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1. Introduction

On the 9t of June 2021, the MAH submitted a study for Staquis (crisaborole ointment 2%), which
includes a subset of paediatric patients, in accordance with Article 46 of Regulation (EC) No1901/2006,
as amended.

These data are also submitted as part of the post-authorisation measure(s).

A short critical expert overview and the clinical study report (CSR) for study C3291037 have been
provided.

On the 26 of August 2021 the Applicant provided responses to questions asked after the first @d of

assessment. @
0\6
O

2.1. Information on the development program ’{’Q

2. Scientific discussion

The Phase 3b/4 Study to Evaluate Efficacy and Safety of Crisaborole Oint@)% in Paediatric and
Adult Subjects (Ages 2 Years and Older) with Mild to Moderate Atopic Derfgatitis (C3291037) is part of
the agreed EU PIP for crisaborole (EMA PIP decision [P/0276/2020] Study 8); the PIP was
discontinued on 20 October 2020 for business reasons including ermination of the C3291037
global study. The decision of early termination (LSLV Decemb, @O) was not a result of any safety or
efficacy concerns. Study C3291037 was designed to addre QD O request during the PIP evaluation
for a study comparing crisaborole to standard of care t&@e the position of crisaborole within the
treatment paradigm of atopic dermatitis (AD). 0

Q

CHMP comment: é

In a letter sent on 19 October 2020 formed the EMA regarding their decision to terminate the
ongoing PIP Study 8 and to cancel nned PIP Study 7 based solely on business reasons. On 26
October the applicant submitted ification of PIP discontinuation. Pfizer does not plan to request a

modification of the PIP to FEVQ IP Study 7 and Study 8.
o

The PDCO was informedw vémber 2020 about the regulatory status of Staquis (crisaborole) which
was authorised in th 27 March 2020 for treatment of adults and children from 2 years of age
with mild to modé‘ opic dermatitis.

i requested and received. In line with it a letter was sent to the applicant

t Study 7 and Study 8 are the only 2 studies requested by the PDCO addressing
stions in the paediatric population. The company was reminded that the obligation to
com aediatric development (including the deferred studies) agreed with PDCO cannot be
cancelled by a unilateral decision of Marketing Authorisation Holder (in particular in case where such
PIP was used for purposes of applying for marketing authorisation which was granted).

Such PIP must be completed, unless it is modified in agreement with the PDCO by removing all
outstanding PIP measures or granting a full product-specific waiver instead. Non-completion of a
binding PIP establishes non-compliance with the requirements of the Paediatric Regulation, which the
European Medicines Agency has an obligation to report to the European Commission. As a result, this
breach of the Paediatric Regulation was reported to the European Commission.
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2.2. Information on the pharmaceutical formulation used in the study

Staquis (Crisaborole) is presented as an ointment containing 20 mg/g (2% w/w) ointment in the EU.

Crisaborole (PF-06930164 or AN-2728) is a topical PDE-4 inhibitor, which inhibits the enzymatic
activity of PDE-4 through binding to the PDE-4 catalytic site in a manner that is competitive with cAMP.
PDE-4 inhibition results in an increase in cAMP that leads to a decrease in inflammation. Crisaborole
suppresses inflammation and secretion of certain cytokines involved in AD (eg, TNF-a, IL-2, IL-4, IL-5,
and IFNy) as has been shown for other PDE-4 inhibitors. Crisaborole applied to human skin ex vivo or
on AD lesions of participants reduces expression of key drivers of atopic inflammation including T-cell
derived cytokines IL-13, IL-31, and IFNy as well as innate markers of inflammation such as MMPx12.
The ability of crisaborole to suppress several types of AD-related cytokines may contribute t

beneficial effects on AD. .

Crisaborole was approved as a 2% w/w topical ointment for the treatment of mild-to-r&érate AD in
patients of age >2 years by the US FDA in December 2016 (EUCRISA®). EUCRISA v@approved in
Canada (June 2018) for topical treatment of mild to moderate AD in patients QZ years and
approved under the trade name STAQUIS® in Israel (February 2019), Aust a&ebruary 2019), Hong
Kong (April 2020), China (July 2020), and Taiwan (December 2020) for e indication. STAQUIS
was granted an EU Marketing Authorisation via the Centralised Procedure 1 March 2020 for the topical
treatment of mild-to-moderate AD in patients of age >2 years with o BSA affected. The US FDA
extended the age limit of the approval from 2 years down to 3 & in March 2020. The expanded
age range down to 3 months is currently under review in Ca d Israel; this patient population
has been approved in the UAE (November 2020) and Leb December 2020).

The crisaborole formulation marketed in the US contains added 0.1% BHT, an antioxidant excipient.
With the exception of Europe, this is the authoriz éhulation in all other countries where crisaborole
is registered. As per the request from CHMP, the nsor agreed to remove added BHT from the
formulation to be marketed in the EU. The lation approved in the US, with added 0.1% BHT, was
used in Study C3291037.

2.3. Clinical aspects 6
QO

2.3.1. Introduction Q

The MAH submitted a fbeport for:

2% in Paediatsi Adult Subjects (Ages 2 Years and Older) with Mild to Moderate Atopic Dermatitis

N\

2.3.2. cal study

. Study C32 37: Phase 3b/4 Study to Evaluate Efficacy and Safety of Crisaborole Ointment
c@n}

The submitted a final report for study C3291037:

“Phase 3b/4 Study to Evaluate Efficacy and Safety of Crisaborole Ointment 2% in Paediatric
and Adult Subjects (Ages 2 Years and Older) with Mild to Moderate Atopic Dermatitis”

Study Period:
Initiation date: 14 May 2018
Primary termination date: 11 December 2020

Trial completion: The study was terminated prematurely due to Sponsor business decision
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Description

This was a Phase 3b/4, multicenter, randomized, assessor blinded, vehicle and active (TCS and TCI)
controlled study of the efficacy, safety and local tolerability of crisaborole ointment, 2% in paediatric
and adult participants (ages 2 years and older) with mild to moderate AD involving at least 5%
treatable %BSA. Treatment was clinical assessor blinded for all treatment groups and double blinded
for crisaborole ointment, 2% and vehicle treatment arm.

The study was designed to provide contextualization of the safety and efficacy of crisaborole compared
with hydrocortisone butyrate cream, 0.1% (topical corticosteroid [TCS]) and pimecrolimus cream, 1%
(topical calcineurin inhibitor [TCI]), the 2 prevalent treatment options for treatment of mild to
moderate AD.

This study was originally designed to compare the treatment of crisaborole versus vehicle, @ot
powered to compare the treatment effect between crisaborole and TCS, as well as crlsﬁ and TCI.

Methods

Primary Efficacy Objective:

Objective(s) §
(o)

e To compare the efficacy of crisaborole ointment, 2% applie &D versus vehicle in paediatric
and adult subjects, aged 2 years and older, with mild to Q ate AD.

Primary Safety Objectives:

e To evaluate the safety and local tolerability of c Qrole ointment 2% applied BID versus
vehicle in paediatric and adult subjects (ages= years and older) with mild to moderate AD.

e To evaluate the safety and local tolerabih@f hydrocortisone butyrate cream 0.1% and

pimecrolimus cream 1% applied BID\@aedlatrlc and adult subjects (ages 2 years and older)
with mild to moderate AD.

Secondary Objectives: 60

e To evaluate the effect o@borole ointment, 2% applied BID versus vehicle on additional
efficacy endpoints on| e in paediatric and adult subjects (ages 2 years and older) with mild

to moderate AD.

e To evaluate cacy of crisaborole ointment, 2% BID versus hydrocortisone butyrate cream
0.1% and‘ eCrolimus cream 1% applied BID in paediatric and adult subjects (ages 2 years
and o h mild to moderate AD.

e Toe ate the effect of crisaborole ointment, 2% applied BID versus vehicle, hydrocortisone

@ate cream 0.1% applied BID on patient/observer reported outcomes over time in
pdediatric and adult subjects (ages 2 years and older) with mild to moderate AD.

CHMP comment

The proposed clinical trial objectives are in general adequate to inform on (comparative) performance
of IP compared to vehicle or active control. There was no planned formal hypothesis testing to
establish whether crisaborole is superior to TCS or TCI, which was agreed in the latest PDCO
discussion (EMEA-002065-PIP01-16-M01), but contextualization based on descriptive analyses was
planned.
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Study design

This was a Phase 3b/4, multicenter, randomized, assessor blinded, vehicle and active (TCS and TCI)
controlled study of the efficacy, safety, and local tolerability of crisaborole ointment, 2% in paediatric
and adult participants (ages 2 years and older) with mild to moderate AD involving at least 5%
treatable %BSA evaluating crisaborole performance over the course of one treatment cycle (28 days).
Treatment was clinical assessor blinded for all treatment groups and double blinded for crisaborole
ointment, 2% and vehicle treatment arm.

The study was designed to provide contextualization of the safety and efficacy of crisaborole compared
with hydrocortisone butyrate cream, 0.1% (topical corticosteroid [TCS]) and pimecrolimus creafn, 1%
(topical calcineurin inhibitor [TCI]), the 2 prevalent treatment options for treatment of mild t
moderate AD. @

*
Following the screening period of up to 35 days, eligible participants were randomized A:Z) at
Baseline/Day 1 visit to crisaborole 2%, vehicle, or active comparator (TCI or TCS). @1omization was
stratified by eligibility for TCS or TCI treatment as per national approved label \Qhort 1 included
participants eligible for TCS therapy and Cohort 2 included participants not elgﬁle for TCS therapy but
eligible for TCI therapy. 6

Safety and efficacy assessments were conducted at the investigator s§ by a clinical assessor blinded
to treatment assignment. Scheduled study visits were at Screenin eline/Day 1, Day 8, Day 15,
Day 22, Day 29 (EoT/ ET), and Day 43 (or 14 Days after last d or ET). A follow up visit was via
telephone call on Day 60 (or >28 days after last dose for ET)Q

For the efficacy comparison of crisaborole versus vehicl Qjects from both Cohort 1 and Cohort 2 are
included in the analysis, adjusted for cohort effect. the efficacy comparison of crisaborole versus
TCS, only subjects from Cohort 1 are included in alysis. For the comparison of crisaborole versus
TCI, only subjects from Cohort 2 are included,in the analysis.

>
QO

X
o
O
>
<
Y“
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Figure 1: Design Schematic of Study C3291037
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CHMP comment Qv

The overall study design is appropriate to c{ the objectives and in line with the PIP KBE (key
binding elements). The proposed trial i ort time trial (one treatment cycle of 29 days) and does

not inform on comparative perform uring chronic treatment (which is likely in the concerned
population).
As specified in the SAP (ver: ), data from cohort 1 and 2 were pooled for the efficacy comparison

of crisaborole versus vwe his is in line with the original SAP, which has been provided upon
request.

Study populati y mple size

Originally, a Eof 600 participants (including a maximum of N=90 adult patients) were planned to
be includéd?inthe study: cohort 1 included participants eligible for TCS therapy and Cohort 2 included
partigi S not eligible for TCS therapy but eligible for TCI therapy. Within each cohort 300 patients
were nned to be randomized (1:1:2) to crisaborole 2%, vehicle, or active comparator.

Originally Planned Sample Size and Statistical Analyses

The sample size calculation was based on the comparison of crisaborole vs vehicle for the primary
endpoint percent change in Eczema Area and Severity Index (EASI) from baseline to Day 29. The
crisaborole and vehicle treatment arms of Cohort 1 and Cohort 2 were to be combined/pooled for the
comparison of crisaborole vs vehicle analyses to achieve a statistically reliable sample size of 150
participants in each of the combined group. A sample size of 150 in each the crisaborole and vehicle
groups would have provided 86% power to detect a 12% difference of EASI percent reduction from
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baseline at Day 29 between crisaborole and vehicle at the 0.05 (2-sided) significance level, assuming
the common standard deviation of EASI percent reduction from baseline at Day 29 is 34%.

The sample size of 75 in each of the crisaborole cohorts and the twice bigger sample size of 150 for
each of the active comparator groups topical corticosteroid (hydrocortisone butyrate cream 0.1%;
TCS) or topical calcineurin inhibitor (pimecrolimus cream 1%; TCI) would not have had sufficient
power for the comparison of crisaborole vs TCS or TCI. With such a sample size, the half width of the
95% confidence interval for the difference of EASI percent reduction from baseline at Day 29 between
crisaborole and either of the active comparators would have been 9.4%.

Key inclusion criteria: a
Age 2 years or older at the Screening visit/time of informed consent/assent. @

Clinical diagnosis of AD according to the criteria of Hanifin and Rajka. K
AD involvement of >5% Treatable %BSA (excluding the scalp) at Baseline/l@g.
ISGA score of Mild (2) or Moderate (3) (excluding the scalp) at Baseli% y 1.
Cohort specific inclusion criteria: ,90

o Cohort 1: Participants considered to be a candidate fof hydrocortisone butyrate cream,
0.1% therapy according to the national approved I®| g.

o Cohort 2: Participants not considered candid treatment with a topical
corticosteroid because it was either inadvi@@r not appropriate according to the
national approved labeling. This may ha luded: intolerance to or lack of effect of
TCSs or use on the body regions wh@treatment with TCS may have been

inappropriate. Q

Key exclusion criteria: &

Any clinically significant medica g(éer, condition, or disease (including active or potentially
recurrent non-AD dermatolo@ nditions and known genetic dermatological conditions that
overlap with AD, such as ton syndrome) or clinically significant physical examination
finding that in the PI's dQ:I ignee’s opinion may interfere with study objectives.

Unstable AD or istony of requirement for high/strong potency or very high/very strong
potency topica osteroids to manage AD signs and symptoms.

A significé@ve systemic or localized infection, including known actively infected AD.

*

Coha ific exclusion criteria:
C

ohort 1: Has a contraindication for treatment with hydrocortisone butyrate cream

@Z 0.1% or meets warnings and precautions for use specifications in accordance with the

national approved label or treatment with hydrocortisone butyrate cream, 0.1% is
otherwise medically inadvisable.

o Cohort 2: Has a contraindication for treatment with pimecrolimus cream, 1%, or meets
warnings and precautions for use specifications in accordance with the national
approved label or treatment with pimecrolimus cream, 1% is otherwise medically
inadvisable.
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CHMP comment

Study population

The key inclusion and exclusion criteria for patients with AD are considered appropriate to reflect the
target population in the EU as they are comparable to previous studies conducted during the MAA of
crisaborole in the EU. They also ensure a homogenous study population. Although a heterogeneous
study population may increase external validity, a homogenous sample reduces variability, ensures
comparability of the tested substances within the study, and may facilitate comparability to previous
studies. For patient safety, randomization based on eligibility for TCS or TCI is considered

appropriate. t

Sample size

It was agreed in the PIP that a maximum of 90 adult patients (i.e. 15% of total n=6({§1%nts), and
at least 410 paediatric patients (68.3%) should be enrolled: 150 subjects from 2 t ars of age
(25% of total), 140 subjects from 7 to less than 12 years of age (23.3% of to%@ 120 subjects
from 12 to less than 18 years of age (20% of total). Hence, a further 16.7%& tal participants
were presumably pre-specified to be potential paediatric patients <18 yea@f age, since the number
of adult patients was limited to 90. Sample size planning was adequate@ormally compare
crisaborole vs vehicle. No formal comparison was planned for crisabgrole vs active comparators, but
as agreed in the latest PDCO discussion (EMEA-002065-PIP01-1 ), contextualization of
crisaborole was planned based on descriptive analyses. (\

v 7
Treatments \OQ

A thin layer of the IP was topically applied BID (12 ours apart) for 28 days to the treatable BSA
(excluding the scalp) identified at Baseline/Day Qe evening (PM) dose was to be applied
approximately 8-16 hours after the morningy@/l) ose. The tubes with IP were provided in cartons
and labeled in a blinded fashion. (I

e Crisaborole ointment, 2% an iCle ointment was supplied in 60 gram tubes
e Hydrocortisone butyrate @ , 0.1% was supplied in either 30 gram or 45 gram tubes
e Pimecrolimus cream, was supplied in either 30 gram or 60 gram tubes

The IP was dispensed ip&linded fashion using an IRT system at each visit from Baseline/Day 1 to the
Day 22 visit.

*
L
CHMP commefit )
The mode plication is sufficiently well defined to allow consistent dosing and is in line with the

prod t@l SmPC/PIL.

Different tube presentations/fill sizes and physical properties of the creams and ointments pose a
challenge for blinding. Steps to ensure blinding were taken: since the active comparator agents are
sourced from other pharmaceutical companies and commercial availability of tube size varies by
agent and region, a tamper-evident overwrap covering the entire body and crimp of the tube, was
applied. Overwraps have also been used on the crisaborole tubes and the crisaborole vehicle tubes.
Still, as these measures are likely not completely effective and physical properties of the creams and
ointments do differ (active comparators), the treatment arms cannot be considered truly double-
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blind. Only crisaborole and its corresponding vehicle will be double-blind relative to each other, since
tube and product appearance are the same.

Outcomes/endpoints

Primary efficacy endpoint:

e Percent change from Baseline in the EASI total score at Day 29.

Primary safety endpoints:

e AEs, SAEs, local tolerability, discontinuations and clinically significant changes in vital sk@and
clinical laboratory parameters. @

Secondary endpoints: . 6

e Percent change from Baseline in EASI total score by scheduled time points ﬁ&t Day 29.

e Achievement of success in the ISGA (defined as an ISGA score of Cle Almost Clear (1)
with at least a 2-grade improvement from Baseline) by scheduled ti nts

e Achievement of ISGA score of clear (0) or almost clear (1) by scl@led time points.

e Achievement of EASI75 (275% improvement from Baseliné scheduled time points.
e Time to EASI75. Q

e Change from Baseline in % BSA by scheduled tim ts.

e Change from Baseline in Peak Pruritus NRS forhjects >12 years by scheduled time points.

e Change from Baseline in Patient Reporte?gQSeverity Scale - for subjects age 6-11 years by
scheduled time points. Change from.{;el e in Observer Reported Itch Severity Scale - for
subjects <6 years by scheduled tin@ nts.

e Time to 22 point improvemen
to >3 point improvement ff

Baseline in Peak Pruritus NRS for subjects >12 years. Time
seline in Peak Pruritus NRS for subjects >12 years. Time to >2
point improvement fro
years.

line in Observer Reported Itch Severity Scale - for subjects <6

Time to >3 poin"bNrovement from Baseline in Observer Reported Itch Severity Scale - for
subjects <6

. Achleve ;f >2 point improvement from Baseline in Peak Pruritus NRS for subjects >12
yearb
ment of >3 point improvement from Baseline in Peak Pruritus NRS for subjects >12

e Achievement of >2 point improvement from Baseline in Observer Reported Itch Severity Scale -
for subjects <6 years.

e Achievement of >3 point improvement from Baseline in Observer Reported Itch Severity Scale -
for subjects <6 years.

e Change from Baseline in DLQI (for Subjects 16 years and older), CDLQI (for Subjects 4-15
years), and DFI (Completed by parent/caregiver of Subjects 2-17 years) by scheduled time
points.
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CHMP comment

The planned primary and key secondary endpoints are acceptable and in line with KBE as agreed in
the PIP.

Statistical Methods

The analysis sets were as follows:
e FAS: All randomized participants who receive >1 dose of the study drug.

e SAF: All participants who receive >1 dose of the study drug according to actual treatmeb

received. @
Efficacy endpoints 0\6

During the treatment period, descriptive statistics will be provided for observed perﬁ) hange from
baseline in EASI at Days 8, 15, 22, and 29. During follow-up, descriptive statism e provided for

observed percent change from Day 29 to Day 43 in EASI. &

Achievement of success in the ISGA (defined as an ISGA score of clear ( Imost clear (1) with at
least a 2-grade improvement from baseline) at Days 8, 15, 22, and 29 will®be summarized.
Achievement of ISGA of clear (0) or almost clear (1) at Days 8, 15 and 29 will be summarized.

Missing data will be classified as non-responder.

non-responder. Time to event endpoints will be summakj sing the KM method and estimated
survival curves will be provided for time to EASI75.6§ median, quartiles, 95% CI for median and
quartiles be estimated by the KM method. Q

Achievement of EASI75 at Days 8, 15, 22, and 29 will be S;@FI;ed. Missing data will be classified as

Descriptive statistics will be provided for obsgrved change from baseline in %BSA.

For peak pruritus NRS/Scale, weekly av§§&core will be used in the analyses of change from
baseline. Observed change from bas in weekly average peak pruritus NRS/Scale at Days 8 (Week
1 average of Days 2-8), 15 (Wee rage of Days 9-15), 22 (Week 3 average of Days 16-22), and
29 (Week 4 average of Days 23( or subjects >12 years will be summarized.

Achievement of >2-point.and point improvement from baseline in weekly average peak pruritus NRS

at Days 8 (Week 1 ave f Days 2-8), 15 (Week 2 average of Days 9-15), 22 (Week 3 average of
Days 16-22), and 2@ 4 average of Days 23-29) will be summarized for subjects >12 years.

L 4
Missing data willé} ssified as non-responder.

*

The Applica@emfied in the SAP (version 3) that, due to low enrolment, Patient and Observer
Reported everity Scale will not be summarized.

Des@e statistics will be provided for observed change from baseline in DLQI for subjects >16
years, i CDLQI for subjects 4-15 years, and in DFI completed by parent/caregiver of subjects 2-17
years.

Safety Summaries

Safety analysis will be based on the SAF.

Safety data will be presented in tabular format and summarized descriptively, where appropriate.
Categorical outcomes (eg, AEs) will be summarized by subject counts and percentage. Continuous
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outcome (eg, blood pressure, pulse rate, etc) will be summarized using N, mean, median, standard
deviation, etc. Change from baseline in laboratory data, and vital signs will also be summarized.
Subject listings will be produced for these safety endpoints accordingly. Cohort 1 and cohort 2 will be
combined for crisaborole and vehicle arms for all safety summaries and analyses.

Adverse Events

All safety data will be summarized descriptively through appropriate data tabulations, descriptive
statistics, categorical summaries. Safety endpoints for the study include:

¢ Treatment-emergent AEs and SAEs;
e Local tolerability AEs/SAEs;
e Withdrawals from treatment/study due to AEs. 0\6

Laboratory Data é

Laboratory data will be listed and summarized. &
Vital Signs o

Vital signs will be summarized at baseline, Day 29/End of treatment/E{rl@rmination visits.

Physical Examination @
Physical examinations will be summarized at baseline, Day 2 f treatment/Early termination
visits.
NO)
CHMP comment N

Initial plans for methodological approaches, en Qanalyses or pooling plans were provided upon
request and are in line with the PIP. However, no*valid justification is provided why Patient and
Observer Reported Itch Severity Scale wefe hét summarized.

N4

Results 60

Recruitment/ Number analy. 0

Due to early study termipatiohess than 40% of planned participants were treated across the 4
treatment groups: A to&( 235 participants were treated across 4 study treatment treatment groups,
instead of originally d 600 participants (39.2% of planned enrollment). The 2 populations
defined in the S%} e FAS and SAF; both populations had 235 participants.

*

Disposition Evehts

Summar Isposition events during the treatment phase and follow-up phase is presented in Table 1
andéibz
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Table 1: Disposition Events Summary (SAF)

Vehicle Crisaborole 2% BID Hydrocortisone Pimecrolimus Tortal
(N=50) (N=58) Burtyrate 0.1% BID 1% BID (N=235)
N=T1) (N=4T)

Cohort 1 Cohort 2 Total
(IN=3T) (N=11) (N=58)
Number (%) of Subjects n (%o) n (%) n (%) n (%) n (%o) n (%) n (%)

Disposition Phase: Treatment

Discontinued 12(203) 6(16.2) 1(48) 7(12.1) 5(7.0) 4(85) 28 (11.9)
Adverse Event 6(10.2) 2(54) 1(48) 3(5.2) 0 2(43) 11@7)
Lack of Efficacy 2(3.4) 0 0 0 1(1.4) 0 3(13)
Lost to Follow-Up 2(3.4) 3(8.1) 0 3(5.2) 3(42) 0 8(34)
Withdrawal By Subject 0 0 0 0 1(1.4) 2(4.3) 3(13) 6
Withdrawal By Parent/Guardian 117 127 0 1017 0 0 2(09
Other 117 0 0 0 0 0 140,

Completed 47(79.7) 31(83.8)  20(952)  51(87.9) 66 (93.0) 423015 @

Disposition Phase: Follow-Up

Discontinmed 5(8.5) 5(13.5) 1(4.8) 6(10.3) 6(8.5) 1(2.1) ( 18(7.7)
Adverse Event 0 127 1(4.8) 2034 ] O 2{(09)
O\Q

Lack of Efficacy 0 0 0 0 ] 0
Lost to Follow-Up 2034 4(10.8) 0 4(6.9) 5 (? 0) & 114.7)
Withdrawal By Subject 2(34) 0 0 0 QE 1) 3(13)
Withdrawal By Parent/Guardian 1(1.7) 0 0 0 1 (l 4) 2(0.9)
Other 0 0 0 0 0 0
Completed 54 (91.5) 32 (86.5) 20(952) 52(80.7) 65 (9( 46 (97.9) 217(92.3)
Table 2: Disposition Events Summary (Subjects 2-17 Yea AF)
Q Hydrocortisone
Butyrate 0.1% Pimecrolimus
Vehicle Crisaborole 2% BI BID 1% BID Total
(N=38) (N=37) (N=39) (N=30) (N=144)
Cohort 1 Cohort 2 Total
~N=23) (N=14) (N=37)
Number (%) of Subjects n (%) n (%) n 0 n (%) n (%) n (%) n (%)
Disposition Phase: &
Treatment
Discontinued 00007 (0184) 00004 (017 001 (007.1) =~ 00005 (D13.5) 00002 (005.1) 00001 (0033) 00015 (010.4)
Adverse Event 00005 (013.2) 00002 008.7) 00001 (007.1) 00003 (008.1) 00000 (000.0) 00001 (003.3) 00009 (006.3)
Lack of Efficacy 00001 (002.6) 00000 00000 (000.0) 00000 (000.0) 00001 (002.6) 00000 (00D.0) 00002 (001.4)
Lost to Follow-Up 00000 (000.0) “ 00000 (000.0) 00001 (002.7) 00001 (002.6) 00000 (000.0) 00002 (001.4)
Withdrawal By 00001 (002.6) (004 3) 00000 (000.0) 00001 (002.7) 00000 (000.0) 00OOO (00D.0) 00002 (001.4)
Parent/Guardian
Completed 00031 (081, 019 (082.6) 00013 (092.9) 00032 (086.5) 00037 (094.9) 00029 (096.7) 00129 (089.6)
Disposttion Phase:
Follow-Up \
Discontinued 00 .6) 00002 (008.7) 00001 (007.1) 00003 (008.1) 00002 (005.1) 00000 (000.0) 00006 (004.2)

Lack of Efficacy o 40 (000.0) 00000 (000.0) 00000 (000.0) 00000 (000.0) 00000 (000.0) 00000 (000.0)  000CO (000.0)
Lost to Follow-Up (J\ 0 (000.0) 00001 (004.3) 00000 (000.0) 00001 (002.7) 00001 (002.6) 00000 (000.0) 00002 (001.4)

Withdrawal By ¢ 00001 (002.6) 00000 (000.0) 00000 (000.0) 00000 (000.0) 00001 (002.6) 00000 (000.0) 00002 (001.4)
Parent/Guardian

Completed 00037 (097.4) 00021 (091.3) 00013 (092.9) 00034 (091.9) 00037 (094.9) 00030 (100.0) 00138 (095.8)

Treatnent Exposure and Compliance

Adverse Event 0 0.0) 00001 (004.3) 00001 (007.1) 00002 (005.4) 00000 (000.0) 00000 (000.0) 00002 (001.4)
ﬁo

The mean duration of treatment and total number of treatment applications were similar between
treatment groups for all participants.

Age subgroups of 2-17 years and >18 years did not show any notable differences for duration of
treatment and total number of treatment applications. Treatment compliance was lowest (68.4%) in
the vehicle group for the age subgroup of 2-17 years (Table 3).
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Table 3: Treatment Exposure and Compliance (Subjects 2-17 Years) (SAF)

Hyvdrocortisone
Butyrate 0.1%  Pimecrolimus

Vehicle Crisaborole 2% BID BID 1% BID
(N=38) (N=37) (N=39) (N=30)
Cohort 1 Cohort 2 Total
(N=23) (N=14) (N=37)
Duration of Treatment [1]
n 38 23 14 37 39 30
MMean 26.1 26.9 279 273 283 289
Std. Dev. 5.62 6.17 5.00 571 372 4.16
Median 290 29.0 290 290 290 0
Range (Min.Max) (2.43) (7.33) (11.32) (7.33) (8.33) é )
Total Number of Applications .
[2] ﬁ\
n 38 23 14 37 3 30
Mean 48.7 492 551 514 Sb 559
Std. Dev. 18.15 1495 11.77 1397 Qﬁ 912
Median 56.0 55.0 58.0 57.0 6.0 575
Range (Min.Max) (4. 86) (14, 63) (15, 64) (14. 64) o (16. 66) (26, 86)
Total Volume Administered 0
(23]
n 38 23 14 38 30
Mean 140.01 155.05 148.19 2.45 12547 190.87
Std. Dev. 182.732 211.738 149.61@188.396 96.739 240612
Median 73.55 68.50 09 87.55 10499 100.65
Range (Min Max) (102, 10094)  (6.3.841.7) (3.3N971) (3.3.841.7) (16.3.437.3) (74.1243.1)
Number and Percentage of O
Subjects Compliant [4] Q
No 00012 (031.6) 0000 26.1)Y 00001 (007.1) 00007 (018.9) 00005 (012.8) 00003 (010.0)
%9} 00013 (092.9) 00030 (081.1) 00034 (087.2) 00027 (090.0)

Yes 00026 (068.4) 000(}
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Table 4: Treatment Exposure and Compliance (Subjects =18 Years) (SAF)

Hyvdrocortisone
Butyrate 0.1%  Pimecrolimus

Vehicle Crisaborole 2% BID BID 1% BID
(N=21) (N=21) (N=32) ™=17)
Cohort 1 Cohort 2 Total
(N=14) (N=T) (N=21)
Duration of Treatment [1]
n 21 14 7 21 32 17
Mean 26.6 26.8 284 273 286 251
Std. Dev. 5.79 6.86 098 5.62 584 9.53
Median 28.0 29.0 28.0 290 29.0 2
Range (Min Max) (8. 33) (9.32) (27.30) (9.32) (9.37) é
E"o]tal Number of Applications * 6
-
n 21 14 7 21 32 K\ 17
Mean 50.8 532 56.0 541 5 471
Std. Dev. 11.57 13.56 231 11.09 Q 19.58
Median 56.0 58.0 56.0 58.0 & .0 56.0
Range (Min. Max) (15. 66) (18. 63) (52.58) (18. 63) o 18. 70) (2. 68)

Total Volume Administered 0
(23] .(Q
n 21 12 7 @7 31 17

MMean 260.04 216.02 112.26 79 211.39 146.04
Std. Dev. 323219 118.345 106.591 Q122.436 161.993 155.824
Median 14730 \192_3'5 Q ‘181_5;3 18580 10490
Range (Min.Max) (22.1,1231.5)  (15.8.413.4) (3\ (3.9, 413.4) (23.9.814.1) (2.8. 589.0)
Number and Percentage of O
Subjects Compliant [4] Q
No 00004 (019.0) 00002 (Q14.3\ 00000 (000.0) 00002 (009.5) 00007 (021.9) 00005 (029.4)
5,7) 00007 (100.0) 00019 (090.5) 00025 (078.1) 00012 (070.6)

Yes 00017 (081.0) OODIC

CHMP comment OV

Number of participants per ent group were balanced within the paediatric cohort. Adult
patients receiving TCS were @¥errepresented, but this is not the main focus of the current procedure.
Duration of treatmen Xnumber of applications were similar across treatment groups and there
were no differen‘c@ adult and paediatric populations. Some trends were observed: Compliance
was higherin t \q aborole group compared to vehicle, and higher in adults compared to the
paediatric % f note, in the paediatric subset compliance was higher in the active comparator
groups (T(é:d TCS) compared to crisaborole. In contrast, in the adult subset compliance was lower
in th comparator groups (TCI and TCS) compared to crisaborole and vehicle.

As cap be expected, total volume administered was higher in the adult study population (larger BSA).

Most referred tables are displayed in a non-intuitive and somewhat confusing way, possibly due to an
error during the data export process. It is assumed that data integrity is not compromised. Yet, more
comprehensive tables, in particular for paediatric subsets, would be easier to follow.

It is noted that in the provided results tables only one vehicle group is displayed (the two cohorts
were pooled). While it is not completely comprehensible whether this was pre-specified, the decision
is understood and can be endorsed for the descriptive analyses.
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Protocol Deviations

The 3 most common categories for IPDs are as follows:

e Approximately 29.8% of participants in the category of investigational product, of which
“Compliance for the active treatment period is less than 80 percent or more than 120 percent”
was reported the most frequently (20.9% of SAF).

e Approximately 24.3% of participants in the category of visit schedule of which “Visit performed

but not per protocol/outside protocol window” was reported the most frequently (15.7% of

SAF).
e Approximately 17.4% of participants in the category of informed consent of which "I d
Consent Document and/or Assent were not properly signed and/or dated and/or c ed at

Screening Visit” was reported most frequently (14.5% of SAF).

\
Oﬁ

CHMP comment

O\
X

Listed protocol deviations are not likely to alter study conclusions, sinc 9

occurred in all
treatment arms (from Study Report Body: Table 16.2.2.1: Listing of Impeftant Protocol Deviations).

Baseline data

Baseline demographic characteristics in the SAF were gen

A

(Table 5).

Table 5: Overall Demographic and Baseline Ch@:teristics (SAF)

ef@aianced across treatment groups

Hydrocortisone
Butyrate 0.1%  Pimecrolimus 1%
Vehicle saborole 2% BID BID Toral
(N=59) N=58) (N=T1) (N=47) (N=135)
Cohort 2 Total
~-21) (N-58)

Cohort
N=3T)

Ape (Years): .
2-6 00014 (023.7%) OO@IOw@@27.0%) 00005 (023.8%) 00015 (025.9%) 00016 (022.5%) 00011 (0234%) 00056 (023.8%)
7-11 00012 (020.3% 5 (013.5%) 00005 (023.8%) 00010 (017.2%) 00010 (014.1%) 00008 (017.0%) 00040 (017.0%)
12-17 00012 (020 %&00008 (021.6%) 00004 (019.0%) 00012 (020.7%) 00013 (018.3%) 00011 (023.4%) 00048 (020.4%)
=18 b 00014 (037.8%) 00007 (033.3%) 00021 (036.2%) 00032 (045.1%) 00017 (036.2%) 00091 (038.7%)
o 37 21 58 1 47 235
Mean 220 207 215 196 211 204
Std. Dev. 10.81 18290 1012 16.28 18.20 17.79
Median 150 15.0 15.0 14.0 15.0 14.0
Range (Min Max) (2.78) (2.67) (2, 78) (2.71) (2.72) (2.78)
Gender: P'S (}
Male \ 00024 (040.7%) 00013 (035.1%) 00010 (047.6%) 00023 (039.7%) 00028 (039.4%) 00021 (044.7%) 00096 (040.9%)
Female b 00035 (059.3%) 00024 (064.9%) 00011 (052.4%) 00035 (060.3%) 00043 (060.6%) 00026 (055.3%) 00139 (059.1%)
Race: @
Whi, 00038 (064.4%) 00023 (062.2%) 00015 (0714%) 00038 (065.5%) 00044 (062.0%) 00037 (078.7%) 00157 (066.8%)
Black ican American 00017 (028.8%) 00012 (0324%) 00002 (0095%) 00014 (024.1%) 00023 (0324%) 00006 (D128%) 00060 (025.5%)
Asian 00002 (003.4%) 00001 (002.7%) 00002 (009.5%) 00003 (005.2%) 00001 (001.4%) 00003 (D06.4%) 00009 (003.8%)
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Native Hawanan or Other Pacific
Islander

Multiracial
Not Reported

Ethnicity:
Hispanic or Latino
Not Hispanic or Latino

Height (cm):
n
Mean
Std. Dev.
Median
Range (Min Max)

Weight (kg):
n
Mean
Std. Dev.
Median

Range (Min.Max)

Body Mass Index (kg/m**2):
1
Mean
Std. Dev.
Median
Range (Min.Max)

Duration of Dermatitis Atopic
(Years):

n

Mean

Std. Dev.

Median

Range (Min Max)

Prior TCS/TCI Treatment:
Yes
No

Prior Medications for AD:
Yes
No

Geographic Region:

us
European Countries

00001 (001.7%)

00001 (001.7%)
00000 (000.0)

00006 (010.2%)
00053 (089.8%)

59
142.63
29.007
148.80

(82.6, 200.0)

59
48.86
27.976
4530

(10.0. 126.6)

50
2172
7475
20.16

(12.9.53.0)

50
1174
11.968
7.54
(04,50.1)

00019 (032.2%)
00040 (067.8%)

00028 (047.5%)
00031 (052.5%)

G

0003

(064 4%
00021 (035 t-(
N\

00000 (000.0)

00001 (002.7%)
00000 (000.0)

00001 (002.7%)
00036 (097.3%)

37
14422
20.082
154.04

(85.6. 182.9)

37
57.00
36.629
55.00

(13.6. 146.5)

37
2459
10.613
21.56
(123.63.1)

37
1380
15.124
742
(0.1, 60.9)

00011 (029.7%)
00026 (070.3%)

00000 (000.0)
00002 (009.5%)
00000 (000.0)

00000 (000.0)
00021 (100.0%)

00000 (000.0)
00003 (005.2%)
00000 (000.0)

00001 (001.7%6)
00057 (098.3%)

00000 (000.0)
00001 (001.4%)
00002 (002.8%)

00011 (015.5%)
00060 (084.5%)

00000 (000.0)
00000 (000.0)
00001 (002.1%)

00004 (008.5%)
00043 (091.5%)

20,585 @ 772
58.90‘\ .

21 58 7 47
145.01 14483 146.07 148.55
27572 28312 20013 28.700
157.50 154.04 157.48 159.00

(91.5, 179.0) (85.6, 182.9) (87.6. 182.0) (84.0, 190.0)

21 58 7 47
5333 55.67 58.50 54.61
34393 35.575 35932
4350 51.70 54.00

(14.8.121.2) (13.6. 146.5) (12.5.146.6) (10&)

21 58 71 @4?
2241 23.80 24.66 2237
$.304 0.848 9.240 6.427
18.60 2037 21.57

(13.7.44.5) (123.63.1) (13.9465) (144.36.8)

21 58 @ 71 47
16.03 g 12.12 1332
15.048 Q@ 11.796 13218
11.06 2 922 0.44

(0.3, 48.6) \Ql. 60.9) (0.0, 45.7) (0.7.57.5)

00011 _(0
00

00017 @Jﬂﬂﬂl? (081.0%)

oo0ng s 1

9 (078.4%)
008 (021.6%)

00004 (019.0%)

00009 (042.9%)
00012 (057.1%)

00022 (037.9%)
00036 (062.1%)

00034 (058.6%)
00024 (041.4%)

00038 (065.5%)
00020 (034.5%)

00020 (028.2%)
00051 (071.8%)

00036 (050.7%)
00033 (049 3%)

00056 (078.9%)
00015 (021.1%)

00028 (059.6%)
00019 (040.4%)

00034 (072.3%)
00013 (027.7%)

00019 (040.4%)
00028 (059.6%)

00001 (000.4%)

00005 (002.1%)
00003 (001.3%)

00022 (009.4%)
00213 (090.6%)

235
14540
28.665
154.04

(82.6. 200.0)

(100, 146.6)

235
23.25
8.519
21.08

(123.63.1)

235
1207
12.960
8.78
(0.0, 60.9)

00089 (037.9%)
00146 (062.1%)

00132 (036.2%)
00103 (043 8%)

00151 (064.3%)
00084 (035.7%)

vestigator's S
Assessmenpt ( I@
(2) MIL

(3) ERTE

00020 (033.9%)
00039 (066.1%)

00014 (037.8%)
00023 (062.2%)

00007 (033.3%)
00014 (066.7%)

00021 (036.2%)
00037 (063.8%)

00033 (046.5%)
00038 (053.5%)

00024 (051.1%)
00023 (048.9%)

00098 (041.7%)
00137 (058.3%)
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n

Mean

Std. Dev.
Median

Range (Min Max)

Eczema Area and Severity Index

(EASI) Total Score:
o
Mean
Std. Dev.
Median
Range (Min.Max)

Percent Body Surface Area
(%BSA):

o

Mean

Std. Dev.

Median

Range (Min.Max)

Peak Pruritus NES - subjects
==]2 years:

n

Mean

Std. Dev.

Median

Range (Mia.Max)

Dermatology Life Quality Index

(DLQI)
n
Mean
Std. Dev.
Median
Range (MinMax)

Children's Dermatology Life
Quality Index (CDLQIL):

n

Mean

Std. Dev.
Median
Range (Min Max)

Dermatitis Family Impact (DFI)

n

Mean

Std. Dev.
Median

Range (Mia Max)

The age subgroup
18 years had a tot

Within the a ’\QJ

roups of 2-17 years (Table 6) and >18 years, baseline demographic characteristics

59
279
0.48
3.0
2.3

59
1120
8105
10.20

(2.0.43.6)

50
1736
14.007
11.00

(5.0, 65.0)

33
5.67
2333
5.57

(1.0,9.7)

b3
85
480
20

(1.18)

27
7.6

447

(2.19)

38

0

37
26
0.40
30
.3)

37
919
5471
220

(2.0,25.1)

37
1559
11.801
12.00

(3.0. 60.0)

2
5.62
2390
5.86

(2.3.10.0)

84
5.00
8.0
(1.17)

14
70

3.65

o

68
6.98 ( 479

1 50
(. ;Q (0. 21)

f @/ears had a total of 144 participants in SAF and FAS, the age subgroup of >
1 participants in SAF and FAS.

21
2.7
048
30
@.3)

21
10.60
7526

.80

(1.6.26.0)

21
1778
17.815
10.00
(2.5.71.0)

11
453
1.906
420

(1.1.8.0)

O
&S

03
(4. 16)

13
6.3
530
5.0

(0.15)

were gen@ alanced across treatment groups.

26
048
3.0
2.3)

58
970
6.264
850

(1.6.26.0)

58
1638
14158
10.90
(2.5.71.0)

33
5.6
2078
533

(1.1, 10.0)

71

25
0.50

30
@

70
8.67
5.924
7.00

(1.2.304)

70
14.18
12.090
085
(5.0. 64.0)

2% é 31
7 01

O
N

26
88

385
85

(2.16)

36
64
401
50

(0.21)

5.02
7.0
(1.24)

47
25
0.51
20
.3

47
947
5.832
830

(14, 28.0)

102
6.80
05
(2.26)

17
7.3

5.08
70
(L.17)

30
82
6.15
7.5
(0,24)

235
26
0.49
30
.3)

234
9.73
6.657
2.00

(1.2, 43.6)

0.00
(25.77.0

137
5.76
2023
5.86

(0.0, 10.0)

07
88
5.67
8.0
(1.26)

100
80

430
7.0
(1.25)

142
73
6.12
6.0

(0, 30)
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Table 6: Demographic and Baseline Characteristics (Subjects 2-17 Years) (SAF)

Age (Years):
2-6
7-11
12-17
>=18
n
Mean
Std. Dev.
Median
Range (Min,Max)

Gender:
Male
Female

Race:
White
Black or African American
Asian

Native Hawaiian or Other Pacific
Islander

Multiracial
Not Reported

Ethnicity:
Hispanic or Latino
Not Hispanic or Latino

Vehicle
(N=38)

00014 (036.8%)
00012 (031.6%)
00012 (031.6%)
00000 (000.0)

38

8.3

466

8.0

@17

00018 (047.4%)
00020 (052.6%)

00027 (071.1%)
00007 (018.4%)
00002 (005.3%)

00001 (002.6%)

00001 (002.6%)
00000 (000.0)

00005 (013.2%)
00033 (086.8%)

Height (em):
n 38
Mean 129.29
Std. Dev. 26.908
Median 133.50
Range (Min,Max) (82.6, 178.0)
Weight (kg):
n 38
Mean 3297
Std. Dev. 17.953
Median 31.05
Range (MinMax) (10.0, 260y
Body Mass Index (kg/m**2): \
n
Mean 8.07
Std. Dev. * Q 3.792
Median \ 17.03
Range (MinMax) o O (12.9,26.0)
Duration of Dermatj \1c
(Years):
n @ 38
M 6.92
Std. . 5.035
Median 5.37
Range (MinMax) (0.4.17.0)

Prior TCS/TCI Treatment:
Yes
No

00014 (036.8%)
00024 (063.2%)

Cohort 1
(N=23)

00010 (043.5%)
00005 (021.7%)
00008 (034.8%)
00000 (000.0)
23
8.8
537
7.0
2.17)

00009 (039.1%)
00014 (060.9%)

00019 (082.6%)
00004 (017.4%)
00000 (000.0)

00000 (000.0)

00000 (000.0)
00000 (000.0)

00000 (000.0)
00023 (100.0%)

23
130.80
28.860
132.10

(85.6.182.9)

)

2
1
O 20.50

(13.6. 113.4)

23
2004
7.370
1831

(12.3,48.8)

23
6.41
5255
3.75
(1.2,18.1)

00005 (021.7%)
00018 (078.3%)

Crisaborole 2% BID
(N=37)
Cohort 2
(N=14)

00005 (035.7%)
00005 (035.7%)
00004 (028.6%)
00000 (000.0)
14
9.1
457
85
(2.16)

00006 (042.9%)
00008 (057.1%)

00011 (078.6%)
00000 (000.0)
00001 (007.1%)

00000 (000.0)

00002 (014.3%)
00000 (000.0)

00000 (000.0)

Total
(N=37)

00015 (040.5%)
00010 (027.0%)
00012 (032.4%)
00000 (000.0)
37
8.9
501
8.0
2.17)

00015 (040.5%)
00022 (059.5%)

00030 (081.1%)
00004 (010.8%)
00001 (002.7%)

00000 (000.0)

00000 (00Q.

0000
00002 (005.4'@ 000 (000.0)

00 0.
00014 (100.0%\@ 100.0%)

&

(§}91.5, 179.0)

14
33.49
16.915
27.05

(14.8, 73.4)

14
17.34
2248
17.72

(13.7,22.9)

14
771
4.687
7.01

(0.3,15.6)

00009 (064.3%)
00003 (035.7%)

37
132.05
27.633
131.00

(85.6. 182.9)

37
36.00
21.643
27.20

(13.6, 113.4)

37
19.09
6.045
17.75

(123, 48.8)

37
6.90
5.021
4.89
(0.3,18.1)

00014 (037.8%)
00023 (062.2%)

Hydrocortisone
Butyrate 0.1%
BID

N=39)

00016 (041.0%)
00010 (025.6%)
00013 (033.3%)
00000 (000.0)
39
8.1
445
9.0
.15

00020 (051.3%)
00019 (048.7%)

00030 (076.9°
00000 (023.1
00000 (060.0)

0.0)

0000 (000.0)

00007 (017.9%)
00032 (082.1%)

39
128.89
28.624
137.00

(87.6,170.2)

39
33.87
18.139
30.80

(12.5,83.9)

39
19.00
4333
18.16

(13.9,34.9)

39
6.06
4.647
433

(0.0, 14.9)

00008 (020.5%)
00031 (079.5%)

Pimecrolimus 1%

BID
~N=30)

00011 (036.7%)
00008 (026.7%)
00011 (036.7%)
00000 (000.0)

30

9.5

515

9.5

(2.17)

*
00013 (0433°

0001'6 %)

57 (083.3%)
03 (010.0%)
00001 (003.3%)

00000 (000.0)

00000 (000.0)
00001 (003.3%)

00003 (010.0%)
00027 (090.0%)

30
136.72
28.043
135.50

(84.0, 176.0)

30
40.15
23.965
34.25

(12.7.107.5)

30
19.39
4,080
17.67

(14.4, 35.0)

30
7.75
4919
6.54
(1.4,17.0)

00016 (053.3%)
00014 (046.7%)

Total
(N=144)

00056 (038.9%)
00040 (027.8%)
00048 (033.3%)
00000 (000.0)
144
5.7

&
00066 (045.8%)
00078 (054.2%)

00112 (077.8%)
00023 (016.0%)
00004 (002.8%)

00001 (000.7%)

00003 (002.1%)
00001 (000.7%)

00015 (010.4%)
00129 (089.6%)

144
131.44
27.850
132.60

(82.6. 182.9)

144
35.49
20.304
30.40

(10.0, 113.4)

144
18.86
4815
17.71

(123, 48.8)

144
6.86
4,888
5.25

(0.0, 18.1)

00032 (036.1%)
00092 (063.9%)
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Eczema Area and Severity Index
(EASI) Total Score:

n
Mean

Std. Dev.

Median

Range (Min,Max)

Percent Body Surface Area
(%BSA):

n

Mean

Std. Dev.

Median

Range (Min,Max)

Peak Pruritus NRS - subjects
>=]2 years:

n

Mean

Std. Dev.

Median

Range (Min,Max)

Dermatology Life Quality Index
(DLQD:

n

Mean

Std. Dev.

Median

Range (Min,Max)

Children's Dermatolo;

Quality Index (CDL!
n
Mean
Std. D @
Medial
Range (Min,Max)

Dermatitis Family Impact (DFI):
n
Mean
Std. Dev.
Median
Range (Min.Max)

0.

(HHN 8 [ %)
HHIZE (D&1 I2%6)

3B

2.6
0.49
3.0

(2.3)

38
11.57
9.073
0.10
(2.8.43.6)

38
18.19
16.493
10.00
(5.0, 65.0)

12
4.77
2.187
4.79

(1.0,7.7) (Oz ;

\o

27
76
447

6.0
(2.19)

38
6.8
6.8
40

(0. 30)

Q0008 (0054.5%)
OOl E (065 255

2.7
0.49
3.0

@.3)

23
8.63
5.526
7.40
(2.0,22.8)

23
16.04
12.297
14.00

(5.0, 60.0)

45
3.11
45
(1.8)

14
7.9
3.65

7.0
(2.15)

23
6.4
4.79
5.0

(0,21

(000 (08209
OO0 (D57, 1%

26
0.51
3.0

(2.3)

14
10.90
8.799

8.10

(1.6, 26.0)

14
20.52
20.7
10

3.57
0.617
3.43

(3.0.4.4)

12

9.8
4.00

95
(. 16)

63
530
50

(0,15)

(R4 (037 8%) IS (O 2]
23 (062 2% OOOE] {053.5%)
37 k]
2.6 25
0.49 0.51
3.0 3.0
(2,3) (2,3)
37 @
9.49 9.51
6.918 6.527
7.40 @ 8.10
(1.6, 2 @ (1.2, 26.0)
O 37 38
17.74 16.05
15.879 14.073
12.00 9.75
(2.5.71.0) (5.0, 64.0)
12 12
431 5.30
1.725 2.355
3.54 5.32
(2.6.8.0) (0.0.8.7)
4 0
4.5 -
3.11 -
4.5 -
(1. 8) -
26 30
8.8 8.2
3.85 5.96
8.5 7.0
(2. 16) (1.25)
36 38
6.4 8.0
491 6.27
5.0 6.0
(0.21) (0,23)

(1.4,28.0)

30
15.11
17.676
9.00
(5.0,77.0)

10
5.86
2.006
6.00
(3.2.8.7)

7.0
6.00
6.0

(2.14)

17
7.3
5.08

7.0
(1.17)

30
8.2
6.15
7.5

(0,24)

2.6
0.50
3.0

(2.3)

143
10.13
7.264
8.20
(1.2, 43.6)

143
16.86
15.865
10.00

(2.5,77.0)

46
5.02
2.005
492

(0.0.8.7)

57
433
5.0

(1,14)

100
8.0
4.89

7.0
(1,25)

142
73
6.12
6.0
(0, 30)
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Baseline Disease Characteristics

e Median duration of AD: 8.78 years (range across groups: 7.54 years to 9.44 years)

e Received prior TCS/TCI treatment: 37.9% (range across groups: 28.2% to 59.6%) participants
had received prior TCS/TCI treatment. TCS group had the least and TCI had the most
proportion of participants with prior TCS/TCI treatment

e ISGA: Baseline AD was assessed as moderate in 58.3% (range across groups: 48.9% to
66.1%) and mild in 41.7% (range across groups: 33.9% to 51.1%) of the participants. Mean
ISGA score was 2.6 (range across groups: 2.5 to 2.7).

,

e Median %BSA affected was 10.0 (range across groups: 8.0 to 11.0) 6

e Median EASI total score was 8.00; (range across groups: 7.0 to 10.20)

e Median Peak Pruritis NRS (for age >12 years) score was 5.86 (range across 6{95 5.33 to

6.07)
e Median DLQI (for age >16 years) score was 8.0 (range across groups QQ 5)
e Median CDLQI (for age 4-15 years) score was 7.0 (range across @ps 6.0 to 8.5)

e Median DFI (for 2-17 years) score was 6.0 (range across groups: 4.0 to 7.5)

Within the age subgroups of 2-17 years and >18 years, baselin ase characteristics were generally
balanced across treatment groups. Q
CHMP comment U

For this procedure, results from the populati an8 years of age (and potential differences to the
adult population) are of interest. Apart fr@a&pected differences (height, weight, BMI, duration of
AD and AD history/treatments), therew no major differences in demographic and baseline
characteristics between the overaII population and paediatric subjects 2-17 years. Of note,
adult patients were underrepr in previous studies during the MAA (Staquis EPAR). Both the
adult and the paediatric po% on in the present study seem representative for EU patients and thus

collected results are consid relevant in that regard.

Proportional enroIIme@ re-defined age subgroups within the paediatric population is in line with

the agreed PIP bu? rther results were shown for the respective age- subsets in the initial

submission.;l'hi? likely due to the small sample sizes in the individual treatment groups as it

seems unli D\ t true differences in effects relative to age can be determined. Importantly, there

were no nt differences regarding efficacy or safety outcomes between the age-subsets, as
éﬁy the Applicant upon request.

CO@

Overall, only 39.2% of planned patients were enrolled, yet the maximum number of adult patients
(n=90) was reached. Since enrolment of paediatric participants is usually slower, the resulting
overrepresentation of adult patients is not surprising. However, it has to be considered, that the
actual enrolment of paediatric patients is even lower than the claimed 39.2% of planned participants.

Staquis is approved in EU for mild-moderate AD with affected BSA <40%. Across all treatment groups
paediatric patients with considerably higher affected BSA (up to 77%) are included because the study
enrolled also outside of the EU where no restriction according to BSA affected is labeled. Overall
median %BSA affected was 10.0 (range across groups: 8.0 to 11.0). The Applicant stated that one
single paediatric participant with baseline %BSA <5 was enrolled. This is considered unlikely to have
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an impact on the outcome, in particular since no change for Investigator’s Static Global Assessment
(ISGA) was reported for this patient throughout the study.

Discontinuations

e During the treatment phase, the most common reasons for discontinuation were AE and lost to
follow-up. Discontinuations for any reason were the highest in the vehicle group (20.3%).

e During the follow-up phase, the most common reasons for discontinuation were lost to follow-
up and withdrawal by participant. Discontinuations for any reason were the highest in t
crisaborole group (10.3%).

e Discontinuation due to a COVID-19 related reason was reported by 1 participant i@e TCS

group. (

e In the subgroup of 2-17 years (Table 2), discontinuations during treatm?@se were the
highest in the vehicle group (7 participants, 18.4%) and the most con%ﬁo' reason for

discontinuation was AE (5 participants, 13.2%). Discontinuations du@ follow-up phase were
the highest in the crisaborole group (3 participants, 8.1%) and tl@]ost common reason for
discontinuation was AE (2 participants, 5.4%). K

O

CHMP comment &\ 4

Overall, during the treatment phase discontinuation ra re around 10% in the active treatment
arms and higher in the vehicle arm (20%). The hi@' discontinuation rate could be due to lack of

efficacy. Q

There were no apparent differences in dis&"t}on events during the treatment phase or follow-up
phase between the overall study populati nd paediatric subjects 2-17 years, indicating that there
are likely no differences between th &iatric and the adult population in the observed (small)
sample. Unfortunately, no direct rison between adults and paediatric patients was displayed in
the dossier. 4

Q\
Efficacy results ,b\

*

Changes in th a d Analyses

Number of ipants enrolled in the study at the time of study termination was insufficient to allow
meani inference and robust statistical analyses. As a result, all the safety data were summarized
with@t 1 and Cohort 2 combined for crisaborole and vehicle groups. In addition, only descriptive
summatries for primary efficacy and secondary efficacy endpoints pre-specified prior to the database
lock were completed. Whenever possible, descriptive summaries were completed by age subgroup (2-
17 years and >18 years). No summaries were generated for tertiary/exploratory endpoints.

The following secondary endpoints, pre-specified prior to the database lock, were not summarized,
according to the Applicant:

e Change from baseline in Peak Pruritis NRS by scheduled time points (Subjects 6 to 11 Years of
Age)
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e Change from baseline in Peak Pruritis NRS by scheduled time points (observer version for
subjects <6 years of age)

e Time to >2 point improvement from baseline in Peak Pruritis NRS (subjects >12 years)
e Time to >3 point improvement from baseline in Peak Pruritis NRS (subjects >12 years)

e Time to >2 point improvement from baseline in Peak Pruritis NRS (observer version for subjects
<6 years)

e Time to >3 point improvement from baseline in Peak Pruritis NRS (observer version for subjects

<6 years) c
e Proportion of subjects with >2 point improvement from baseline in Peak Pruritis NRS@ ver

version for subjects <6 years) by scheduled time points S 6
e Proportion of subjects with >3 point improvement from baseline in Peak Prur'@RS (observer
version for subjects <6 years) by scheduled time points Q
\v
CHMP comment ’0

Due to early study termination, less than 40% of planned partici ﬁwere enrolled. The sample size
was not considered sufficient by the Applicant to perform for lmfothesis testing and no statistical
analyses were performed. Considering the limited sample sj mems logical to provide only
descriptive summaries for primary and secondary effica onints. Descriptive summaries will at
least provide some contextualization - though limited he treatment effect of crisaborole
compared to TCS and TCI. O

It is noted that the (wordings of) some of the a& mentioned secondary endpoints are not in line
with the planned endpoints listed in the st ynopsis or study report. It is still unclear why these
listed endpoints were chosen not to be e&a;d. As a result, only data from patients >12 years of age
are shown for the secondary PRO e ints. A data driven decision cannot be fully ruled out, in
particular since true blinding between/Crisaborole and active comparators is not ensured.

(U

Crisaborole vs Vehic @:ent Change in EASI Total Score from Baseline at Day 29 (End of Treatment

*
Period)
X9
Data for the N
crisaboro p than in the vehicle group.

Primary Efficacy Endpoints,

y comparison suggest greater numerical improvement in the EASI total score in the

In p@ants age 2-17 years, improvement in mean EASI total score from baseline at Day 29 was
numerfeally greater in the crisaborole group (-49.47, SE: 6.142) than in the vehicle group (-26.62, SE:
8.313; Table 7).

Within age subgroups of paediatric participants (2-6 years, 7-12 years, 12-18 years) EASI total score
was reduced from baseline to day 29 for all treatment groups and similar trends were seen across age
subgroups.
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Table 7: Descriptive Summary of Observed Value and Percent Change from Baseline in EASI
Total Score at Day 29 (Subjects 2-17 Years) (FAS, OBS)

Hyvdrocortisone

Butyrate 0.1%

Pimecrolimus

Vehicle Crisaborole 2% BID EBID 1% BID
(N=38) (N=37) (N=39) (N=30)
Cohort 1 Cohort 2 Total
(N=23) (N=14) N=37)
Analysis Summary
Visit Statistics
Baseline Observed Values
n 38 23 14 37 38
Mean (SE) 1157 (1472) 8.63(1.152)  10.90(2352)  9.49(1.137) 9.51(1.059) 9 2)
Std. Dev. 9.073 5.526 8.799 6918 6.527 983
Median 9.10 7.40 8.10 7.40 510 o 9.05
Range (2.8.43.6) (2.0.22.8) (1.6.26.0) (1.6.26.0) (1.2, 26, \ (1.4, 28.0)
(Min Max)
Day 29 Observed Values Q
n 31 18 13 29
Mean (SE) 8.14 (1.831) 4.99 (0.917) 423 (1.181) 4.67 (o ?18)0’1 74 (0. ?ﬁ4) 4.04 (0.729)
Std. Dev. 10.196 3.889 4259 3. 99? 3.928
Median 3.80 5.70 3.50 1.15 2.40
Range (0.0, 44.6) (0.0,12.9) (0.0, 14.4) 4—4) (0.0, 21.5) (0.0, 15.4)
(Min Max)
Percent Change g
from Baseline Q
n 31 18 36 29
Mean (SE) -26.62 (8.313)  44.74(7.533) -56. 2 -49.47 (6 142)  -75.50(5.051)  -60.08 (5.919)
Std. Dev. 46.283 31.960 37. 66 34.195 30.305 31.877
Median -36.26 -48 381 -67.29 -50.00 -89.38 -68.97
Range (-100.0, 81.8) (-100.0. 19. (-100.0, 27.3) (-100.0, 27.3) (-100.0. 15.6) (-100.0. 26.4)
(M1, Max)

mean EASI total score from baseline at Day 29 was
(-57.14, SE: 11.091) than in the vehicle group (-44.67

In participants age >18 years, improve
numerically greater in the crisaborol é
SE: 11.949).

Hence, the effect of the treat QQ ;risaborole vs vehicle) is of higher magnitude in participants age 2-
17 years compared to part\lcl%s age =18 years

Percent Change iﬁ&@TOtal Score from Baseline to Scheduled Timepoints During Treatment Period
(Except Day 29)

Secondary Endpoints:

Improve m baseline in mean EASI total score was numerically greater in crisaborole, TCS, and
TCI gr an in vehicle group at all timepoints exclusive of Day 29.
In both, subgroups, participants age 2-17 years (Table 8), and participants age >18 years,

improvement from baseline in mean EASI total score was numerically greater in crisaborole, TCS, and
TCI groups than in vehicle group at all timepoints exclusive of Day 29.
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Table 8: Descriptive Summary of Observed Value and Percent Change from Baseline in EASI

Total Score by Age Group (2-17 Years) (FAS, OBS)

Vehicle Crisaborole 2% BID
(N=38) (N=3T)
Analysis Cohortl Cohorr2 Total
Visit Summary Statistics (N=13) (N=14) (N=3T)
Baseline Observed Values
n 38 23 14 37
Mean (SE) 11.57 (1472)  8.63(1.152) 10.90(2352) 949 (1.137)
Std. Dev. 0073 5.526 8792 6.918
Median 9.10 740 8.10 740
Range (Min Max) (2.8.43.6) (2.0,22.8) (1.6,26.0) (1.6,26.0)
Day 8 Observed Values
n 37 19 14 33
Mean (SE) 9.81(1.613) 7.86(1.249) 8.03 (3.278) 7.93 (1.535)
Std. Dev. 0811 5442 12265 8.820
Median 6.00 6.50 4.65 5.60
Range (Min Max) (0.4, 43.6) (1.2,228) (0.4, 47.6) (0.4,47.6)
Percent Change from Baseline
n 37 19 14
Mean (SE) -17.88 (6.034) -18.57 (6.259) -37.94(13.455) -26. ?9 (6 83
Std. Dev. 36.705 27.283 50.345 39 2
Median -20.00 -11.57 -58.43
Range (Min Max) (-86.5.1324) (-793.28.6) (-88.2.106.1) @ .106.1)
Day 15 Observed Values
n 33 19 33
Mean (SE) 8.82 (1.681) 6.02(1.011) 6.76 (1.453)
Std. Dev. 0.655 4.407 8.345
Median 440 4.60 A 410
Range (Min.Max) (1.2,43.6) (1.1,6 (0.2,41.8) (0.2,41.8)
Percent Change from Baseline
n 33 9 14 33
Mean (SE) -25.77 (6.2%0_61 (5.939) 4502 (12.664) -36.72(6.376)
Std. Dev. 35.65 25.886 47.385 36.625
Median -2 -36.84 -50.74 -37.84
Range (Min.Max) . §8)  (-82.2.133)  (963.81.0) (-96.3.81.0)
Day 22 Observed Values 6
n O 32 18 13 31
Mean (SE) ﬁ 8.08 (1.871) 5.60(0.018)  4.85(1.588) 5.34 (0.840)
Std. Dev. Q 10.585 3893 5727 4678
Median \ 410 5.50 3.00 3.60
Range (Mu% (0.0,43.6) (04.13.6) (0.4,203) (04,20.3)
from Baseline
32 18 13 31
QSE) -25.07 (8.720) -30.95(7.018) -49.83 (9.530) -38.87(5.859)
\ 49326 20773 34361 32.624
-22.32 -31.33 -54.55 -36.84
@ R;mge (Min Max) (-100.0, 106.5)  (-80.0.25.9)  (963.-28) (-963.259)
Day 2 Observed Values
n 31 18 13 31
Mean (SE) 8.14(1.831) 400(0017) 423(1181) 467 (0.718)
Std. Dev. 10.196 3.880 4250 3.007
Median 3.80 5.70 350 410
Range (Min Max) (0.0, 44.6) (0.0, 12.9) (0.0,14.4) (0.0,14.4)
Percent Change from Baseline
n 31 18 13 31
Mean (SE) -26.62 (8.313) -44.74 (7.533) -56.02(10.363) -49.47(6.142)
Std. Dev. 46.283 31.960 37.366 34.195
Median -36.26 -45.81 -67.29 -50.00
Range (Min.Max) (-100.0. 81.8) (-100.0.194) (-100.0.27.3) (-100.0,27.3)

Hydrocortisone
Butyrate 0.1% BID

(N=39)

38
951 (1.059)
6.527
8.10
(1.2.26.0)

Pimecrolimus
1% BID
(N=30)

30
.80 (1.002)
5.083
0.05

(1.203.0)

5.01 (o 7849 %ﬁ?? (0.901)
4502 \ 4850

..
)

-45.50 (4.802)
28.103
4825

(-100.0,7.0)

37
405 (0.792)
4816
240
(0.0.21.2)

37
-58.96 (5.362)
32617
6444
(-100.0,0.0)

35
338 (0.808)
4781

2.00
(0.0.19.6)

35
-69.00 (5.329)
31528
-76.19
(-100.0, 30.6)

36
274 (0.754)
451
115
(0.0.21.5)

36
7550 (5.051)

30.305
-89.38
(-100.0. 15.6)

5.60
(0.4,21.6)

29
3420 (4.823)
25072
2653

(:90.0, 15.1)

30
6.17 (1.056)
5.781
475
(0.0. 26.0)

30
4275 (5.816)
31.854
4116
(-100.0.23.1)

2%
416 (0.748)
3814

250
(0.0.13.9)

2%
-59.86 (4.871)
24835
6024
(-100.0, -15.4)

20
4.04 (0.729)
3.028
240
0.0.154)

20
~60.08 (5.919)

31.877
6897
(-100.0.26.4)
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Percent Change in EASI Total Score from Day 29 to Day 43 (Follow-Up Period)

Because of the inherent variability associated with the small sample size, inferences cannot be drawn
from the descriptive summaries. Furthermore, at the Day 43 visit; data were missing from more than
half the participants at the Day 43 visit than at the Day 29 visit.

Table 9: Descriptive Summary of Observed Value and Percent Change from Day 29 to Day 43
in EASI Total Score (Subjects 2-17 Years) (FAS, OBS)

Hydrocortisone
Butyrate 0.1%  Pimecrolimus
Vehicle Crisaborole 2% BID BID 1% BID
(N=38) (N=3T) (N=39) (N=30)
Cohort 1 Cohort 2 Total
(N=13) N=14) (N=3T)
Analysis Summary
Visit Statistics 6
Day29  Observed Values (\
n 31 18 13 31 29
Mean (SE) 8.14(1.831) 4.90(0.917) 423 (1.181) 4.67(0.718) 274 (0 754 404
Std. Dev. 10.196 3.889 4259 3.997 4522 %
Median 380 5.70 350 410 1.15
Range (0.0, 44.6) (0.0, 12.9) (0.0, 14.4) (0.0, 14.4) (0.0, 21. 3) 1
(Min Max)
Day 43 Observed Values
n 12 10 9 ﬁ
Mean (SE) 5.35(1.714) 4.97(1.203) 5.31(2.161) 5.13 {1 169) @ A441) 5.16 {1 313)
Std. Dev. 5.938 3.803 6.484 5.004 5.570
Median 270 475 320 3.50 Q 335
Range (0.0, 19.0) (0.6,11.2) (0.4.21.9) (04, (0.0, 23 6) (0.0,22.0)
(Min Max)
Percent Change \O
from Day 29
o 11 8 8 O 14 15
Mean (SE) 4522 (44.575)  56.00 (40.913) 23 133_62 10941 56.15 (30.717)
(11330 (63.400) (31.750)
Std. Dev. 147.838 115.719 321.043 253.995 118.799 118.965
Median 0.00 17.48 &)19_5? 4253 10740 209
Range (-57.1,466.7y  (-16.7. $ 6.7.900.0)  (-66.7.900.0)  (-50.0,300.0) (-59.4.3333)
(Min.Max) i
CHMP comment

The column displaying agrcent changes from day 29 seems incorrect or is not sufficiently

explained.
N

Achievemen \Success in ISGA at Scheduled Timepoints During Treatment Period

In bot @roups, participants age 2-17 years, and participants age >18 years, proportion of

part s who achieved success in ISGA was numerically greater in crisaborole, TCS, and TCI groups
than in“vehicle group at most timepoints. A descriptive summary of proportion of participants age 2-17
years who achieved success in ISGA (score of Clear or Almost Clear, with >2 grade improvement from
baseline) is presented in Table 10.
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Table 10: Achievement of 'Clear' or 'Almost Clear' with =2 Grade Improvement from
Baseline in ISGA over Time (Subjects 2-17 Years) (FAS, NR)

Hydrocortisone
Butyrate 0.1%  Pimecrolimus 1%

Vehicle Crisaborole 2% BID BID BID
(N=38) (N=37) (N=39) (N=30)
Cohort 1 Cohort 2 Total
(N=13) (N=14) (N=37)
Analysis Summary
Visit Statistics
Day 8 N* 38 23 14 37 39 30
n (%) 00002 (003.3) 00000 (000.0) 00000 (000.0) 00000 (000.0) 00002 (005.1) 00000 (000.0)
Day 15 N* 38 23 14 37 30 30
n (%) 00001 (002.6) 00001 (004.3) 00002 (014.3) 00003 (008.1) 00008 (020.5) 00002 (OE@
Day 22 N* 38 23 14 37
n (%) 00002 (003.3) 00001 (004.3) 00001 (007.1) 00002 (005.4) 00011 (028 2) @ .7y
Day 29 N* 38 23 14 37
n (%) 00002 (005.3) 00003 (013.0) 00002 (014.3) 00005 (013.5) 000"0 ( 51 007 (023.3)

Achievement of ISGA Score of Clear or Almost Clear at Scheduled Timepoints&nq Treatment Period

In both subgroups, participants age 2-17 years, and participants age >1 rs, proportion of
participants who achieved ISGA score of Clear or AlImost Clear was n@erically greater in crisaborole,
TCS, and TCI groups than in vehicle group at most timepoints. @

EASI75 (=75% Improvement from Baseline) Achieved at Sc%\ 2d Timepoints During Treatment
Period

The proportion of participants who achieved EASI75 2%% improvement from baseline) were
numerically greater in crisaborole, TCS, and TCI& than in vehicle group at all timepoints.

Time to EASI75 Crisaborole vs Vehicle

The Kaplan-Meier analysis to estimate t st to first EASI75 suggested that the time to response
was faster in the crisaborole group t e vehicle group. As per the KM analysis, median time to
first achieve EASI75 was 43.0 day t& crisaborole group and not evaluable in the vehicle group.
Despite small sample sizes, san{ ds were seen across all age subgroups.

Time to EASI75 Crisaborole @ctive Control

The differences in the r of evaluable participants at the study visits in each treatment group
may negatively impdct\fie groups with the smaller number of participants, therefore any trends
observed in tl'les(sj\ Il populations may not be reliable.

As per the lysis, median time to first achieve EASI75 was 36.0 days and 23.0 days in
crisabqro ort 1 and TCS group, respectively; and 43.0 days and 32.0 days in crisaborole cohort 2
and oup, respectively. Within age subgroups, no clear trends could be observed and plots for

crisaborole cohorts and active control groups overlapped.

Change in %BSA from Baseline to Scheduled Timepoints During Treatment Period

In participants age 2-17 years, improvement from baseline in mean %BSA was numerically greater in
the crisaborole, TCS, and TCI groups than in vehicle group at most timepoints.

In participants age >18 years, improvement from baseline in mean %BSA appears to be numerically
greater in the crisaborole, TCS, and TCI groups than in vehicle group at most timepoints.

Change from Baseline in Peak Pruritus NRS by Scheduled Time Points (Subjects >12 Years of Age)
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Numerical change from baseline in weekly average mean Peak Pruritis NRS score appears to be greater
in crisaborole, TCS, and TCI groups than in vehicle at most timepoints.

Achievement of >2 Point Improvement from Baseline in Peak Pruritus NRS (Subjects >12 years)

Proportions of participants with >2 point improvement in weekly average mean Peak Pruritis NRS score
from baseline to Day 8, 15, 22, and 29 appear consistently greater only in TCS group compared to
other treatment groups (Table 11).

Table 11: Achievement of =2 Point Improvement from Baseline in Weekly Average Peak
Pruritus NRS (Subjects =12 Years) over Time (FAS, NR)
Hydrocortisone g
Butyrate 0.1% Pi

s 1%
Vehicle Crisaborole 2% BID BID “@D
(N=31) (N-32) N=12) o 6 N=126)
Cohort1 Cohort 2 Total \
(N=22) (N=10) (N=32) :

Analysis Summary

Visit Statistics
Dav g N* 31 22 10 32 &( 26
1 (%) i(em 5(22.1 2(200) 7(21.9) 0 50.0) 1(38)

Day 15 N+ 31 2 10 32 42 26
n (%) 9(29.0) 5(22.7) 3(300) 8 (230) 31(738) 7(26.9)
Day 22 N+ 31 2 10 4 26
n (%) 0 (29.0) 5(227) 2(20.0) qug) 32(762) 0(346)
Day 29 N+ 31 2 32 4 26

10
(%) 10(32.3) 7(31.8) Z(A@ 9(28.1) 32(762) 9(346)

Achievement of >3 Point Improvement from Baseli_n@ Peak Pruritus NRS (Subjects >12 years)

Proportions of participants with >3 point improvement in weekly average mean Peak Pruritis NRS score
from baseline to Day 8, 15, 22, and 29 ap[€aj onsistently greater only in TCS group compared to
other treatment groups (Table 12). 0

Table 12: Achievement of =3 P&“provement from Baseline in Weekly Average Peak
Pruritus NRS (Subjects =12 Q ) over Time (FAS, NR)

Hydrocortisone
Burtyrate 0.1%  Pimecrolimus 1%
\ﬂc]e Crisaborole 2% BID BID BID
/b;=29) (N-29) N=40) (v-26)
Cohort 1 Cohort 2 Total
(N=19) N=10) (N=29)

.
Analysis Suqm.!‘jr\
Visit S riv'\
Day 8 20 19 10 20 40 (¥
: 2(69) 0 1¢10.0) 1(34 11(275) 1]
®

Da}-‘@ N
1 (%) 5(172) 3(158) 2(20.0) 5(17.2) 21(5235) 3(115)

[

29 19 10 29 40 26

Day 22 N 20 19 10 20 40 26
1 (%) 4(138) 40211 0 4(138) 25(625) 4(154)

Day 20 N= 20 10 10 20 40 26
(%) 6(20.7) 5(26.3) 1(10.0) 6(20.7) 24(60.0) 6(23.1)

Other Peak Pruritis-NRS Endpoints

As specified in the final SAP (Version 3, dated 10 November 2020), analyses for the remaining
endpoints for Peak Pruritis NRS were not conducted because of small sample size.
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Change from Baseline in DLQI and CDLQI Scores and DFI Score Completed by Parent/Caregiver by
Scheduled Time Points

DLQI was administered to participants >16 years of age, a subset of FAS. CDLQI was administered to
participants 4-15 years of age, a subset of FAS. DFI was administered to participants in the age
subgroup of 2-17 years. Numerical change from baseline in DLQI, CDLQI and DFI scores appears to be
greater in crisaborole, TCS, and TCI groups than in vehicle at most timepoints.

CHMP comment

It is acknowledged that - despite limited sample size — data for the primary comparison (cri le

vs vehicle, Percent Change in EASI Total Score from Baseline at Day 29) suggest greate% rical
*

improvement in the crisaborole group than in the vehicle group. \

It is acknowledged that group sizes are small already and that further subgroup a@sment might
not make sense in all cases. Upon request, the Applicant provided paediatri bgroup data,
which show that EASI reduced from baseline to day 29 for all treatment gr %inend similar trends
were seen across age subgroups. While time to achieve EASI75 was fas &he crisaborole group
than in the vehicle group across all age subgroups, no clear trends couldse observed within age
subgroups comparing crisaborole vs active controls. It is noted t e effect of the treatment
(crisaborole vs vehicle) is numerically larger in participants ag r@years, at the same time
compliance in paediatric patients in the crisaborole group w, @r compared to adults.

TCI and TCS show numerically larger effects comparexgisaborole in most analysed secondary
endpoint observations/timepoints. TCS appears to be superior to other treatments, while TCI seems
to be similarly or slightly more effective than c@le.

Overall, the efficacy results confirm the beri:i effect of crisaborole compared to vehicle in the
paediatric target population and suggest @ potency compared to the well-established TCI and
TCS alternatives. o A

0\/
Safety results (

Cohort 1 and 2 were cq \ed for crisaborole and vehicle groups for all safety summaries.

N

CHMP comment/

Safet r&es are presented with combined data for crisaborole and vehicle groups from cohort 1
an is acceptable since no differential safety outcomes are expected between the cohorts,
baséline and disease characteristics are sufficiently similar between the groups. Data grouped by age
within the paediatric population showed - as expected due to small sample sizes - high variability but
also no apparent differences within age subgroups.

Adverse Events

e The proportion of participants who experienced all-causality TEAEs ranged from 16.9 % to
51.1% across treatment groups.
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e No participants reported an SAE in any treatment group and 1 adult participant in the
crisaborole group reported a severe TEAE.

e 3 paediatric participants, all in the crisaborole treatment group, discontinued from the study
due to AEs (Table 13).

e 6 participants (5 paediatric) in the vehicle treatment group and 2 participants (1 paediatric) in
the TCI treatment group discontinued study drug due to AEs, but remained in the study.

e Low TEAE and discontinuation rates were observed in both age sub-groups (2-17 years and >
18 years) of crisaborole-treated participants.

Table 13: Treatment-Emergent Adverse Events (All Causalities) - Overall (Sub]ects 6
Years) (SAF)

Hydrocortizone

Crizaborole 2% Butyrate 0.1% Pimev_:réﬂs\

Vehicle BID BID 1%
Number (%) of Subjects o (%) n (%) o (%)
Mumber of Subjects Evaluable for AF= 00038 (000.0) 00037 (D000 00039 (EEU@HBE (000.0)
Mumber of adverse events 00024 (000.0) | 00028 (000.0) 00002 @} 00020 (000.0)
Subjects with adverse events 00013 (034.2) 00016 (043.2) OO (0I5.4) | 00017 (D56.7)
Subjects with senous adverse events 00000 (0000} | 00000 (000.0) (000.0) | 00000 (000.0)
Subjects with severe adverse events 00000 (D00.0) | 00000 (0000 0 (000.0) 00000 (000.0)
Subjects discontinued from study due to adverse 00000 (00007 0DD03 (0D0S. 0000 (000.0) 00000 (000.0)
avents (a)
Subjects discontinued study dmg due to AE and 00005 (013.2) | 00ODO ] 00000 (000.0) 00001 (0D3.3)
contmue study (b)
Subjects with dose reduced or temporary 00002 (05.3) CN 00.00 00000 (000.0) 00000 (000.0)
discontimuation due to adverse events O

Most of the TEAEs reported were mild in the cris@ole TCS and TCI groups; 20 out of 25 AEs, 10 out
of 12 AEs, and 16 out of 24 AEs classified a M in the crisaborole, TCS, and TCI groups, respectively.
A severe TEAE (PT: headache) was repc@(w 1 adult participant in the crisaborole group.

O

Adverse Events by SOC O

The most frequently rep rte@Cs (5% of participants in any treatment group) were: General
Disorders and Administ xn Site Conditions, Skin and Subcutaneous Tissues Disorders, Infections and
Infestations, and Ne ;&Ystem Disorders.

General Dlsorge &dministration Site Conditions SOC TEAEs were reported with frequencies
across the t t groups ranging from 2 participants (reported in the TCS group; 2.8%) to 10
participa &orted in the crisaborole group; 17.2%); reports in the crisaborole group were more
freque art|C|pants age 2-17 years. Application site pain, reported in 13.8% of participants treated
with @gisaborole, was reported more frequently in participants age 2-17 years (6 participants, 16.2%;
Table 14) than in participants age >18 years (2 participants, 9.5%); no other application site-related
AEs were reported in >5% of participants in the crisaborole group for either age subgroup.

Skin and subcutaneous tissue disorders SOC TEAEs were reported by 18.6% and 19.1% of participants
in the vehicle and TCI groups, respectively, and 13.8% and 5.6% of participants in the crisaborole and
TCS group, respectively; dermatitis atopic PT was the most frequently reported PT in the vehicle and
TCI groups. All participants reporting dermatitis atopic in the vehicle group and in the TCS group were
age 2-17 years (vehicle: 7 participants, 18.4%; TCS: 2 participants, 5.1%; Table 14); in each of the
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other treatment groups the incidence of dermatitis atopic was similar between participants in both age
subgroups.

Table 14: Treatment-Emergent Adverse Events Occurring in =5% of Subjects by System
Organ Class and Preferred Term (All Causalities) - Overall (Subjects 2-17 Years) (SAF)

Crizaborole 2% Hydrocortizone Pimecrolimu: 1%
Vehicle BID Butyrate 0.1% BID EID
Number of Subjects Evaluable for AF: (N=38) (N=3T) (N=39) (N=30)
Number (%3) of Subjects:
by SYSTEM ORGAN CLASS
and Preferred Term o (%) n (%) n (%) n (%)
With Any Adverse Event 13(342) 16(43.2) 6(154) 17(56.T)
GENERAL DISORDERS AND ADMINISTRATION SITE 4(105) 6(16.2) (5D 1(33)
CONDITIONS
Application site pain 1{26) 6{162) 0 o
Pyrexia 2(33) 0 2(5D 1033 @
INFECTIONS AND INFESTATIONS I 3(133) 25D 90300 *
Nasopharyngitis 2(53) 1027 0 1¢33) \
Rhinific 0 2(54) 1026 3(10.0)
Viral upper respiratory tract infection ] 1(27 ] 2( 8T
NERVOUS SYSTEM DISORDERS 0 {54 0 1(3.3)
Headache 0 2054 0 1¢33)
RESPIRATORY, THORACIC AND MEDIASTINAL 2(53) 2({ 54 ] 1(3.3)
DISORDERS
Cough 1(286) 2549 0 1033
SKIN AND SUBCUTANEOUS TISSUE DISORDERS 10(26.3) 6{162) 3(77 620,00
Dermatitis atopic 7(184) 2054 2050 sC 16.7)0
Eczema 0 2(54) 0 10,3.3)

Infections and infestations SOC TEAEs were observed most freque@,in the crisaborole and TCI
groups. The majority of events were common or childhood illne here were two infections involving
the skin; a PT of Skin infection was reported in TCS group a PT of Furuncle was reported in
crisaborole group. \

Headache PT was the most frequently reported Ner@ System Disorders SOC TEAE. All incidences of
headache PT were assessed as not related to stu@- atment.

TEAEs potentially attributable to systemic l&ginhibition (GI Disorders SOC) occurred infrequently;
these TEAEs occurred with similar incide ross the 4 treatment groups and were assessed as not
related to the study treatment. No otb AEs potentially associated with systemic PDE-4 inhibition
(eg, insomnia, anxiety, suicide idea& serious infections, malignancy) were observed.

Local Tolerability \ 2

The incidence of all- ity TEAEs in the treatment area was lowest in the TCS (active comparator)
treatment group ) and the incidence was similar across all other treatment groups (20.3%,
22.4% and 17. r vehicle, crisaborole, and TCI groups, respectively) (Table 15).

Z,
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Table 15: Treatment-Emergent Adverse Events (All Causalities) - Treatment Area (SAF)

Vehicle Crisaborole Hydrocortisone Pimecrolimus 1%
195 BID Butyrate 0.1% BID EID
Number (%0) of Subjects n (%) n (%) n (%) n (%)
MNumber of Subjects Evaluable for 39 58 71 47
AEs
Number of adverse events 13 17 2 11
Subjects with adverse events 12 (20.3) 13(22.4) 2{2.8) 8(17.0)
Subjects with serions adverse 0 0 0 0
events
Subjects with severe adverse 0 0 0 0 @
events . 6
Subjects dizcontinued from study 0 234 0 0 (\
due to adverze events (a)
Subjects discontinued study dug 6 (10.2) 0 0 <
due to AE and continue study (b) &
Subjects with dose reduced or 2(3.4) 1(1L.h 0

temporary discontinnation due to

adverse events

>

In the treatment area, application and instillation site reactions w xperienced most frequently in

the crisaborole treatment group (9 participants, 15.5%) and ob

Dermatitis and eczema were reported most frequently in th
16.9%; Table 17).

Table 16. Summary of Application Site Reac

ed in all age subgroups (Table 16).

ictfe treatment group (10 participants,

\O

t@s by Treatment and Age Groups

%borol Hydrocortisone
Velﬂq‘ e Butyrate Pimecrolimus
Age High Level Term s ' 2% BID 0.1% BID 1% BID
Group Preferred Term R n (%) n (%) n (%)
2-6 N A N\14 15 16 11
Years |Application and instillation\,* 2 4 (26.7) 0 0
site reactions 6 (14.3)
Application site pale | 1 (7.1) | 4 (26.7) 0 0
Application sitélpriiritus | 1 (7.1) 0 0 0
7-11 N\, © 12 10 10 8
Years | Application instillation 0 1 (10.0) 0 0
site reactjghs
Applieation site pain 0 1 (10.0) 0 0
12-17 +« L, N 12 12 13 11
Years | Applidation and instillation 0 1(8.3) 0 0
i actions
_JApplication site pain 0 1(8.3) 0 0
%\. Application site pruritis 0 1 (8.3) 0 0
=18 N 21 21 32 17
Years |Application and instillation 0 3 (14.3) 0 2 (11.8)
site reactions
Application site 0 0 0 1(5.9)
discharge
Application site 0 0 0 1(5.9)
erythema
Application site 0 1 (4.8) 0 0
exfoliation
Application site pain 0 2 (9.5) 0 2 (11.8)
Application site pruritus 0 0 0 1(5.9)
Application site swelling 0 0 0 1(5.9)
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Table 16. Summary of Application Site Reactions by Treatment and Age Groups

Crisaborol |Hydrocortisone
Vehicl e Butyrate Pimecrolimus
Age High Level Term e 2% BID 0.1% BID 1% BID
Group Preferred Term n (%) n (%) n (%) n (%)

Table 17: Incidence and Severity of Treatment-Emergent Adverse Events by System Organ
Class, High Level Term and Preferred Term (All Causalities) - Treatment Area (SAF)

Vehicle Crizaborele 2% BID
Number of Subject: Evaluable for AE: N=20) (IN=£8)
Severity(a) Mild Mod. Ser, Total Mild Mod. Sev,
Number (%3) of Subjects:
by SYSTEM ORGAN CLASS
High Level Term *
and Preferred Term n (%) o (%) n (%) n (%) n (%) n (%) 0 n (%)
With Anv Adverse Event 00004 (D06.8) 00008 (013.6) 00000 (DOO.0) OO0012 (020.3) 00009 (015.5) 00004 (006.90 (000.0y 00013 (022.4)
GENERAL DISORDERS AND ADMINISTRATION 00001 (01.7) 00001 (0O1.7) 00000 (D00.0) 00002 O034) 00007 (012.1) 00002 D3 00000 (000.0) 00005 (015.5)
SITE CONDITIONS
Application and mstllation site reactions 00001 (001.7) 00001 (001.7) 00000 (D00.0) 00002 (VO3.4) 00007 (012.1) b, 4y 00000 (000.0) 00008 (015.5)
Application site discharze 00000 (000.0) 00000 (000.0) 00000 (D00.0) 00000 (0OO.O) OODOD (0OO0.0) 0 (000,03 00000 (D0O.0) 00000 (D00.0)
Application site erythema 00000 (000.0) 00000 (000.0) 00000 (000.0) 000O0 (000.0) 0DOOO (0O (000.0) 00000 (000.0) 00000 (000.0)
Application site exfoliation 00000 (000.0) 00000 (000.0) 00000 (D00.0) 00000 (000.0) OQO001 (DO, 0000 (00003 00000 (000.0) 00001 (001.7)
Application site pam 00001 (001.7) | 00000 (000.0) 00000 (D00.0) 00001 (OLT) O00GS (010. 00002 (003.4) 00000 (000.0) 00008 (013.8)
Application site pruritus 00000 (D00.0) 00001 (0O1.7) 00000 (D00.0) 00001 @OLT) oofMg (000.0) 00001 (D01.7) | 0DOOO (DOO.0) 00001 (0OL.T)
Application site swelling 00000 (000.0) 00000 (000.0) 00000 (D00.0) 000D (000.0) 000.0) 00000 (000.03 00000 (0D0.0) 00000 (000.0)

SKEIN AND SUBCUTANEOUS TISSUE DISORDERS 00003 (005.1) | 00008 (013.6) 00000 (D00.0) 00011 (01§
Dermatitis and eczema 00002 (003.4) 00008 (013.6) 00000 (D0O.0) OO0OLOD (0X

D (003.4) 00004 (0069) 00000 (D00.0) 00006 (010.3)
00002 (003.4) 00004 (0069) 00000 (D00.0) 00006 (010.3)

Dermatitic atopic 00002 (003.4) 00005 (008.5) 00000 (D0O.) 000 B0001 (001.7) 00003 (D0S2) 00DOD (000.0) 00004 (006.9)
Dermatitic contact 00000 (000.0) 00002 (D03.4) 00000 (000.0) on@‘u 00000 (000.0) 00000 (DDO.0) 00000 (000.0) 00000 (D0O.0)
Eczema 00000 (000.0) 00000 (D00.0) 00000 (00Q.0) 00.0) 00002 (D03.4) 00001 (0OL.7) (00000 (000.0) 00003 (0052)
Skin ivitation 00000 (000.0) 00001 (D0L7) 00000 (ONG @©OL7) 00000 (000.0) O00DOD (000.0) 00000 (DDO.0) 00000 (000.0)
Telanzisctasia and related conditions 00000 (000.0) 00000 (DDO.0) 00000 (000.0) NODODO (000.0) 00000 (000.0) 00000 (D00.0) 00000 (D0O.0) 00000 (000.0)
Telangisctasia 00000 (000.0) 00000 (D0O.0) g"fhgo.0) 00000 (000.0) 00000 (000.0) 00000 (D00.0) 00000 (D0O.0) 00000 (000.0)
Urticarias 00001 (DOL7) 00000 (000.0) M\(000.0) 00001 OLT) 00000 (000.0) 00000 (DOD.0) 00000 (D0O.0) 0ODOO (000.0)
Unticaria 00001 (DOL.7) 00000 (000.0) Mg (000.0) 00001 (UOLT) 00000 (0OO.0) 000D (DOO.0) 00000 (DDO.0) 00DOO (000.0)

Total preferred term events 00004 (000.0) mws% 00000 (000.0) 00013 (000.0) 00010 (000.0) 00007 (000.0) 00000 (000.0) 00017 (000.0)

Adverse Events — Treatment Relate 6

Investigator-reported treatmentireldted TEAEs were reported most frequently in the crisaborole group.
Most treatment-related TEA re mild. No severe or serious treatment-related TEAEs were reported
by any participants (TabNB).

&
<
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Table 18: Treatment-Emergent Adverse Events (Treatment Related) - Overall (SAF)

Vehicle Crisaborole 2% Hvdrocortisone Pimecrolimus

EID Butyrate 0.1% BID 1% BID
Number (%) of Subjects: n (%0) n (%) n (%) n (%)
Number of Subjects Evaluable for AEs 39 58 71 47
MNumber of adverse events 11 15 1 g
Subjects with adverse events 0(15.3) 11(19.07 1(1.4) 4 {8.5)
Subjects with serious adverse events 0 1] 0 0
Subjects with zevere adverze events 0 0 0 0 6
Subjects discontinued from study due to 0 2(3.4) 0 @
adverse events (a) . 6
Subjects discontinued study drug due to 3 (8.5) 0 0 1 \
AFE and continue study (b)
Subjects with dose reduced or temporary 2 (3.4) 1(1.7) 0
discontinuation due to adverse events K

The SOCs with the highest incidence of (>5% in any treatment group) tr Qt related TEAEs were
general disorders and administration site conditions, and skin and su Qﬁous tissue disorders.
Application site pain, the most frequently reported treatment-relat %& PT, was reported in 1
participant (1.7%) in the vehicle group, 8 participants (13.8%) crisaborole group, 0 participants
in the TCS group, and 2 participants (4.3%) in the TCI grou %atms atopic PT was reported in the
vehicle group (4 participants, 6.8%) and the crlsaborolx 2 participants, 3.4%)(Table 19).

Table 19: Treatment-Emergent Adverse Event ring in =25% of Subjects by System
Organ Class and Preferred Term (Treatment{\ ed) - Overall (SAF)

Number of Subjects Evaluable for AEs  Vehicle u ahoru]e 1% Hydrocortisone Pimecrolimus 1%
[’\=-9} Butyrate 0.1% BID BID

; —«s; (N=T1) (N=4T)
Number (%) of Subjects: 6 n (%) n (%) n (%)

by SYSTEM ORGAN CLASS

and Preferred Term ;O

With Any Adverse Event Q 9(15.3) 11(19.0) 1(1.4) 4(8.5)
GENERAL DISORDERS@ 2(34) 9(155) 0 2(43)
mmrsmnm
CONDITIONS

Applicati 1(1.7) 8(138) 0 2(4.3)
SKIN AL’D "IANEOL'S TISSUE 8(13.6) 4(6.9) 1(1.4) 0

DISO
1 15 atopic 4(68) 2(34 0 0

Local Tolerability — Treatment Related

Of the total treatment-related TEAEs, most treatment-related TEAEs were reported in the treatment
area; however, none of the treatment-related TEAEs reported in the treatment area were determined
to be severe or serious. Application site pain and dermatitis atopic were the most frequently reported
treatment related TEAE PTs in the treatment area among all treatment groups. There were few
discontinuations due to treatment-related TEAEs experienced in the treatment area (Table 20).
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Table 20: Treatment-Emergent Adverse Events (Treatment Related) - Treatment Area (SAF)

Vehicle Crisaborole 2% Hvdrocortsone  Pimecrolimus
BID Buryrate 0.1% 1% BID
EID
Number (%) of Subjects: %) m {%0) n (%) n (%)
Number of Subjects Evaluable for AE= 39 58 Tl 47
Number of adverse events 10 14 1 3
Subjects with adverse events 9(15.3) 11 (19.0) 1(1.4) 243
Subjects with serions adverze events 0 1] 0 0
Subjects with severe adverse events ] 0 0 0
Subjects dizcontinued from study doe to 0 2{(3.4) 0 0
adverse events (a) \6
Subjects discontinued study drug due to AE and 5 (3.5) 1] 0
continue study (b)
Subjects with dose reduced or temporary 2(34) 1(1.7) 0 Q
discontinuation due to adverse events

.Q

CHMP comment

In subjects age 2-17 years, the numbers of subjects with any TE &ere highest in the TCI treatment
group, followed by crisaborole, vehicle and TCS groups. None reported TEAE were serious or
severe. Application site pain was the most frequently repor; %E in the crisaborole treatment
group; the incidence was higher in participants age 2-17 (6 participants, 16.2%) than in
participants age >18 years (2 participants, 9.5%).

The most frequently reported treatment-related were application site pain and dermatitis
atopic. Treatment-related Dermatitis atopic wa@orted in the vehicle group (4 participants, 6.8%)
and the crisaborole group (2 participantsé%), but not in the active control groups, which could be
a reflection of inferior efficacy. No paedigtsig’data are shown for treatment-related TEAE.

Overall, treatment related TEAE in reatment area were most frequent in the crisaborole group,
followed by vehicle, TCI and Tups. Paediatric data were provided for local tolerability upon
request. In the treatment areanapplication and instillation site reactions were observed in all age
subgroups with highest, fre cy in the crisaborole group for the age subgroup of 2-6 years (26.7%;
vs 10% for 7-11 yeargnb? % for 12-17 years and 14.3% for 218 years).

’\Q
Discontinuaté' ’§G.\le to Adverse Events
The incid permanent discontinuation from the study and/or study intervention due to any TEAE

was |owNi e study. Three paediatric participants, all in the Crisaborole 2% BID treatment group,
discontinued from the study due to TEAEs (Table 2, Table 13). Participant discontinuation was due to
skin and subcutaneous tissue disorders (2 participants; PTs: dermatitis atopic, mechanical urticaria)
and general disorders and administration site conditions (1 participant; PT: application site pain) SOCs.
The TEAEs of application site pain and dermatitis atopic were determined to be treatment-related.

Six participants (5 paediatric) in the vehicle group and 2 participants (1 paediatric) in the TCI group
permanently discontinued from the study intervention due to TEAEs, but remained in the study (Table
13). Participant discontinuation was due to skin and subcutaneous tissue disorders (7 participants) and
general disorders and administration site conditions (1 participant) SOCs.
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Four participants experienced dose reductions or temporary discontinuations from the study
intervention due to TEAEs (Table 13); 2 paediatric participants in the vehicle group and 1 adult
participant each in the crisaborole and TCS treatment groups.

CHMP comment

The overall rate of permanent discontinuation from the study due to any TEAE was low. All three

discontinuations were reported in the crisaborole group in the paediatric population.

Without regard to baseline abnormality, there was no meaningful difference between t@%tment
groups in the number of participants with a laboratory abnormality.

Clinical Laboratory Evaluation

The most frequently occurring abnormalities across treatment groups (occurri le% of
participants in all treatment groups) were increased eosinophils/leukocytes qiﬂd eosinophils
(103/mm3). The proportion of participants with these abnormalities was ically highest in the TCI
and vehicle groups.

Incidences of laboratory test abnormalities were highest in par‘tic';@w aged 2-17 years (Table 21):

Laboratory abnormalities in eosinophils (103/mm3): >30% o Q pants 2-17 years in all treatment
groups had abnormalities compared to only 1 part|C|pant ars each the TCS (3.4%) and TCI
(6.3%) treatment groups having abnormalities.

treatment group had abnormalities compared to icipants >18 years where incidences were
considerably lower for vehicle (2 participanélg%), crisaborole (0 participants), and TCS (1
participant, 3.4%) treatment groups. Ab lity incidence in the TCI group was similar for all
participants (participants 2-17 yearsé rticipants, 35.7%; participants age > 18: 5 participants,
31.3%).

Laboratory abnormalities in eosinophils/leukocyt : : 233.3% of participants 2-17 years in every

Table 21: Incidence of Lab ory Test Abnormalities (Without Regard to Baseline
Abnormality) (Subjec QYears) (SAF)

Hydrocortizone Butyrate
Laboratory Abnormalities: Vehicle Crisaborale 2% BID 0.1% BID Pinecrolimus 1% BID
Number of Subjects Evaluabl ory Abnormalities: 3z 30 33 29
Number (%) of Subjgct=4&ith Baporatory Abnormalities: 16 (50.0%5) 15 (50.0%) 19 (57.6%) 14 (48.3%)
Primary
Group ‘Pa ter W nits) Criteria N n (%) N n (%) N n (%) N n (%)
HEMATOLOGY ytes (10°3/mm3) ~0.6xLLN | 00032 (| 00001 (003.1) | 0OD30 ( 000D (000.0) |D0O33 ( 00000 (000.0)  0OO28 ( 00000 (000.0)
000.0) 000.0) 000.0) 000.0)
vmphocytes (10°3/mm3) | <0.8xLLN 00032 ( 00000 (000.0) 00030 ( 00000 (000.0) 00033 ( 00001 (D03.0) 00028 00000 (000.0)
000.0) 000.0) 000.0) 000.0)
LymphecytesLeukocytes () =1.2x ULN 00032 ( 00002 (006.3) 00030 ( 00002 (006.7) 00033 ( 00001 (003.0) Q0028 ( 00000 (000.0)
000.0) 000.0) 000.0) 000.0)
Neutrophils (10"3/mm3) <0.8x LLN 00032 ( 00003 (002.4) 00030 ( 00000 (000.0) O0033 ( 00000 (000.0) 00028 ( 00000 (0O0.0)
000.0) 000.0) 000.0) 000.0)
NeutrophilsTeukocytes (3a)  <0.8xLLN 00032 ( 00003 (0094) 00030 ( 00003 (@©10.0) 00033 ( 00001 (003.0) 00028 00001 (003.6)
000.0) 000.0) 000.0) 000.0)
Basophils Leukocytes (%) =1.2x ULN 00032 ( 00001 (003.1) 00030 { 00005 (016.7) 00033 ( 00001 (003.0) 00028 ( 00003 (010.7)
000.0) 000.0) 000.0) 000.0)
Eosmophils (103 /mm3) =1.2x ULN 00032 ( 00013 (040.6) 00030 { 00009 (030.0) 00033 ( 00012 (036.4) 00028 { 00011 (039.3)
000.0) 000.0) 000.0) 000.0)
EosinophilsLeukocytes (%) | =1.2x ULN 00032 ( 00011 (0344) 00030 ( 00010 (033.3) 00033 ( O0OI3 (039.4) | 00028 ( 000D (035.7)
000.0) 000.0) 000.0) 000.0)
Monocytes Leukocytes (%) | =1.2x ULN 00032 ( 00001 (003.1) | 00030 ( 00001 (D03.3) 00033 ( 00002 (D06.1) 00028 { 0ODOO (000.0)
000.0) 000.0) 000.0) 000.0)
CLINICAL CHEMISTEY Alkalme Phosphatase (UL}  =3.0x ULN 00031 ( 00000 (000.0) 00030 { 00001 (D03.3) 00032 ( 00000 (000.0) 00028 ( 00000 (000.0)
000.0) 000.0) 000.0) 000.0)
Potassium (mEq/L) =LIx ULN 00031 ( 00000 (000.0) 00030 ( 00000 (000.0) 00032 ( 00001 (003.1) 00029 ( 00000 (000.0)
000.0) 000.0) 000.0) 000.0)
Bicarbonate (mEq/L) <0.% LLN 00031 ( 00001 (003.2) 00030 ( 00000 (00O.0) 00032 ( 00000 (00O.0) 00029 ( 00000 (000.0)
000.0) 000.0) 000.0) 000.0)
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Some minor lab abnormalities were reported. One adult participant in the TCS group had elevated
creatinine value reported as an AE classified as mild; however, it was considered not related to the
study intervention by the investigator with a causality of a suspected lab error. No other lab
abnormalities were reported as AEs. No laboratory abnormalities were considered clinically significant.

Vital Signs

Electrocardiograms were not collected for this study. No new safety issues were identified from other

vital signs findings.

l

CHMP comment

Laboratory abnormalities in eosinophils were reported with high frequencies (>30°© II treatment
groups among paediatric patients. This can be expected, since eosinophil nu% peripheral blood
are elevated in most AD patients and appear to correlate with disease activify{

A4

2.3.3. Discussion on clinical aspects

The MAH submitted the final clinical study report of the crisaborole@ ent 2% Study C3291037
performed in patients > 2 years of age with atopic dermatitis (A udy C3291037 was part of the
agreed EU PIP for crisaborole (EMA PIP decision [P/0276/20 Study 8). Study C3291037 was
designed to address a PDCO request during the PIP evalu for a study comparing crisaborole to
standard of care to define the position of crisaborole w%c the treatment paradigm of AD. The
Applicant explains that the PIP was discontinued on@October 2020 for business reasons including
early termination of the C3291037 global study. Nohn-completion of a binding PIP establishes non-
compliance with the requirements of the Paédiatric Regulation, which EMA, per obligation, reported to
the European Commission. The MAH is reminded that any change to a PIP needs to be agreed with the
PDCO prospectively through a modifi f the agreed PIP.

&

At the time of study termination o@ participants were randomized and 235 participants treated,
instead of the originally pIanned@ (paediatric and adolescent) participants (39.2% of planned
enrolment).

Study C3291037 was \e 3b/4, multicenter, randomized, assessor blinded, vehicle and active (TCS
and TCI) controllgd of the efficacy, safety, and local tolerability of crisaborole ointment, 2% in
paediatric and a rticipants (ages 2 years and older) with mild to moderate AD involving at least
5% treatable . Treatment and vehicle performance was planned to be evaluated over the course
of one treat ‘t cycle (29 days) in N=600 patients (of which a maximum of 90 were planned to be
adults % of total participants). It was agreed in the PIP that at least 410 paediatric patients
(i.e."@8¥3% of total) should be enrolled: 150 subjects from 2 to 6 years of age (25% of total), 140
subjects from 7 to less than 12 years of age (23.3% of total) and 120 subjects from 12 to less than 18
years of age (20% of total). Hence, 16.7% of total participants have not been assigned to a specific
age group a priori. Yet, since the number of adult patients was limited to 90, those 16.7% should
implicitly be paediatric patients <18 years of age.

The proposed design entails two cohorts, one evaluating crisaborole, vehicle and hydrocortisone
(cohort 1) and one evaluating crisaborole, vehicle and pimecrolimus (cohort 2). The primary efficacy
endpoint was the percent change from baseline in the EASI total score at Day 29 comparing
crisaborole vs. vehicle and the analysis was planned to test for superiority according to the PIP.
Secondary endpoints were planned to evaluate the effect at other time points or via other measures
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(EASI75, ISGA, Peak Pruritus NRS, %BSA changes, time to event endpoints etc...) and, importantly,
the relative effect of crisaborole compared to TCI and TCS. Safety was the second primary endpoint of
the study.

The overall study design, including objectives/endpoints and planned sample size, is appropriate to
evaluate outcomes of interest and seems in line with the agreed PIP KBE (key binding elements). As
the trial is a short time trial it does not inform on comparative performance during chronic use (which
is likely in the target population). As the included treatments all have a rather quick onset of effect, 29
days however are deemed appropriate to allow for an interpretation of immediate comparative
efficacy. For comparison of (long-term) safety the short study duration is less ideal. Some well-known
complications with chronic TCS treatments only occur after longer treatment durations. Potenti cal
adverse effects include infection, skin atrophy, telangiectasia, hypopigmentation, hypertrich@
pustular eruptions, and eventually striae. The risk of these is higher for thinner skin (you ge,
flexures, and face), prolonged and continuous usage, and occlusion. Eyelids are particQ

problematic because local absorption of TCS can cause cataract and glaucoma. Syst@c absorption of
TCS sufficient to cause adverse effects is rare but hypothalamic—pituitary—adre{I&s suppression and
reduced linear growth in children have been reported. Babies and children ar articular risk of
absorption because of their high body surface area to weight ratio. TCIs use stinging, are
relatively expensive, and have been suggested to increase cancer risk, althadugh no case in children
has been reported (Sathishkumar D. and Moss C. 2016). For crisab, , which was only approved in
2020, local skin reactions are the main adverse reaction known. éﬁcknowledged that evaluation and
comparison of potentially rare long-term safety events is not %e based on the provided trial. Also
it is extremely unlikely that information on any not very c {&1 risk could be detected. Any such
risks are likely to be evaluable only if the product is eve inistered to very large numbers of
subjects and this will be a matter of post-marketingefforts in the future.

The treatments come in different tube presentatl@ﬁll sizes and the physical properties of the creams
and ointments differ, which pose a challengéfor blinding. Therefore, the treatment arms cannot be
considered truly double-blind. Only crisahokole and its corresponding vehicle are double-blind relative
to each other, since tube and produc érance are the same.

The proposed key inclusion and e n criteria are considered appropriate to reflect the (paediatric)
target population in the EU as thﬁy re comparable to previous studies conducted during the MAA of
crisaborole in the EU. They a%nsure a homogenous study population. Although a heterogeneous
study population may in se éxternal validity, a homogenous sample reduces variability, ensures
comparability of the @substances within the study, and may facilitate comparability to previous
studies. TCS patié t‘écohort 1 were patients not eligible for TCI treatment and TCI patients in cohort
2 were not eli 't(}r TCS, ensuring that each patient is treated in the best possible way.

As specifi e provided SAP version 3, data from cohort 1 and 2 were pooled for the efficacy
compati éﬂf crisaborole versus vehicle, which is in line with the original SAP and has been agreed in
the - pooling vehicle and crisaborole groups, the planned sample size for each group (vehicle,
crisaborole, pimecrolimus, hydrocortisone) was N= 150 and the planned size of each cohort was
N=300. As due to the early termination only descriptive analyses are provided and the cohorts are
deemed sufficiently comparable in terms of baseline (disease) characteristics, the pooling makes sense
in the present case.

It was planned to establish comparability of crisaborole vs active comparators based on descriptive
analyses as a secondary analysis, which was agreed in the latest PDCO discussion (EMEA-002065-
PIP01-16-M01). Descriptive analyses are considered valuable to establish contextualization of
crisaborole.
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Results

A total of 237 participants were randomized and 235 participants were treated across the 4 treatment
groups in the study. Of the 235 total study participants, 91 were adult patients =18 years, and 144
were in the age group of 2-17 years. Within the paediatric population, 56 (23.8% of total) were 2-6
years of age, 40 (17.0% of total) were 7-<12 years of age, 48 (20.4% of total) were 12-<18 years of
age. This sample size was considered insufficient to conduct hypotheses testing and perform
adequately powered statistical analyses according to the Applicant, therefore only descriptive
summaries for efficacy and safety endpoints were summarized. The primary comparison of crisaborole
vs vehicle was not possible as planned. However, within the paediatric cohort group sizes were
balanced (considering vehicle and crisaborole groups were pooled) and reported results indicat e
following efficacy trends: @

At Day 29 crisaborole shows greater numerical improvement compared to vehicle in all ¥ ed
endpoints, except two PRO outcomes. The crisaborole effect is numerically smaller red to the
TCS (and TCI) treatments across all age groups for most reported endpoints. T ars to be
superior to the two other treatments, while TCI seems to be similarly or sllgh% re effective than
crisaborole.

Results for certain secondary endpoints, e.g. some Patient Reported Out&:s (PRO) are not reported.
For some reported outcomes (e.g. Time to EASI75), results were r ed upon request separately for
all predefined age subsets within the paediatric subgroup <18y. 0 EASI75 results indicate that
onset of action was rather quick across treatment groups (a l@he study duration of 29 days was
likely sufficient to capture immediate response), and that d not seem a predictive factor.

Overall demographic data were balanced across age an&eatment groups. Due to the small sample
sizes per age subset it seems unlikely that true diff@ces relative to age could be determined based
on the available data. Anyhow, upon request it Wwas tonfirmed that no relevant differences regarding
efficacy (or safety) were observed between ﬂ@roups.

The majority of enrolled participants co d the study in all treatment and age groups. The highest
discontinuation rate was observed in hicle group.
It is noted that in the Final CI|n dy Report many efficacy and safety tables are displayed in a

non-intuitive way, presuma to an error during the data export process (it seems too many
zeros are printed before al results). It is assumed that data integrity is not compromised.

Upon request paedi a were shown for local tolerability which is likely the most important safety
objective of interé: %‘ns short-term trial. There were no relevant differences in the tolerability
between the ic and adult population. In the treatment area, application and instillation site
reactions w L)x(perlenced most frequently in the crisaborole treatment group (9 participants, 15.5%)
and obse all age subgroups.

With treatment groups, most treatment-related TEAEs were recorded in the crisaborole group,
followed by vehicle, pimecrolimus and lowest rates in the hydrocortisone group. The most frequently
reported treatment-related TEAEs were application site pain and dermatitis atopic. Application site pain
was the most frequently reported TEAE in the crisaborole treatment group; the incidence was higher in
participants age 2-17 years (6 participants, 16.2%) than in participants age >18 years (2 participants,
9.5%).

Treatment-related Dermatitis atopic was reported in the vehicle group (4 participants, 6.8%) and the
crisaborole group (2 participants, 3.4%), but not in the active control groups, which could be a
reflection of inferior efficacy. Most of the TEAEs reported were mild; no SAEs and no deaths were
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reported in the study. Three participants age 2-17 years in the crisaborole group discontinued from the
study due to an adverse event (none in the other groups).

Overall, crisaborole showed a rather benign safety profile, but seemed inferior compared to the active
comparators when comparing total number of adverse events and especially incidence of application
site pain in this short-term trial. No new safety information was identified and observed safety events
were consistent with those seen in other crisaborole studies involving participants in the same age
range in the registrational studies. No new safety issues were identified from clinical laboratory or vital
signs findings.

3. CHMP overall conclusion and recommendation 6

X2
Limited data from a prematurely terminated comparative phase III/IV study suppor r\ger effect of
crisaborole compared to vehicle in paediatric patients 2-<18 years of age with qi oderate atopic
dermatitis over one 29-day treatment cycle. &

Conclusions derived from this study are afflicted with some uncertainties Q\ing to potentially
selective data reporting, mistakes in graphic data display as well as due @npaired blinding, besides
the small sample size and short study duration. However, a trend f ferior efficacy of crisaborole
compared to TCS (and TCI) cannot be ignored, at the same tim tolerability seemed inferior to
the active comparators. An update of the product informatio be indicated as these observations
are deemed relevant for users and prescribers and releva ults of all studies conducted in children
should be presented (SmPC guideline). Based on historN% ta it could be assumed that crisaborole
has some advantages compared to TCS (and mayb 0 TCIs) in long-term safety, but such cannot
finally be assessed based on results from the precQ study.

X Not fulfilled: ;(/
Based on the data submitted, the MA& Id address the questions as detailed in the request for
supplementary information (see s@ 5 below)

4. Additional clachation requested

Based on the data su d, the MAH should address the following questions as part of this
procedure: *\

1. The Ap t is asked to discuss an adaption of the product information to display relevant
res om C3291037. Despite the limited sample size of the present study, observations are

d ed relevant for users and prescribers.
2%. No initial SAP and no initial study protocols are submitted. Therefore, initially planned

endpoints and respective analyses, sample size calculations including expected drop-out rates
or plans for pooling cannot be reviewed. The Applicant is asked to provide the initial SAP and

study protocol and explain all relevant changes/adaptions made pertaining to the topics listed
above, also in relation to the early study termination.

3. The Applicant is asked to present data for predefined paediatric subgroups: 2-6 years of age,
7-<12 years of age, and 12->18years of age for the primary efficacy endpoint (percent change
from baseline in EASI total score at day 29) and discuss potential differences in effect. In
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addition, it should be confirmed that no relevant differences regarding efficacy (or safety) were
observed between the age-subsets for other pre-defined endpoints.

4. No specific paediatric data are shown for time to EASI75 and local tolerability outcomes. The
Applicant is asked to present these data for paediatric patients (and according to pre-defined
age sub-sets, if feasible) and compare results to adult data, if possible.

5. The Applicant should explain why certain PRO data were not analysed or presented in the study
report and how the choice was made on which analyses to conduct/present and which not.
Data for all pre-defined secondary PRO endpoints and all age groups, including time to >2 and >
3 point improvement from baseline should be presented, if feasible.

6. The number of paediatric subjects with <5% treatable %BSA at baseline should be d
and the aberrance to the inclusion criteria as well as potential impact on cIinicaLo@ es
should be commented on. (

The timetable is a 30 day response timetable without clock stop. Q&

MAH responses to Request for supplementary informa‘v

1. The Applicant is asked to discuss an adaption of the produ ﬁbrmation to display relevant
results from C3291037. Despite the limited sample size% e present study, observations are
deemed relevant for users and prescribers. Q

Applicant “s Response \O

The MAH is providing the comparative data reques@by CHMP through these query responses. The
MAH has carefully considered this and does not{propose updates to the product information for
Staquis (crisaborole) based on the limited wts of the early terminated Study C3291037.

Comparative data from this terminated will not provide useful additional information to the
prescribers for all of the following r

® The study was not designe was not powered to compare crisaborole to hydrocortisone or
pimecrolimus. The prima jectives of the original protocol and implemented amendments
were to compare the efy, safety, and local tolerability of crisaborole BID to vehicle and to
evaluate the safety apd logal tolerability of hydrocortisone and pimecrolimus. See the Query

#2 Response for i
® The study was{e ated early due to a business decision in October 2020. The decision to
terminate w:& based on efficacy or safety concerns of crisaborole.

® Asthe as not powered to compare crisaborole to active comparators, and the final
sampl were considerably smaller at the time of termination than those planned in the
origi otocol, any trends in the data would not be reliable and/or statistically or clinically
ful.

o e to early termination of the study there was a reduced sample size (only 39% [235/600] of
planned participants were enrolled at termination) which was insufficient to allow robust
statistical analyses; therefore, completion of the statistical analyses per the original statistical
analysis plan was no longer appropriate.

® Prior to unblinding of any study data (database release on 15 January 2021), the
statistical analysis plan (SAP) was updated on 10 November 2020. The reduced sample
size posed important challenges for final analysis of the data, and analysis for the
paediatric participants as a whole group, rather than by age subsets, was assessed to be
the more appropriate way to summarize the limited data.

® The updates to the SAP reflected the sample size limitations of the terminated study. This
included no statistical analyses and hypothesis testing for all endpoints, and only descriptive
summaries for the primary endpoint and a subset of secondary endpoints based on assessments
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performed by trained investigators. Please see Query # 2 Response for details and comparison
of endpoints between the original Study C3291037 protocol and Amendment 3, as well as the
final decisions.

e Summaries of the primary efficacy endpoint as well as treatment-emergent adverse events
(TEAESs) by the pre-defined age cohorts are provided in the Query #3 response. Across age
cohorts, Eczema Area and Severity Index (EASI) reduced from baseline to Day 29 for all 4
treatment groups. Mean percent change from baseline to Day 29 varies across age groups.
Due to such a small sample size, this variation may happen and differences between treatment
and age groups cannot be interpreted. The types and frequencies of TEAEs reported are
similar across age cohorts.

® As requested by the CHMP, summaries of time to first achievement of EASI75 (ie, 275%
improvement from Baseline) by the pre-defined age cohorts are provided in the Query #4
Response. However, because of the smaller-than-originally- planned sample size, further Q
subdividing the population based on age groups renders even smaller sample sizes am
paediatric age groups and makes any meaningful interpretation or conclusions infeasibl

*
e Details and rationale for the subset of Patient-Reported Outcomes (PRO) endpoint \
included for analyses are provided in the Query #5 Response. (

® Only one paediatric participant was enrolled with percent body surface are @A) <5, with
no impact on the clinical outcome (see Query #6 Response). &

Assessment of Response: ,b

Although it is true that the study was not designed and was not po, ﬁd to compare crisaborole to
hydrocortisone or pimecrolimus, it is highlighted that an estimati &proach for comparison of
crisaborole vs the TCS and TCI was deemed appropriate as %ary analysis in the latest PDCO
discussion (EMEA-002065-PIP01-16-M01). Despite limite me size due to early termination,
descriptive analyses are still considered relevant, and vk@priori classified as secondary analysis.
Although the amount of data is limited because the Q:Iy was terminated prematurely, the results
show obvious trends that should not be ignored.? ation could be useful to inform treatment
decisions and are thus potentially relevant fapusers and prescribers. It is acknowledged that this is a
topic of further research. But the apparentéﬂtions do not seem to justify withholding the findings,
which should be publicly available an etrefore presented in the SmPC (no publication of data from
the terminated study seems plannedb

The Applicant claims that the stﬂ;@al analysis plan (SAP) was updated prior to unblinding of any
study data. However, since t@o uble-blinding was not possible between crisaborole and active
comparators, introductiow a potential bias cannot be fully excluded at this point.

Conclusion: ,b

*

Point not resolv{}&eoesection 5).
2. @itial SAP and no initial study protocols are submitted. Therefore, initially planned
endpoints and respective analyses, sample size calculations including expected drop-out rates
or plans for pooling cannot be reviewed. The Applicant is asked to provide the initial SAP and

study protocol and explain all relevant changes/adaptions made pertaining to the topics listed
above, also in relation to the early study termination.

Applicant “s Response

The initial Study C3291037 protocol and its amendment 3, and statistical analysis plan (SAP) and
final SAP amendment, are provided as supportive documentation for this response.
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As described in the CSR, Study C3291037 was terminated early (October 2020) by the MAH due to
business decisions. The termination decision was not related to any safety or efficacy concerns
regarding crisaborole. At the time of early termination, only 39% of the total planned sample size
had been enrolled (see Table 2). Given the early termination and reduced total number of
participants, the MAH decided to report the study results with the available sample size through an
abbreviated clinical study report (in accordance with EMA Guidance, CPMP/ICH/137/95, July 1996).

The original SAP was approved on 16 May 2018 and version 3 of the SAP, which was used to
develop the abbreviated Clinical Study Report, was approved on 10 November 2020.

Importantly, the revisions of the SAP were not influenced by any data results, given the fact that
version 3 was approved on 10 November 2020 before randomization code release (12 Janu
2021) and database release (15 January 2021). 6

*

The changes applied to the statistical analysis plan listed here are detailed below: (

® A descriptive summary was performed for the primary endpoint and the sec Qy efficacy
endpoints based on assessments performed by trained investigators. A s%t f PRO
secondary endpoints was selected based on the final actual sample size.;

e No summary/analysis was performed for pruritus-related secondary ints for paediatric
participants in the 2-6 and 7-11 years age groups given that these sd@bset groups were
particularly small for these 2 age groups in which different instrufments were used.

e For the age group 12 years and older, no summary/analysis erformed for Time to > 2-
point improvement from baseline in Peak Pruritus Numeri ing Scale (NRS) and Time to >
3-point improvement from baseline in Peak Pruritus NR?

ory endpoints.

e No summary/analysis was performed for tertiary/ex

Study Objective and Endpoints vs Changes tocalyses at Study Termination

The original study objective was to evaluate the@Ncacy and safety of crisaborole vs vehicle in
participants with mild to moderate atopic matitis. As part of the study design, 2 active
comparators were included. The study a(y)t designed nor powered to compare statistically the
efficacy between crisaborole and ei éthe 2 active comparators.

After the early termination of th and with a reduced sample size, completion of statistical
analysis per the original stati &a analysis plan was not feasible. As such a small sample size (39%
[235/600] of planned parti@vts) was insufficient to allow meaningful and robust statistical
analyses, a decision to ort study results in an abbreviated manner was made. This decision was
not influenced by ckéz@ults, given that the decision was made before the database was released
as described abduge!

xg

A subset o ’é\ ary endpoints were chosen for analyses for the final study summary. Because of
the smal n-originally-planned sample size, further subdividing the population based on age
grou éecondary endpoints renders even smaller sample sizes among the paediatric age groups.
This\{ttakes any meaningful interpretation or conclusions for limited data infeasible. Therefore, the
selection of secondary endpoints for the final study summary was based on endpoints from
assessments performed by trained investigators and the individual age group sample sizes.

Further, the use of different instruments in the 2 age groups 2-6 and 7-11 years precluded pooling
of the data. Therefore, pruritus-related secondary endpoints for paediatric participants in these 2
age groups were not summarized in the final analysis (for more details see Query #5 Response).
Reliable statistical or clinically-meaningful conclusions could not be drawn from the descriptive
summaries because of the inherent variability associated with such a small sample size.
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Table 1 compares the planned endpoints in the original Study C3291037 Protocol and Amendment
3, and indicates which were included in the final analyses (from the final SAP). Changes from
Amendments 1 and 2 were incorporated into Amendment 3.

Table 1. Comparison of Endpoints in Original Protocol and Amendment 3 of Study C3291037

Endpoints in FAP 16Mar2018 Endpoints in Amendment 3 Included
12 August 2019 in final
analyses
Primary Efficacy Endpoint
Percent change from Baseline in the Eczema Area and Severity Index (EASI) total score at Yes
Day 29
Primary Safety Endpoints
AEs, SAEs, local tolerability, discontinuations and clinically significant changes in vital signs s
and clinical laboratory parameters \6
Secondary Efficacy Endpoints
® Percent change from Baseline in EASI total score by scheduled time points except I)QQ Yes
e Proportion of participants achieving success | ¢ Achievement of success in theg Yes
in the Investigator’s Static Global Investigator’s Static Global ment
Assessment (ISGA) (defined as an ISGA (ISGA) (defined as an ISG re of
score of Clear (0) or Almost Clear (1) with at Clear (0) or Almost Clegr (1) with at least
least a 2-grade improvement from Baseline) a 2-grade improve m Baseline) by
bv scheduled time noints scheduled time p
e Proportion of participants with ISGA score e Achievement score of Clear (0) Yes
of clear (0) or almost clear (1) by scheduled or Almost ) by scheduled time
time points. points. N\,
e Proportion of participants with EASI75 e Achievement of EASI75 =75% Yes
(=75% improvement from Baseline) by im ment from Baseline) by scheduled
scheduled time points. points.
e Time t%SﬁS Yes
e Change from Baseline in %”B34¢ by scheduled time points. Yes
Setohd4ry PRO Endpoints
e Change from Baseline in Peak Prurit erical Rating Scale (NRS) by scheduled time Yes
points (Version for Participants 12 nd older).
¢ Change from Baseline in Peak Prayitiis Scale | ¢ Change from Baseline in Patient Reported No
by scheduled time points (V for Itch Severity Scale - for participants age
Participants >6 and <12 yea@ 6-11 years by scheduled time points.
o Change from Baseline iPeak Pruritus NRS | ¢ Change from Baseline in Observer No
by scheduled time p bserver version Reported Itch Severity Scale - for
for Participants.< participants <6 years by scheduled time
points.
o Time to 32" Mmprovement from Baseline in Peak Pruritus NRS (Participants >12 years). No
e Time to Q}nt improvement from Baseline in Peak Pruritus NRS for participants >12 No
years £y |
o Tiftlg to2 point improvement from Baseline | ¢ Time to >2 point improvement from No
ak Pruritus NRS (Observer version for Baseline in Observer Reported Itch
Participants <6 years). Severity Scale - for participants <6 years.
e Time to >3 point improvement from Baseline | ¢ Time to >3 point improvement from No
in Peak Pruritus NRS (Observer version for Baseline in Observer Reported Itch
Participants <6 years Severity Scale - for participants <6 years.
e Proportion of participants with >2 point o Achievement of >2 point improvement Yes
improvement from Baseline in Peak Pruritus from Baseline in Peak Pruritus NRS for
NRS (Participants 12 years and older). participants >12 years.
e Proportion of participants with >3 point o Achievement of >3 point improvement Yes
improvement from Baseline in Peak Pruritus from Baseline in Peak Pruritus NRS for
NRS (Participants 12 years and older). participants >12 years.
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e Proportion of participants with >2 point o Achievement of >2 point improvement No
improvement from Baseline in Peak Pruritus from Baseline in Observer Reported Itch
Severity Scale - for participants <6 years.
NRS (Observer version for Participants <6
years).
® Proportion of participants with >3 point ® Achievement of >3 point improvement No
improvement from Baseline in Peak Pruritus from Baseline in Observer Reported Itch
NRS (Observer version for Participants <6 Severity Scale - for participants <6 years.
years).
e Change from Baseline in Dermatology Life Quality Index (DLQI) (for Participants 16 years Yes
and older), Children’s Dermatology Life Quality Index (CDLQI) (for Participants 4-15
years), and Dermatitis Family Impact Questionnaire (DFI) (Completed by parent/caregiver 6
of Participants 2-17 years) by scheduled time points. e,
. \6
Originally Planned Sample Size and Statistical Analyses 0(
As described in the Study C3291037 Protocol Section 9.1, the sample size cal joh was based on
the comparison of crisaborole vs vehicle for the primary endpoint percent ch n Eczema Area and
Severity Index (EASI) from baseline to Day 29. The crisaborole and vehj atment arms of Cohort

1 and Cohort 2 were to be combined/pooled for the comparison of crisaboréle vs vehicle analyses to
achieve a statistically reliable sample size of 150 participants in ea ithe combined group. A sample
size of 150 in each the crisaborole and vehicle groups would ha ided 86% power to detect a
12% difference of EASI percent reduction from baseline at D etween crisaborole and vehicle at
the 0.05 (2-sided) significance level, assuming the comm ndard deviation of EASI percent
reduction from baseline at Day 29 is 34%.

O

The sample size of 75 in each of the crisabo%;o?orts and the twice bigger sample size of 150 for
each of the active comparator groups topicﬂ; icosteroid (hydrocortisone butyrate cream 0.1%;
TCS) or topical calcineurin inhibitor (zi e imus cream 1%; TCI) would not have had sufficient

power for the comparison of crisabon s TCS or TCI. With such a sample size, the half width of the
95% confidence interval for the @ nce of EASI percent reduction from baseline at Day 29
between crisaborole and eith § the active comparators would have been 9.4%.

h C

The sample size within e ort would have provided sufficient precision to enable
contextualization of th@ acy of crisaborole in treating participants with mild to moderate Atopic
Dermatitis relatlve active comparator, but with no hypothesis testing for superiority or non-
inferiority. Whil mat|ve even this original design would not have provided results that would
lead to a ch \ the product information for crisaborole.

Plann %ﬂctual Sample Size in Paediatric Participants at Termination by Age Groups

For enwplment by paediatric age groups, the study planned to enrol at least 510 paediatric
participants (target total enrolment was 600 participants) (see Table 2). At the time of termination
only 144 paediatric participants had been enrolled.

Please see Study C3291037 Protocol Section 3 and Section 9.1 for details of sample size.

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMA/717595/2021 Page 45/63



Table 2. Planned Enrolment by Age vs Actual Enrolment at Termination

Age Planned Actual at Termination
2 to 6 years At least 150 56
7 to 11 years At least 140 40
12 to 17 years At least 120 48
Total Paediatric Approximately 510 144
> 18 years Up to 90 91
Total Approximately 600 235
Planned Primary Endpoint Analyses t
he

Initially, a mixed-effect model with repeated measures (MMRM) was planned for the analysij
primary endpoint percent change from baseline to Day 29 in EASI and other continuous %nts
measured longitudinally for the comparison of crisaborole vs vehicle (combined Coho§ and 2),
crisaborole vs hydrocortisone (Cohort 1), and crisaborole vs pimecrolimus (Cohort -values
would not be provided for crisaborole vs active comparators. The post-baseli 18sing values
would be handled by MMRM, where the values are assumed to be missing a om.

(o)

For binary endpoints, Cochran Mantel Haenszel (CMH) testing wa ned for comparison of
crisaborole vs vehicle (combined Cohorts 1 and 2; controlling f élort). No analysis for crisaborole
vs hydrocortisone (Cohort 1) and crisaborole vs pimecrolim ort 2) was planned. Only
descriptive summaries were planned for crisaborole vs a Qamparators.

The analysis or summary would be performed at each sCheduled visit separately. If a participant
had no data for a binary endpoint at a scheduled v@ this participant would be classified as a
non-responder (NR) for that endpoint at that viSit.

Missing Values and Dropout Ratego

Based on initially planned analysi mary as described above, missing values would be
handled by MMRM for contin endpoints and missing values would be imputed as Non-
Responders for binary endp s. The dropout rate was not planned for consideration for sample
size calculation and d% nalysis.

Pooled Da a\(/\Q

Based o bove initially planned analysis/summary agreed in the PIP (EMA PIP Decision:
P/02 0), Cohorts 1 and 2 of crisaborole and vehicle were to be pooled for the comparison of
cris role vs vehicle.

Assessment of Response:

Initially planned endpoints and respective analyses, sample size calculations including expected drop-
out rates and plans for pooling are now provided by the Applicant. Only descriptive summaries were a
priori planned for crisaborole vs active comparators and descriptive results can be valuable e.g. to
inform a product information. Please also refer to assessment of response to request 1.
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Regarding pruritus-related secondary endpoints for paediatric participants it is accepted that the use of
different instruments in the 2 age groups 2-6 and 7-11 years precluded pooling of the data. Yet, it is
not sufficiently justified why those endpoints could not be presented as descriptive summaries. Please
also refer to assessment of response to request 5.

Sample size calculation is in line with the PIP, although it is not entirely clear why no dropout rate was
planned for. Pooling of cohorts 1 and 2 for crisaborole and vehicle is considered appropriate and in line
with the PIP.

Conclusion:

Point resolved. 6

3. The Applicant is asked to present data for predefined paediatric subgroups: 2- &rs of age,
7-<12 years of age, and 12-=18years of age for the primary efficacy endpo gercent change
from baseline in EASI total score at day 29) and discuss potential diffs{j& in effect. In
addition, it should be confirmed that no relevant differences regardin icacy (or safety) were
observed between the age-subsets for other pre-defined endpoin}bé

Applicant s Response K

The MAH has summarized the primary efficacy endpoint as well @étment-emergent AEs by the
pre-defined age cohorts in this response. 6

As discussed in the Clinical Study Report, because of t iderably smaller-than- originally-
planned sample size, it is not possible to draw conclusion$ybased on the results of Study C3291037.
Further subdividing the population based on age r@ renders even smaller sample sizes among
the paediatric age groups and makes any robustéﬂ

conclusions infeasible.

istical or clinically meaningful interpretation or

Based on descriptive summary stat|st|c ow Table 1, the primary efficacy endpoint results show
that, across age cohorts, Eczema Ar ever|ty Index (EASI) reduced from baseline to Day 29 for
all 4 treatment groups; reductlon n more in the active arms.

Mean percent change from e to Day 29 varies across age groups. Due to such a small sample
size, this variation is expect ﬁnferences cannot be made from the apparent differences across the
paediatric subgroups a as compared to the adult population due to the inherent variability in the
very small number diatric participants.

Treatment—enw@adverse events (TEAEs) are summarized by age group in the following Table 2,
Table 3, Ta »and Table 5. The types and frequencies of TEAEs reported are similar across age

cohorts. @
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Table 1.

Summary of Percent Change from Baseline in EASI Total Score at Day 29 by Age Group S, Observed)

C3291037 i ,6
Crisaberele 2% BID (‘{9
O\ Hyvdrocortisone
Summary Butyrate Pimecrolimus
Age Group Statistics Vehicle Cohort1 Cohort 2 w& 0.1% BID 1% BID
2-6 Years Nin 14/11 10/7 5/5 N 16/14 11/10
Mean (SE) 13.58 (4.278) 4.77 (1.496) 496 (2497) 4 g5(M37) 1.43 (0.846) 4.85 (1.744)
Std.Dev 14.188 3.957 5.584 | 4.460 3.165 5.516
Median 7.20 5.80 3.50 2 N430 0.20 1.80
Range (Min, Max) [(1.9, 44.6) (0.0.10.1) (04.1449) , ()00 1449 (0.0, 12.0) (0.0, 15.4)
7-11 Years® N/n 12/10 5/4 5/5 10/9 10/9 8/8
Mean (SE) 5.16 (1.754) 6.23 (1.536) 3.66 (14N 7 [480(1.222) 2.93 (2.327) 3.80 (1.129)
Std.Dev 5.546 3.073 4010\ 3.666 6.981 3.195
Median 2.25 5.75 2.0 4.10 0.80 2.50
Range (Min, Max) [(1.2. 16.8) (3.0.104) ‘,ﬁz_ 10.4) (0.2.10.4) (0.0.21.5) (0.0, 7.8)
12-17 Years Nin 12/10 8/7 R E 12/10 13/13 11/11
Mean (SE) 5.13 (1.897) 450(1.737) N\ [3.97 (1.994) 4.34 (1.296) 4.03 (0.979) 3.48 (0.833)
Std.Dev 5.999 4597 3.453 4.099 3.529 2.761
Median 3.00 1.60 \J 5.60 3.60 4.00 3.60
Range (Min, Max) |[(0.0. 20.0) (NNL2)S) (0.0.6.3) (0.0.12.9) (0.0.12.4) (0.0.8.7)
=18 Years n 17 12 7 19 29 14
Mean (SE) 5.18(1.230) ,(3%8 (1.476) 521 (1.380) 418 (1.053) 1.96 (0.414) 3.51(1.235)
Std.Dev 5.071 PRNESTE 3.650 4.591 2.232 4.621
Median 3.40 $) J165 4.80 2.20 1.20 2.50
N [(0.0.164) (0.8.11.8) (0.0,16.4) (0.0, 9.6) (0.0, 18.5)

butyrate cream 0.1% as an active co
-Baseline 1s defined as the last eval
N: Number of participants in the
n: Number of participants i th
a Omne participant in the 7-1

's1s set with non-missing data at a given visit.
e group was excluded from analysis due to using the wrong questionnaire.
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Table 2. Treatment-Emergent Adverse Events (All Causalities) - Overall (Participants 2-6 Years) (S@CSEQIUST

Hydrocortise,
Crisaborole 2% Butyrate 019 Pimecrolimus
Vehicle BID BI 1% BID
Number (%) of Subjects n (%) n (%) & n (%)
Number of Subjects Evaluable for AEs 14 15 ®olé 11
Number of adverse events 13 14 ﬁ 3 10
Subjects with adverse events 6 ( 42.9) @'7) 2(125) T ( 63.6)
Subjects with serious adverse events 0 0 0
Subjects with severe adverse events 0 O 0 0 0
Subjects discontinued from study due to adverse 0 \ 1{ 67) 0 0
events (a)
Subjects discontinued study drug due to AE and 2 S 0 0 L{ 91)
continue stucy (b}
Subjects with dose reduced or temporary Q 7.1) 0 0 0
discontinuation due to adverse events o(}
I
AFE=adverse event; BID=twice daily; SAF= Safety t 15 defined as those participants who received at least one dose of the investigational product
according to actual treatment received. Cohort 1 m drocortisone butyrate cream 0.1% as an active comparator. Cohort 2 included Pimecrolimus 1%
cream as an active comparator. @
- Includes all data collected since the first dose
- Except for the Number of Adverse Events iC1] 'mts are cmmted only once per treatment in each row. Serious Adverse Events - according to the
mvestigator's assessment.
{a) Participants who have an AE rec indicates that the AE caused the participant to be discontinued from the study.

(b} Participants who have an AFE 1 c at indicates that Action Taken with Study Treatment was Drug Withdrawn but AE did not cause the participant to
ai

be discontinued from *;rudy
N: Number of participants 7515 set; n: Number of participants with events
MedDEA v23.1 coding dictio apphed.
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Table 3. Treatment-Emergent Adverse Events (All Causalities) - Overall (Participants 7-11 Years) (@) C3291037

Hulrm:ort
Crisaborole 2% Buhrate Pimecrolimus
Vehicle BID Q 1% BID
Number (%) of Subjects n (%) n (%) \Q n (%)
Number of Subjects Evaluable for AEs 12 10 00 10 8
Number of adverse events 2 2 4
Subjects with adverse events 2(16.7) gb 0) 2( 20,00 4 { 30.00
Subjects with serious adverse events 0 Q 0 1]
Subjects with severe adverse events 0 O 0 1]
Subjects discontinued from study due to adverse 0 \ 0 0

events (a)

Subjects discontinued study drug due to AE and
continue study (b)

Subjects with dose reduced or temporary
discontinuation due to adverse events

_
‘O
=
[
[

0 0 0

o0
fad
—

| (
AF=adverse event; BID=twice daily
SAF= Safety Analysis Set: is defined as those parti ts who received at least one dose of the investigational product according to actual treatment received.

Cohort 1 mcluded hydrocortisone butyrate cream as an active comparator. Cohort 2 included Pimecrolimus 1% cream as an active comparator.

- Includes all data collected since the first dqs dj.r drug.

- Except for the Number of Adverse Ev cnt ants are counted only once per treatment in each row. Serious Adverse Events - according to the
investigator's assessment.

{(a) Participants who have an AE rec tmd:lcate*; that the AE caused the participant to be discontinued from the study.

(b} Participants who have an at indicates that Action Taken with Study Treatment was Drug Withdrawn but AE did not cause the participant to
be discontinued from study.

N: Number of participants in the analysis set; n: Number of participants with events
MedDEA v23.1 coding dictionary applied.
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Table 4. Treatment-Emergent Adverse Events (All Causalities) - Overall (Participants 12-17 Years) {SL@CSEQ 1037

H}'drucortisogﬁg

Crisaborole 2% Butyrate 0 Pimecrolimus
Vehicle BID Bl 1% BID

Number (%0) of Subjects n (%) n (%) n (%)

Number of Subjects Evaluable for AEs 12 12 ’0'013 11

Number of adverse events 9 8 ﬁ 4 6
Subjects with adverse events 541N 4 @%} 2( 154 6 ( 534.5)
Subjects with serious adverse events 0 Q 0 0
Subjects with severe adverse events 0 Q 0 0
Subjects discontinued from study due to adverse 0 \ 2 (167 0 0

events (a)

Subjects discontinued study drug due to AE and 2 @9 0 0 0

Subjects with dose reduced or temporary

continue stmdy (b) &
6 0 0 0
discontinuation due to adverse events o

- ]

AFE=adverse event; BID=twice daily

SAF= Safety Analysis Set: 15 defined as those partici \who recerved at least one dose of the investigational product according to actual treatment recerved.
Cohort 1 included hydrocortisone butyrate cream E& an active comparator. Cohort 2 mcluded Pimecrolimus 1% cream as an active comparator.

- Includes all data collected since the first u:il:u:ns.&c%xj drug.

- Except for the Number of Adverse Events p ypants are counted only once per treatment in each row. Serious Adverse Events - according to the
mvestigator's assessment.

{a) Participants who have an AE record indicates that the AE caused the participant to be discontmued from the study.

(b) Participants who have an AE gec t mndicates that Action Taken with Study Treatment was Drug Withdrawn but AE did not cause the participant fo

be discontinued from study.
N: Number of participants 1n the 3galysis set; n: Number of participants with events
MedDRA v23 1 coding dictionary applied.
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Table 5.

Number (%) of Subjects
Number of Subjects Evaluable for AEs

Number of adverse events

Subjects with adverse events

Subjects with serious adverse events

Subjects with severe adverse events

Subjects discontinued from smdy due to adverse
events (a)

Subjects discontimued study drug due to AE and
contmue study (b)

Subjects with dose reduced or temporary
discontinuation due to adverse events

AFE=adverse event; BID=twice daily
SAF= Safety Analysis Set: 1s defined as those particip

Vehicle
n (%)

21

Treatment-Emergent Adverse Events (All Causalities) - Overall (Participants ==18 Years) (SA@CSZQI 037

%,

Hydrocortisone
Crisaborole 2%  Butyrate 0.1% crolimus

BID BID 1% BID
n (%) n (" O n (%)

21 60 17

16 ( 8 19
9 42.9@ 6 ( 18.8) 7(41.2)
0 0 0
1 0 0
0 0

\O

O o 0 1( 59

s wit§ received at least one dose of the investigational product according to actual treatment recerved.

Cohort 1 included hydrocortisone butyrate cream 0. lmm active comparator. Cohort 2 mcluded Pimecrolimus 1% cream as an active comparator.

- Includes all data collected since the first dose o

f g
- Except for the Number of Adverse Events pa %s are counted only once per treatment in each row. Serious Adverse Events - according to the

mvestigator's assessment. .
{(a) Participants who have an AE record
(b) Participants who have an AE tec

be discontinued from study.

N: Number of participants th%ls set; n: Number of participants with events

MedDRA v23.1 coding dictionaryNgpplied.

uldicates that the AE caused the participant to be discontnued from the study.
indicates that Action Taken with Study Treatment was Drug Withdrawn but AE did not cause the participant to
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Assessment of Response:

The Applicant has provided requested data tables for the primary efficacy endpoint Eczema Area and
Severity Index (EASI) and adverse events, which showed no apparent differences between the pre-
defined age subsets.

As expected due to the small group sizes, large variation is seen across paediatric age subgroups. For
EASI Total Score at Day 29 a particularly high mean (and SD) is noted in the vehicle group of
participants aged 2-6 years, which could be driven by outlier(s). Nevertheless, subgroup data show
that EASI reduced from baseline to day 29 for all treatment groups and similar trends were seen
across age subgroups. Unfortunately, it is critically noted that the provided table is mislabelled and
displays observed values rather than the requested change from baseline. 6

Regarding the frequencies of adverse events no apparent differences were observed betw re-

defined age subsets. (\

Conclusion: QO
Point resolved. &

4. No specific paediatric data are shown for time to EASI75 a &:al tolerability outcomes. The

Applicant is asked to present these data for paediatric pati (and according to pre-defined
age sub-sets, if feasible) and compare results to adu if possible.
Applicant s Response O

Severity Index (EASI75) by the pre-defined age ts.

X

As described in the Response to Query, (tﬂe reduced sample size posed important challenges
for final analysis of the data, and a for the paediatric participants as a whole group,
rather than by age subsets, was ed to be the more appropriate way to summarize the

limited data. (
Q

Because of the sma @an-originally-planned sample size, further subdividing the population
based on age gré renders even smaller sample sizes among the paediatric age groups and
makes any mK ingful interpretation or conclusions infeasible.

The MAH has summarized time to first >75% in@ment from baseline in Eczema Area and

Allﬁgata collected during the study were included in the summaries. For data up to, and
including, Day 29, participants received randomized, blinded treatment; after Day 29, participants
no longer received randomized treatment and could initiate other therapies.

e Kaplan-Meier curves for crisaborole vs vehicle are presented in Figure 1. The plots had similar
patterns across age groups. The plot for the pooled crisaborole group and the plot for the pooled
vehicle group were separated.

e Kaplan-Meier curves for crisaborole vs active control are presented in Figure 2. The plots had

similar patterns across age groups. The plot for the crisaborole cohorts and the plot for the active
control groups overlapped.
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Summary data for time to first achievement of EASI75 by paediatric age groups and the =18 years
age group are presented in Table 1. No inferences can be made for the paediatric age groups and the

adult age group due to limited data.

Tolerability is assessed by application site reactions, which are summarized by age groups, in Table 2.

Few participants in each group had application site reactions.

Figure 1 Kaplan-Meier Curve for Time to First Achievement of EASI7S - Crisaborole
vs. Vehicle by Age Group (FAS, Observed) C3291037

Age
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EASI75= Eczema Area and § Index >75% improvement from Baseline; FAS=Full Analysis Set: 1s
defined as all rando ts recerving at least one dose of mvestgational product. Cohorts 1 and 2
data are combined for vsis of Cnisaborole vs, Vehicle

No. =number

-Bazeline iz deﬁm@e last evaluation taken before the first dose.

-Pmicipmm}w cogiplete the study without the event of interest or those who withdrew before experiencing
the event o had their event times nght censored at the last available visit.

-Data repo p to and mcluding Day 29/early termmation: pariicipants received randomuzed, blinded

Ireal

- d after Day 29/early termination: participants no longer receved randomized treatment and could
umidgte other therapies.
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Figure 2 Kaplan-Meier Curve for Time to First Achievement of EASI7S - Crisaborole
vs. Active Control by Age Group (FAS, Observed) C3291037
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EASIT5= Eczema evenity Index =75% improvement from Baseline; FAS= Full Analysis Setis
defined as all m% participants recerving at least one dose of investigational product. Cohort 1 data 1s
included for an Cnsaborole vs. Hydrocortisone Butyrate. Cohort 2 data 15 incloded for analysis of

Crisaborolegs olimus.
No. anulhm
-Baseh d as the last evaluation taken before the first dose.

-P who complete the study without the event of mnterest or those who withdraw before

g the event of interest will have their event tumes right censored at the last available visit.
-Data‘reported up to and mcluding Day 29/early termunation: participants recerved randomuzed, blinded
treatment
-Data reported after Day 29 early termination: participants no longer recerved randomuzed treatment and
could mnitiate other therapies.
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Table 1. Time to First Achievement of EASI7S by Treatment and Age Groups (FAS, Observed) [C.?-le}
Crisaborole 2% Hydroc e
Age Bui\fate Pimecrolimus
Gronp Yehicle Cohort 1 Cohort 2 Total ’q\&j BID 1% BID
2.6 Number of Participants with data 14 10 5 15 L Vs 11
Years Participants with event. n (%o) 2{14.3) 4 (40.0) 1(20.0) 5(33.3) (58.8) 6 (54.5)
Participants censored. n (%) 12 (85.7) & (60.0) 4(80.0) 10 (66.7) (31.3) 5(45.5)
Median time to event-days (95% CI) |NE(NE,NE) |36.0(16.0, NE) NE (9.0, NE) NE (220, M%) N [150(8.0,24.0) 32.0 (16.0, NE)
7-11 Number of Participants with data 12 5 5 j\)‘ 9 8
Years Participants with event. n (%) 3(25.0 1(20.0) 4 (80.0) 5 (50N 7(77.8) 4(50.0)
Participants censored. n (%) 9 (75.0) 4 (80.0) 1(20.0) 5 SCI.B'}’ 2(22.2) 4 (50.0)
Median time to event-days (95% CI) NE (80, NE} |NE(5.0, NE) 150(15.0,NE) R (8.0, NE) 220(150,32.0) NE (9.0, NE)
12-17 Number of Participants with data 12 3 4 A 12 13 11
Years Participants with event. n (%a) 2(16.7) 2(25.0) 2 (50.0) 4(333) 4 (30.8) 4(364)
Participants censored. n {%a) 10 (83.3) 6(75.0) 2 (50.0) B(66.7) 9 (69.2) T (63.6)
Median nme to event-davs (95% CI) NE (22.0, NE) | NE (22.0, NE) 43.&(2(07)?.{!} 430(22.0, NE) ME (15.0, NE) NE (13.0, NE)
=18 Number of Participants with data 21 14 \ 21 32 17
Years Participants with event. n (%) 4(19.0) B(57.1) m.ﬁj 10 (47.6) 20 (62.5) Ti41.2)
Participants censored. n (%6) 17 (81.0) 6(42.9) 4) 11 (52.4) 12 (37.5) 10 (58.8)
Median une to event-days{95% CIL NE (29.0, NE) | 28.0 (8.0, 32 NE (16.0, NE) 32.0(16.0,32.0) 27.0(16.0, 34.0) 30.0 (20.0, NE)

the analysis of Crisaborole vs. Vehicle.
WE=not evaluable

-Participants who complete the study without the event of i
right censored at the last available visit.

N: Number of participants in the analysis set. n (%)

*

.\(,

&

BID=twice daily: Cl=confidence inferval: EASIT5= Eczema Area and Sev
FAS=Full Analysis Set is defined as all randomized participants recei

O

-Basealine is defined as the last evaluation taken before the first Qe.
tor those who withdraw before experiencing the event of interest will have their event times

u@ (Percentage) of participants,

dex improvement =75%:; NE: Mot Evaluable
& east one dose of investigational product. Cohorts 1 and 2 data are combined for
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Table 2.

Summary of Application Site Reactions by Treatment and Age Groups

(SAF) C3291037
Hydrocortisone
Crisaborole Butyrate Pimecrolimus
Age High Level Term Vehicle 195 BID 0.1%: BID 1% BID
Group Preferred Term n (%a) m (%a) n (%) n (%)
2- N 14 15 16 11
Years Appheation and insullaten site | 2 (14.3) 4(26.7) 0 0
Teactions
Application site pain 1(7.1) | 4(26.7) 0 0 K
Application site pruritus 1(7.1) 1] 0 [N o ud I
7-11 N 2 10 10 N @\
Years Appheation and insullanon site 0 1(10.0) 0 (\U/
Teactions P
Application site pain 0 1(10.0) 0 AN D
12-17 N 12 12 13 & » 11
Years Appheation and instillation site ] 1(8.3) 0 o 0
reactions o~
Application site pain 0 1{(8.3) fJO 0
Application site pruritis 0 1(8.3) ( 0 0
=18 N 21 21 2,2 17
Years Application and mstllation site 0 3(14.3) ‘%v 0 2(11.8)
reactions
Agpplication site discharge 0 0 AN 0 1(5.9)
Agpplication site ervihema 0 W 0 1({5.9)
Application site exfohation 0 =l (48) 0 0
Application site pan ] \ )95 ] 2(11.8)
Application site pruritus 0 N 0 0 1(5.9)
Agpplication site swelling 1] 0 1(5.9)

SAF=Safety Analvsis Set 15 defined as
mvestigational product accordmng to ac
cream 0.1% as an active comparato
N=the number of participants eva
- If the same participant in a g1
category, only the most severe
- Participants are count

cipants who recerved at least one dose of the

atment recerved. Cohort 1 mcluded hydrocorisone butvrate

2 inclided Pimecrolimus 1% cream as an active comparator
for AEs; n=number of participants with events

eatment had more than ene occurrence i the same preferred term event
15 counted.

ce per treatment per event. For the TESS algorithm any missing severities

have been imputed as s unless the participant expenienced another occurrence of the same event in a
given treatment for severity was recorded.
- In this case, th d seventy 15 summanzed. Missing basehne sevenities are imputed as muld. -

at any dictionary level 15 calculated after the report subset cniteria 15 apphied. Includes all
ce the first dose of study dmg,

MrdDR@. 1 coding dictionary applied.

Assﬁent of Response:

As requested, the Applicant has provided time to EASI75 data for all age subgroups. Median time to
first achieve EASI75 was not evaluable in most subgroups, since Kaplan-Meier (KM) estimators were
above 50% throughout the observation period. Yet, KM curves for crisaborole vs vehicle show similar
results across age groups. Overall, from visual assessment, time to response seemed to be achieved
earlier in the crisaborole group than in the vehicle group. In contrast, KM curves for crisaborole vs
active controls overlapped and varied across age subgroups. Crisaborole groups (cohort 1 and cohort
2) showed partially opposing trends, which should not be over-interpreted due to very small sample
sizes. Of note, in the age subgroup of 2-6 years TCS treatment showed earliest and highest response
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rates. Overall, no clear trend could be observed across age subgroups comparing crisaborole and
active controls.

The Applicant also provided the requested summary of application site reactions by treatment for all
age subgroups. In the treatment area, application and instillation site reactions were experienced most
frequently in the crisaborole treatment group (9 participants, 15.5%) and observed in all age
subgroups with highest frequency in the crisaborole group for the age subgroup of 2-6 years (26.7%;
vs 10% for 7-11 years, 8.3% for 12-17 years and 14.3% for >18 years).

Conclusion: 6

Point resolved. 6
*

5. The Applicant should explain why certain PRO data were not analysed ted in the study
report and how the choice was made on which analyses to conduct/p% and which not.
Data for all pre-defined secondary PRO endpoints and all age group uding time to >2 and >
3 point improvement from baseline should be presented, if feasi

Applicant s Response K

As previously described (see Response to Query #1), the MAH e the decision to terminate
this study in October 2020, before its completion. The rationaleNorearly termination was due
to business reasons only and not related to any safety @r @: cy concerns regarding
crisaborole. \

At the time of study termination, only 39% (23 of planned participants were enrolled. Of
these, a total of 96 enrolled participants werg 2 te 11 years old. There were only approximately 12
participants (range 8 to 16) in each age &watment group (ie, 2 age groups [2-6 and 7-11 years]
and 4 treatment groups). Because of W erent variability associated with such small sample
sizes, robust statistical or clinically ngful conclusions could not be drawn.

The statistical analysis plan (S s updated before randomization code release and database
release including the selectj endpoints for the final summary, which were based on available
sample size and investigator“gdssessed measures (see Response to Query #1 and #2). All safety
data were summariz g%}Ianned. Efficacy endpoints based on assessments performed by trained
investigators, sugc zema Area and Severity Index (EASI), Investigator’s Static Global
Assessment SI@ nd percent body surface area (%BSA), were descriptively summarized.

Patient-repo@yutcomes (PRO) endpoints Dermatology Life Quality Index (DLQI), Children’s
Dermatol fe Quality Index (CDLQI), and Dermatitis Family Impact Questionnaire (DFI)
wer arized for age groups with larger sample sizes.

Pruritus-related PRO endpoints used different instruments in each of 3 age groups as described below.
As a result, the sample sizes were even smaller for each age group and therefore, some endpoints
were not summarized.

To assess pruritus, 3 instruments were used to collect data during the study:

® Peak Pruritus Numerical Rating Scale (NRS) for = 12 years old participants;

® Patient Reported Itch Severity Scale for 6-11 years old participants;
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® Observer Reported Itch Severity Scale for 2-5 years old participants.

For 2 to 5 years and 6 to 11 years: Because of the smaller-than-originally-planned sample size,
further subdividing the population based on age groups renders even smaller sample sizes among
the paediatric age groups, and makes any meaningful interpretation or conclusions infeasible. The
use of different instruments in these 2 age groups precluded pooling of the data. Therefore, given
the small number of participants and the fact that this was a secondary endpoint not based on
assessments by trained investigators, pruritus-related secondary endpoints for paediatric
participants in the 2 age groups 2-5 and 6-11 years were not summarized in the final analysis.
For 12 years and older: The MAH decided not to summarize the Time to >2-point improv 6
from Baseline in Peak Pruritus NRS and Time to >3-point improvement from Baseline i k
Pruritus NRS for 12 years and older participants, because the median time to even m not be
estimable due to the small sample sizes. Nonetheless, summaries, at each time for the
change from Baseline for Peak Pruritus NRS, achievement of >2- point impr&{ﬁe t from Baseline
i

in Peak Pruritus NRS and achievement of >3-point improvement from Basegl
NRS were developed for this response.

Peak Pruritus

Considering the small sample size, endpoints that included data from, assessments performed by

trained investigators, such as the EASI and ISGA, were include e SAP. This decision was made
as part of the updates to the protocol and the SAP due to th termination of the study and
before randomization code release and database release sponse to Query #1).

Due to the short timeline allowed to respond to this qéw, table generation for PRO
endpoints is not possible. O

&Q

9,

It is acknowledged that the use of dimginstruments in the two age groups 2-6 and 7-11 years
precluded pooling of the data and e group sizes are very small. However, no sound justification
is provided why no data tables eou e generated for PRO endpoints, although the data seem to be
available. PRO data are rele\Qto complement the pivotal sign/symptom scores. However, earlier
studies indicate that the relatioRship between QoL measures and ISGA seems to be linear, and thus

the lack of these data be less relevant for the current assessment. Although the lack of proper
documentation is(&'c ly noted, the issue is thus not further pursued.

O
N\
Conclusi@b

Assessment of Response:

Poi t¥urther pursued.

6. The number of paediatric subjects with <5% treatable %BSA at baseline should be provided
and the aberrance to the inclusion criteria as well as potential impact on clinical outcomes
should be commented on.

Applicant “s Response

The mean treatable percent body surface area (%BSA) at Baseline reported in Study C3291037 was
15.45, as presented in Table 14.1.2.1 of the CSR. From the total 144 paediatric participants enrolled,
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only one paediatric participant entered the study with treatable BSA < 5%. This participant was under
10 years old with a reported 2.5% treatable BSA at Baseline.

This participant was enrolled to Cohort 2 and was assigned to the crisaborole group. The affected BSA
reduced to 2% at Day 29. The Eczema Area and Severity Index (EASI) total score changed from 1.6 at
Baseline to 1.4 at Day 29. No change for Investigator’s Static Global Assessment (ISGA) was reported
throughout the study; the ISGA was reported as mild for all study visits. The individual study data
corresponding to this participant is presented in Table 1 below. The overall study outcomes were not
impacted by this single participant with %BSA <5%.

Table 1. One Paediatric Participant with Baseline %BSA <5 (Study C3291037)

Collection | Study Analysis Visit 6

Cohort Date Day* Nominal Visit EASI %BSA IS N

2 2020-09-16 | -7 SCREENING Screening M]ZDV
2020-09-23 | 1 DAY1 Baseline 1.6 2.5 W |
2020-09-30 | 8 DAYS Day 8 0.6 1 NMIED
2020-10-07 | 15 DAY 15 Day 15 0.6 1 NMILD
2020-10-14 | 22 DAY22 Day 22 1.5 2 \C" MILD
2020-10-21 | 29 DAY29 EOT ET Day 29 1.4 T4 MILD
2020-11-04 | 43 DAY43 Day 43 32 J5Y MILD

%BSA=percent body surface area; EASI= Eczema Area and Severity Index; EOT= ‘b treatment; ET=early
termination; ISGA=Investigator’s Static Global Assessment

*Day relative to start of study treatment (Day1) K

Baseline is defined as the last evaluation taken before the first dose. @

Assessment of Response: OQ

As requested, the Applicant provided information on partiGipants with baseline %BSA <5. One single
paediatric participant with baseline %BSA <5 was éled. This is considered unlikely to have an
impact on the outcome, in particular since no ch@ for Investigator’s Static Global Assessment
(ISGA) was reported for this patient throug@the study.

Conclusion: i Q

QO
Q
. Q’b
O
o
t“Q/
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5. CHMP discussion

The CHMP discussed the applicant request and considered that the data available even if from an early
terminated study are relevant for the prescriber. In line with Regulation (EC) No 1901/2006 and the
SmPC guideline providing instruction on how reflecting paediatric data, the information should be
added to the SmPC.

A wording along the lines of:

'Limited data from a prematurely terminated comparative phase IIIb/IV study in children (and adults)
from 2 years of age investigating comparative efficacy and safety of crisaborole compared to vehicle,
and compared to two active treatments (TCI and TCS) support a larger effect of crisaborole c %red
to vehicle in patients with mild to moderate atopic dermatitis. Crisaborole showed a small éﬁkt size
compared to moderate potency TCS and a similar to smaller effect compared to TCI. Log ctions
were most often reported in the crisaborole groups over the 29-day treatment periob

should be proposed. Q

The Applicant is asked to submit a type II variation to include a statement i&on 5.1 of the SmPC
(and the respective section in the PIL, if applicable) to reflect the releva ults from the early
terminated phase III/IV trial within 2 months of receipt of this opinio(
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