonly recom-
mended topical medications—topical corticos-
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teroids (TCS) and topical calcineurin inhibitors
(TCI)—are recommended only for short-term,
noncontinuous use because of safety concerns
[3-6]. For example, long-term use of high-po-
tency TCS can cause skin atrophy, striae,
telangiectasia, perioral dermatitis, and numer-
ous other adverse effects, and TCIs have a boxed
warning of risk for malignancy [5-7]. As a result,
there is a need for effective and safe long-term
treatment options for patients with AD.

Crisaborole ointment, 2%, is a nonsteroidal
phosphodiesterase 4 inhibitor for the treatment
of mild-to-moderate AD. In two identically
designed, 28-day, vehicle-controlled, phase 3
studies, crisaborole was well tolerated, and its
use significantly improved global disease sever-
ity and all measured signs and symptoms of AD
in patients aged > 2 years with mild-to-moder-
ate AD [8]. The most common treatment-related
adverse event (AE) was application site pain
(4.4% crisaborole vs. 1.2% vehicle) [8]. In addi-
tion, an open-label, single-arm extension study
was conducted to evaluate the safety of
crisaborole. In this long-term study, treatment-
related AEs that occurred over 48 weeks were
similar to those reported in the pivotal studies,
with treatment-related application site pain
occurring in 2.3% of patients [9]. Crisaborole
was more recently evaluated in a phase 4 study
in infants (aged 3 months to < 2 years) that
demonstrated a similar safety profile and a rate
of treatment-related application site pain of
3.6% [10].

To observe treatment effects of crisaborole
with longer, continuous use than what was
assessed in the 28-day phase 3 studies, we con-
ducted a post hoc analysis of the long-term,
open-label study in patients aged > 2 years to
evaluate efficacy and safety trends during on-
treatment and off-treatment cycles by examin-
ing those patients stratified by the number of
initial consecutive treatment cycles.

METHODS

Study Design and Patients

The design of the extension study has been
reported [9]. Briefly, this multicenter, single-

arm, open-label, 48-week study (CORE 3)
enrolled patients who completed a pivotal
study (CrisADe CORE 1 [ClinicalTrials.gov:
NCT02118766]; CrisADe CORE 2 [ClinicalTri-
als.gov: NCT02118792]) [8] without any drug-
related safety issues that precluded further
treatment with crisaborole. Patients could have
been off treatment between the pivotal studies
and the long-term extension study for a maxi-
mum of 16 days. For the purposes of this anal-
ysis, patients were stratified by the number of
initial consecutive on-treatment cycles required
to achieve an Investigator’s Static Global
Assessment (ISGA) score of O (clear) or 1 (almost
clear) (Fig. 1). Stratified groups were cohort 1
(those with 1 initial on-treatment cycle [i.e.,
28-day initial on-treatment period]), cohort 2
(those with 2 initial consecutive on-treatment
cycles [i.e., 56-day initial on-treatment period]),
cohort 3 (those with 3 initial consecutive on-
treatment cycles [i.e., 84-day initial on-treat-
ment period]), and cohort 4 (those with 4 initial
consecutive on-treatment cycles [i.e., 112-day
initial on-treatment period]). Patients with no
on-treatment cycles (n = 12) were not included
in the analysis. In addition, patients with 5-12
initial consecutive on-treatment cycles (n = 87)
were not included in the analysis because of
limited sample size in each of the cohorts
(n =25, 22, 16, 4, 3, 2, 4, and 11, respectively).

The Quorum Review Institutional Review
Board approved the protocol at each site. Writ-
ten informed consent was obtained from
patients or guardians. The study was conducted
in accordance with the principles of Good
Clinical Practice, the ethical principles origi-
nating in the Declaration of Helsinki, and all
regional regulatory requirements.

Treatment

During participation in the pivotal studies,
patients were randomly assigned to receive
either crisaborole or vehicle. During the exten-
sion study, all patients with ISGA > 2 were
treated with open-label crisaborole applied
topically twice daily to all treatable AD-involved
areas, excluding the scalp. Patients were
instructed to apply crisaborole approximately
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CORE 1 and CORE 2
Double-blind, vehicle-controlled,
safety and efficacy studies (4 weeks)

BID

treatment
for 28 days

Crisaborole

CORE 1
(NCT02118766)
N =759

Vehicle

Crisaborole

CORE 2
(NCT02118792)
N=763

Vehicle

—
<16 days

CORE 3

Long-term, open-label, single-arm, safety study (48 weeks)

12 treatment cycles
(BID treatment for 28 days per cycle)

ISGA 22

Evaluation

ISGA 0/1

Crisaborole

____________________

Off treatment

Post hoc analysis: Patients stratified by number of initial
consecutive on-treatment cycles

1 cycle (28 days)
2 cycles (56 days)

3 cycles (84 days)
4 cycles (112 days)

Fig. 1 Study design. BID twice daily, ISGA Investigator’s Static Global Assessment

8-16 h after the morning dose and to avoid
application of crisaborole to mucous mem-
branes and eyes. On day 1 and at the end of
each 28-day cycle over the 48-week study per-
iod, disease severity was evaluated using ISGA.
If a patient’s ISGA score was > 2, the patient
received crisaborole twice daily for the next
28-day cycle (i.e., an “on-treatment period”);
patients could have continued on crisaborole
twice daily for additional 28-day cycles if the
ISGA score was > 2 at the end of subsequent
28-day cycles. However, if the patient’s ISGA
score was O (clear) or 1 (almost clear), the
patient did not receive crisaborole for the next
28-day cycle (i.e., an “off-treatment period”)
(Fig. 1). Both the on-treatment and off-treat-
ment periods could last for multiple 28-day
cycles, up to 48 weeks. Crisaborole treatment
was discontinued if patients experienced no
improvement in ISGA score after three consec-
utive on-treatment periods. Crisaborole was
applied twice daily during on-treatment cycles
regardless of the presence of active lesions and
was not stopped when acute lesions resolved.
Furthermore, application of crisaborole to
treatable AD lesions identified after day 1 was
permitted.

During off-treatment periods, patients could
use bland (nonmedicated) emollients on all

areas as needed. Bland emollients could be
applied during on-treatment periods only on
areas surrounding, but not on or overlapping,
the treatable AD-involved areas. During on-
treatment or off-treatment periods, use of res-
cue medications (low-to-mid potency TCSs or
TCls) was permitted and could be prescribed at
the investigator’s discretion if the patients were
deemed to have intolerable AD. Crisaborole was
discontinued during the use of rescue medica-
tions. Patients were permitted to use crisaborole
after treatment with rescue medications if their
ISGA score was > 2.

In total, patients might have received up to
12 cycles (28 days per cycle) of crisaborole. The
study was considered completed when at least
100 patients finished approximately 1 year of
follow-up.

Endpoints

Efficacy endpoints included the proportion of
patients achieving ISGA 0/1 at the end of their
initial on-treatment period and, among those
who had ISGA 0/1 at the end of the initial on-
treatment period, the following endpoints: the
proportion of patients who maintained ISGA
0/1 following 28 days off treatment, the
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proportion of patients who restarted treatment
after their first off-treatment period, the number
of off-treatment cycles before the restart of
treatment, and the proportion of patients who
regained ISGA 0/1 at the end of the first
retreatment cycle. Safety endpoints included
the incidence of treatment-emergent adverse
events (TEAEs) and treatment-related AEs
(TRAEs) reported during the initial consecutive
on-treatment period, including incidence rates
of TEAEs per 100 patient-cycles.

Statistical Analysis

For this post hoc analysis, crude incidence rates
of TEAEs per 100 patient-cycles and exact Pois-
son 95% confidence intervals were calculated.
All other data were summarized descriptively.

RESULTS

Patients

A total of 418 patients received crisaborole for
one to four consecutive initial on-treatment
cycles and were included in this analysis. When
stratified by number of initial consecutive
treatment cycles, 133 patients each had one
initial on-treatment cycle, 106 had two initial
consecutive on-treatment cycles, 106 had three
initial consecutive on-treatment cycles, and 73
had four initial consecutive on-treatment
cycles. Study discontinuation rates during the
initial on-treatment period were low and ranged
from 2.7 to 5.7% across cohorts, with only one
patient (in cohort 4) discontinuing because of
an AE. Study discontinuation rates after the
initial on-treatment period were markedly
higher and ranged from 39.6 to 53.4% across
cohorts (Fig. 2). The reasons for most of these
discontinuations were “withdrawn consent”
and “other,” the latter of which comprised
sponsor closure of the study (> 95%), investi-
gator decision not related to safety, patient
needing prohibited long-term medication,
patient use of prohibited medication per pro-
tocol, and patient nonadherence to study visits.
The number of study discontinuations because

of AEs was low in all four cohorts during the on-
treatment period (< 1.5%) and the off-treat-
ment period (< 3%). Baseline characteristics
across groups were similar except for the distri-
bution of ISGA scores that demonstrated a
numerically higher percentage of patients with
moderate or severe disease (higher ISGA score)
with the increasing number of initial consecu-
tive on-treatment cycles (Table 1).

Investigator’s Static Global Assessment

The proportion of patients who achieved clear
or almost clear skin (ISGA 0/1) at the end of the
initial on-treatment period ranged from 77.6%
in those with one initial on-treatment cycle to
43.1% in those with four initial consecutive on-
treatment cycles (Fig.3a). Of these patients,
ISGA 0/1 was maintained in 49.5, 37.8, 44.4,
and 45.2% in cohorts 1 through 4, respectively,
at the end of a 28-day cycle off treatment
(Fig. 3b).

Among those who achieved ISGA 0/1 at the
end of their initial on-treatment period, the
proportion of patients who reinitiated treat-
ment at some point after an off-treatment cycle
ranged from 77.4 to 87.3% among the four
cohorts (Table 2). The mean number of cycles
during which these patients were off treatment
before restarting was approximately two,
regardless of cohort (Table 2). On restarting
treatment, the proportion of patients achieving
ISGA 0/1 by the end of one treatment cycle
ranged from 37.5 to 53.3% among the cohorts,
with higher rates in those who had one initial
treatment cycle.

Safety and Tolerability

The incidence rate (per 100 patient-cycles) of
TEAEs during the initial on-treatment period
ranged from 12.9 to 23.4 across cohorts
(Table 3). The most frequently reported TEAEs
(> 5% in any group) during the initial on-
treatment period were “viral upper respiratory
tract infections,” “cough,” and “dermatitis ato-
pic”; the incidence of each was < 7% in any
group (Table 3).
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Enrolled
N =517

Received 1-4 initial consecutive
on-treatment cycles and
included in this analysis

N =418

1 initial consecutive
on-treatment cycle
N=133
Arm in pivotal trial:
Crisaborole (n =91)
Vehicle (n = 42)

2 initial consecutive
on-treatment cycles
N =106
Arm in pivotal trial:
Crisaborole (n = 69)
Vehicle (n = 37)

3 initial consecutive
on-treatment cycles
N =106
Arm in pivotal trial:
Crisaborole (n = 79)
Vehicle (n = 27)

4 initial consecutive
on-treatment cycles
N=73
Arm in pivotal trial:
Crisaborole (n = 46)
Vehicle (n = 27)

Discontinued

Discontinued

Discontinued 5(3.8) Discontinued
During Initial |G ) 0 W Adverse event
(oL BICEVLLIIE Lost to follow-up 1(0.8) W Lost to follow-up
Period Consent withdrawn 4 (3.0)  Consent withdrawn
Other 0 @ Other
Discontinued 71 (53.4) Discontinued
After Initial  FACEEEE 3(2.3) l Adverse event
On-treatment WRESERA[[IVAT]S) Lost to follow-up
Period Consent withdrawn 24

Other

Other

Fig. 2 Patient disposition. Other reasons for discontinu-
ation included sponsor closure of the study, investigator
decision not related to safety, long-term prohibited

The incidence rate (per 100 patient-cycles) of
treatment-related AEs was low across all 4
cohorts and decreased with increasing number
of initial consecutive on-treatment cycles (5.1
for cohort 1, 2.5 for cohort 2, 1.3 for cohort 3,
0.3 for cohort 4) (Table 3). The most frequently
reported treatment-related AE (> 2% in any
group) during the initial on-treatment period
was “dermatitis atopic,” ranging from 0.9 to
3.8% among the four cohorts (Table 3). The
incidence of individual treatment-related
application site reactions (including “pain,”
“pruritus,” and “paresthesia”) during the initial
on-treatment period was <2% in all groups
(Table 3).

DISCUSSION

In the primary phase 3 studies, patients
aged > 2 years were treated continuously for
28 days, and approximately 50% of crisaborole-

3(2.8)
0

2(1.9)
1(0.9)

48 (45.3)
2(1.9)

7 (6.6)
Consent withdrawn 26 (24.5)
)

2(2.7)

6 (5.7)
0 1(1.4)

Adverse event Adverse event
Lost to follow-up (0]
Consent withdrawn 4 (3.8)

Other 2(1.9)

0

Lost to follow-up (0]
1(1.4)
0

Consent withdrawn
Other

Discontinued
Adverse event
Lost to follow-up
Consent withdrawn
Other

Discontinued
Adverse event 2(1.9)
Lost to follow-up 2(1.9)
Consent withdrawn 13 (12.3)
Other 25 (23.6)

42 (39.6) 31 (42.5)

1(1.4)

medication needed, use of prohibited medication per
protocol, and nonadherence to study visits

treated patients were able to achieve ISGA 0/1
by day 28 [8]. In this post hoc analysis of the
subsequent long-term study [9], it was possible
to examine longer periods of continuous treat-
ment with crisaborole. The results of our anal-
ysis suggest that, although not all patients
achieved ISGA 0/1 within the first month of
treatment, longer-term (beyond 28 days) treat-
ment with crisaborole was necessary in some
patients to resolve the signs and symptoms of
AD, especially for patients with greater disease
severity at baseline. Subsequently, after these
longer continuous treatment periods, some
patients maintained ISGA 0/1 without treat-
ment for 1 month, as seen by the 37.8 to 49.5%
of patients who had clear or almost clear skin
(ISGA 0/1) at the end of one off-treatment cycle.
This short-term remission may be related to
continuous use of therapy beyond the resolu-
tion of active lesions during the previous on-
treatment cycles. However, most (77.4-87.3%)
of these patients had to restart treatment an
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Table 1 Demographics and baseline disease characteristics across groups

Initial on-treatment period

Cohort 1 Cohort 2 Cohort 3 Cohort 4
(mn = 133) (» = 106) (n = 106) (n =73)
Baseline in CORE 1/CORE 2 studies
Age, mean (SD), years 11.4 (10.1) 137 (12.2) 10.9 (9.9) 11.0 (9.8)
White, 7 (%) 85 (63.9) 67 (63.2) 66 (62.3) 40 (54. )
Female, 7 (%) 78 (58.7) 62 (58.5) 8 (54.7) 45 (61.6
BMI, mean (SD), kg/m” 21.6 (7.2) 21.8 (6.8) 204 (6.0) 19.6 (6. 4)
%BSA, mean (SD) 3 (18.8) 4 (164) 6 (19.6) 9.6 (17.3)
Prior use of TCSs, 7 (%) 56 (42.1) 41 (38.7) 36 (34.0) 31 (42.5)
Prior use of TClIs, 7 (%) 5 (3.8) 1(0.9) 1(0.9) 5 (6.9)
Baseline in CORE 3 study
ISGA scale, 7 (%)
Clear (0) 7 (5.3) 6 (5.7) 3 (2.8) 1 (14)
Almost clear (1) 18 (13.5) 10 (9.4) 4 (3.8) 1 (14)
Mild (2) 61 (45.9) 47 (44.3) 46 (43.4) 21 (28.8)
Moderate (3) 44 (33.1) 42 (39.6) 50 (47.2) 46 (63.0)
Severe (4) 3 (2.3) 1 (0.9) 3(2.8) 4 (5.5)
ISGA, mean (SD) 2.1 (0.9) 2.2 (0.9) 2.4 (0.7) 2.7 (0.7)

%BSA percentage of treatable body surface area, BMI body mass index, ISGA Investigator’s Static Global Assessment,
8D standard deviation, T'CI topical calcineurin inhibitor, 7CS topical corticosteroid

average of 2 months (2 cycles) later. Substantial
proportions of these patients were able to reach
ISGA 0/1 within 28 days (1 cycle) of restarting
crisaborole, although this was more pro-
nounced in the cohort who required only one
initial cycle of treatment to achieve ISGA 0/1
(45.9% of those patients had mild AD). A greater
proportion of patients who received four initial
consecutive treatment cycles had more severe
disease than patients who received one initial
treatment cycle; 68.5% of patients who received
four initial consecutive treatment cycles had
ISGA 3 (moderate) or 4 (severe), which could
have accounted for the delayed response to
crisaborole treatment. Still, the rates of achiev-
ing ISGA 0/1 within 28 days (1 cycle) showed
that not as much time was required to re-
achieve ISGA 0/1 for some patients who

restarted therapy, even if they required two or
more cycles to achieve ISGA 0/1 initially.
Crisaborole was well tolerated during the
initial on-treatment period (i.e., 1-4 months),
regardless of the number of initial consecutive
on-treatment cycles. AE rates were consistent
with those observed during the 28-day studies
[8], and no new safety signals were observed. It
is notable that AE rates were similar for patients
who used crisaborole continuously for four
cycles and for those who used crisaborole for
one cycle, suggesting that crisaborole may be
suitable therapy for AD even when used con-
sistently for > 28 days. The safety profile is
particularly amenable for patients who might
require longer-term continuous treatment to
achieve adequate response and disease control.
Use of crisaborole as maintenance or

I\ Adis



Dermatol Ther (Heidelb)

I Cohort 1 Cohort 2 M Cohort 3 H Cohort 4
a
100 77.6%
(97/125)
o 80 59.4%
X
° (63/106)
& 604 43.1%
(= (31/72)
[
= 40
©
o
20
0 - T T
End of cycle 1 End of cycle 2 End of cycle 3 End of cycle 4
b 100
80
X 49.5%
- : 44.4% 45.2%
0 60 48/97
e ( ) (28/63) (14/31)
S 40
©
o
20
0- T T
End of cycle 2 End of cycle 3 End of cycle 4 End of cycle 5

Fig. 3 Proportion of patients achieving ISGA 0/1 at the end of their on-treatment period (a) and after 28 days off
treatment (b) among those who previously achieved ISGA 0/1. ISGA Investigator’s Static Global Assessment

Table 2 Treatment patterns following the initial on-treatment period

Treatment patterns Cohort 1 Cohort 2 Cohort 3 Cohort 4
Restarted treatment, /N (%)* 77/97 (79.4) 60/74 (81.1) 55/63 (87.3) 24/31 (77 4)
Consecutive cycles off treatment between end of initial on-treatment period and restart of treatment

N 97 74 63 31

Mean (SD) 2.8 (2.8) 22 (2.5) 2.3 (2.0) 2.7 (2.3)
Median (range) 1 (0-11.0) 1 (0-10.0) 1 (1.0-9.0) 1 (1.0-8.0)
Achieved ISGA 0/1 at end of first 41/77 (53.3) 26/60 (43.3) 25/55 (45.5) 9/24 (37.5)

re-treatment cycle, n/N (%)°

ISGA Investigator’s Static Global Assessment, SD standard deviation

*n indicates the number of patients who restarted crisaborole treatment in each cohort; IV indicates the total number of
Eatients who achieved ISGA 0/1 in each cohort

7 indicates the number of patients who achieved ISGA 0/1 in each cohort following the first re-treatment cycle;
N indicates the total number of patients who restarted crisaborole treatment in each cohort
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Table 3 Adverse events during the initial on-treatment period

Initial on-treatment period

One cycle Two consecutive Three consecutive Four consecutive
(n = 133) cycles (» = 106) cycles (» = 106) cycles (n = 73)
Any TEAE, 7 (%) 25 (18.8) 33 (31.1) 35 (33.0) 31 (42.5)
Patient-cycles 107.0 175.7 272.0 228.8

Incidence rate (95% CI) 23.4 (15.1-34.5) 18.8 (12.9-26.4)
Most frequently reported (> 5% in any group) TEAEs, 7 (%)

Viral upper respiratory 1 (0.8) 3 (2.8)
tract infection
Cough 3 (2.3) 1 (0.9)
Dermatitis atopic 5 (3.8) 5 (4.7)

Any TRAE, 7 (%) 6 (45) 5 (4.7)
Patient-cycles 1184 201.9
Incidence rate (95% CI) 5.1 (19-11.0) 2.5 (0.8-5.8)

Most frequently reported (> 2% in any group) TRAEs, 7 (%)

2 (1.5) 4 (3.8)

Dermatitis atopic

Treatment-related application site reactions, 7 (%)

Application site 0 0
dermatitis

Application site pain 1(0.8) 1(0.9)
Application site 1(0.8) 0
paraesthesia

Application site pruritus 0 0

12.9 (9.0-17.9) 13.6 (9.2-19.2)

6 (5.7) 1 (14)
2 (1.9) 5 (6.8)
8 (7.5) 5 (6.8)
4 (3.8) 1 (14)
3189 2926
1.3 (0.3-3.2) 0.3 (0.0-1.9)
1 (09) 1 (14)
0 0

2 (1.9) 0

0 0

2 (1.9) 0

Patient-cycles were calculated from baseline in CORE 3 to the day of first event; if no event occurred, the initial on-
treatment period was used. Incidence rate is the number of patients with events per 100 patient—cycles

CI confidence interval, TEAE treatment-emergent adverse event, TRAE treatment-related adverse event

prophylactic therapy for AD should be studied
turther, considering that long-term use of
another AD treatment option (TCS) is associ-
ated with possible withdrawal symptoms after
discontinuation [7, 11].

Given that TCS and TCI are associated with
safety concerns that restrict long-term use [3-6],
crisaborole may serve as a viable treatment
option for patients who require long-term,
continuous treatment to manage mild-to-mod-
erate AD. The observation that a substantial
proportion of patients who restarted crisaborole
treatment achieved ISGA 0/1 within 28 days

suggested that crisaborole efficacy was regained
despite the chronicity of AD. Moreover, crisa-
borole demonstrated a favorable safety profile
for up to 112 days. Further study of the long-
term efficacy and safety of continuous crisa-
borole use for the treatment of patients with
mild-to-moderate AD is warranted.

CORE 3 was an open-label, single-arm study
in which all patients received unblinded crisa-
borole treatment, which limits the ability to
contextualize the data. In addition, the patients
enrolled in the study had to have completed
one of the pivotal studies without safety
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concerns, thereby introducing potential selec-
tion bias. Furthermore, patients in CORE 3 were
previously enrolled in a parent study (CORE 1 or
CORE 2) whereby the patients received crisa-
borole or vehicle for 28 days. However, supple-
mental analyses differentiating the results
between patients who were randomly assigned
to crisaborole versus placebo in the lead-in
studies found no discernible difference between
these groups (data not shown). Disease severity
was assessed globally rather than for a particular
lesion, as is customary with studies that use the
ISGA scale to measure disease severity; there-
fore, new lesions that developed gradually
could have affected the determination of dis-
ease severity over time. Although the study was
not specifically designed to evaluate efficacy,
the clinical signs of AD were assessed every
28 days to determine whether a patient entered
an on-treatment or off-treatment period for the
next 28-day cycle. As these assessments were
performed only every 28 days, it was not possi-
ble to determine how patients responded at
shorter intervals. Moreover, the distribution of
crisaborole- and vehicle-treated skin sites was
not recorded during the study, precluding any
evaluation of crisaborole response across skin
sites. Finally, the data were not controlled for
baseline disease severity, making it difficult to
separate the effect of AD severity from the effect
of longer-term treatment with crisaborole.

CONCLUSION

Following long-term continuous crisaborole
use, a substantial proportion of patients with
mild-to-moderate AD experienced improve-
ment in AD severity. The results of this analysis
also support the longer term, continuous use of
crisaborole (up to four 28-day cycles) given that
some patients may require longer periods of
treatment to effectively manage their AD
symptoms. During these extended periods, cri-
saborole was well tolerated and no safety signals
were observed, suggesting that the patients who
required longer durations of treatment could
use crisaborole safely. In addition, because
patients might discontinue treatment after ini-
tially achieving ISGA 0/1, it may be possible for

some patients to maintain ISGA 0/1 for
approximately 1-2 months (i.e., have 1 or 2 off-
treatment cycles before restarting) and then
regain ISGA 0/1 after crisaborole treatment is
reinitiated.
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