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1. Introduction

On June 8% 2021, the MAH submitted a completed paediatric study for Staquis (crisaborole) 20mg/g
Ointment, 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 has also been provided.

2. Scientific discussion

Ko

The MAH stated that study C3291027 “A Phase 3, Multicenter, Open-Label Study of the’h@Term
Safety of Crisaborole Ointment, 2% in Japanese Pediatric and Adult Participants Wit@j 0 Moderate

2.1. Information on the development program

Atopic Dermatitis” is a stand alone study

The MAH stated that study C3291027 was conducted to support the crisabor &Iopment
programme in Japan (Study C3291027) and was not part of the EU PIP for Crisaborole (PIP Decision
No. P/0276/2020, which was discontinued 20 October 2020). @

The study was terminated prematurely (LSLV December 2020) du ﬁwe sponsor’s business decision
and portfolio reprioritisation. This decision was not a result of a@ ety or efficacy concerns.

CHMP comment

The study under assessment (C3291027) was te§@ed prematurely. The data from this study are
submitted to fulfil the requirements of Article 46 of Regulation (EC) No 1901/2006 (Pediatric
Regulation), which is acceptable. However, ubmitted safety data are of limited relevance for the
European population and the European t label, due to several constraints as outlined in
subsequent sections of this report.

OV
2.2. Information o{& pharmaceutical formulation used in the study

Crisaborole is a tqpi&A inhibitor, which inhibits the enzymatic activity of PDE-4 through binding
to the PDE-4 cat N ite in @ manner that is competitive with cAMP. PDE-4 inhibition results in an
increase in t leads to a decrease in inflammation. The activity of crisaborole on PDE-4 gene
products is i e range of 55 to 335 nM with less potent binding activity noted on several other PDE
forms, a@ng from inactive to mid-micromolar potency. It is not known if the limited binding activity
on t%ther PDE isoforms may further enhance the activity of crisaborole in atopic dermatitis (AD),
since PDE isoforms like PDE-1 and PDE-7 are involved in immune cell function and their inhibitors have
immune-modulatory effects.

As an anti-inflammatory agent, 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
subjects reduces expression of key drivers of atopic inflammation including T-cell derived cytokines IL-
13, IL-31, and IFN-y as well as innate markers of inflammation such as MMP-12. The ability of
crisaborole to suppress several types of AD-related cytokines may to its beneficial effects on AD.

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMA/702062/2021 Page 3/29




The first regulatory approval for crisaborole (containing 0.1% BHT) was received on 14 December
2016 in the US (EUCRISA™). Since then, approvals have been received in Canada, Israel, Australia,
Hong Kong, China, Taiwan, UK, EU, and EEA countries Iceland, Liechtenstein and Norway, UAE and
Lebanon.

The Applicant agreed to remove the antioxidant (0.1% BHT) from the formulation to be marketed in
the EU (trade name STAQUIS). STAQUIS was granted an EU Marketing Authorisation via the
Centralised Procedure on 27t March 2020 for the topical treatment of mild-to-moderate AD in adults
and paediatric patients from 2 years of age with <40% BSA affected.

In the US, UAE and Lebanon, crisaborole was approved for topical treatment of mild to moderate AD
in adult and pediatric patients 3 months of age and older. In Canada, Israel, Australia, Hong zb'
China, and Taiwan, crisaborole is approved for topical treatment of mild to moderate AD i ients 2
years of age and older. In the UK, EU, and EEA countries Iceland, Liechtenstein and Noy

crisaborole is approved for treatment of mild to moderate AD in adults and pediatric {ﬁents from 2
years of age with <40% BSA affected. Currently, crisaborole is marketed in 6 ¢ Q
Israel, Australia, Hong Kong, and China). &

(US, Canada,

The original marketing authorization application for STAQUIS in the EU w \&d on 1 phase 1/2a
dose-escalation study (AN2728-AD-204) and 2 pivotal phase 3 studies ( 28-AD-301 and AN2728-
AD-302"). Additional studies have been performed (see “Annex - Linertings” at the end of this

report).
,\Q:b
CHMP comment \\.)
The formulation used in this study in Japanese pati is a topical ointment containing crisaborole 2%.
The formulation is comparable to Staquis in the EU,%ut in addition contains the antioxidant BHT at
0.1%. x
N4

S
2.3. Clinical aspects O6

2.3.1. Introduction Q

The MAH submitted a f@report for:

. Study C3 S\k 7: “A Phase 3, Multicenter, Open-Label Study of the Long-Term Safety of
Cris (S intment, 2% in Japanese Pediatric and Adult Participants With Mild to Moderate
Ato rmatitis”

2. inical study

Study C3291027: “A Phase 3, Multicenter, Open-Label Study of the Long-Term Safety of
Crisaborole Ointment, 2% in Japanese Pediatric and Adult Participants With Mild to
Moderate Atopic Dermatitis”

Study Period:

Date of First Subject First Visit: Sept 14, 2020

Date of Last Subject Last Visit: Dec 18, 2020
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Description

The purpose of this long-term extension study (C3291027) was to assess the 1-year long-term safety
of crisaborole ointment, 2% BID in Japanese AD pediatric and adult participants who completed study
intervention in Study C3291032 and Study C3291031.

Study C3291032 is a Phase 3, multicenter, randomized, double-blind, vehicle controlled study to
evaluate the efficacy and safety of crisaborole ointment, 2% in Asian pediatric and adult participants (2
years of age and older) with mild to moderate AD, it was estimated 130 Japanese participants in Study
C3291032 were expected to enroll into Study C3291027.

Planned Study C3291031 was cancelled due to Sponsor business decision and therefore the St
C3291031 did not enrol into Study C3291027.

This study (C3291027) was terminated prematurely (after three months) due to the Spb%@s
business decision and portfolio reprioritization. This decision was not as a result of anyNsaféty or
efficacy concerns. The study sites were informed of the study termination on 21 r 2020. In
addition, Japanese participants in Study C3291032 were informed of Study CB& termination at
the next scheduled visit, and their willingness to continue participation in St% 291032 without
the possibility of roll over to the long-term extension study were confirm

As this study (C3291027) enrolled pediatric participants and is subjeaqo Article 46 of Regulation
(EC) No 1901/2006 (Pediatric Regulation), the CSR must be sub @ o the regulatory authorities
in EU no later than 6 months of LSLV. However, as the parent @e—blind Study C3291032 was still
ongoing at the time of the termination of this study, analysi porting of the PK and efficacy
data in this study (C3291027) could result in unblindin parent study. In order to keep the
blinding intact for the parent study, only the safety analysis was performed and reported in this CSR.
The PK and efficacy analyses will be performed a rted in a supplemental CSR after the Study
C3291032 is completed. 6

Methods 6}’
Objective(s) 60
Primary Objective: (O

e To study the safety onaborole ointment, 2% applied BID in Japanese pediatric and adult
participants wit ild to moderate AD

Tertiary/ Explorater jectives:
e Tochéa Qgﬂze the efficacy of long-term administration of crisaborole ointment, 2%
T cterize the patient/observer reported outcomes for pruritus of long-term
nistration of crisaborole ointment, 2%
ﬂ assess the PK profile of crisaborole and its identified main oxidative metabolites (AN7602

and AN8323) following multiple topical doses of crisaborole ointment, 2% BID from C3291032
on Day 1

Study design

This study (C3291027) was a Phase 3, multicenter, open-label, long-term safety extension study of
Studies C3291032 and C3291031 in Japanese pediatric and adult participants with mild to moderate
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AD to support the registration of crisaborole in Japan. After completion of the study intervention period
in Studies C3291032 or C3291031 and confirmed Study C3291027 eligibility, participants were offered
participation in the study from investigator sites in Japan.

PK blood sampling was conducted at study sites for the participants aged between 2-11 years at the
time of signing the ICD in Study C3291032.

Open-Label, Single-Amn, 52-Week Treatment Period T].Ec::in?:{“ E;:id?‘f
Crisaborole Ointment 2% BID )
| | | | | | | | | | ] | | |
I | | | | | | | | | | | | | }
Dray 1 Wesk Week Week Week Week Weak Wesk Week Woemel, Week Wesk Weelk Week Weel
Baseline 4 g 12 16 20 24 8 R 36 40 44 18 Q& 56
— [Day B5) (Day 16%) {Day 253) [Dra ay 3650 (Day 393)
Enrcllent

Visk Folaw-up

X Clontact
\b
C§

Study population /Sample size ’&

The sample size of this study (C3291027) was planned for approximately@hrticipants but was
determined by the number of participants who completed Studies C3291 or C3291031 treatment
period and met eligibility criteria of this study. Scheduled study visi Q:curred every 4 weeks (1 cycle)
with on-treatment or off-treatment cycles to be decided by the %é&;ator based on the ISGA score.

Inclusion criteria:

e Male or female participants who were patients W\I ild to moderate AD aged 2 years or older
and met eligibility criteria for Study C3291032,at the time when entering Study C3291032, and
completed treatment period in Study C3<\ without safety issues;

or &
e Male or female participants who g atients with mild to moderate AD aged 1 month to <24
months and met eligibility cri or Study C3291031 at the time when entering study

C3291031, and compIeted@ ent period in Study C3291031 without safety issues.

e Participants who are and able to comply with all scheduled visits, treatment plan,
lifestyle conS|der tion nd other study procedures.

e The investig a person designated by the investigator, will obtain written informed
consent ﬁéﬁh study participant, parent(s), or legal guardian and the subject’s assent,
when ap&ble before any study-specific activity is performed. The investigator will retain the
or|g y of each participant's signed consent/assent document.

e N\, Other medical or psychiatric condition including recent (within the past year) or active suicidal
ideation/behaviour or laboratory abnormality that may increase the risk of study participation
or, in the investigator’s judgment, make the participant inappropriate for the study.

¢ Has an anticipated concomitant use of topical or systemic therapies that might alter the course
of AD.

e Participates in other studies involving investigational drug(s) during study participation other
than the parent studies C3291032 and C3291031.
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¢ Investigator site staff or Pfizer employees directly involved in the conduct of the study, site
staff otherwise supervised by the investigator, and their respective family members.

e Experienced a treatment related AE or SAE during participation in Study C3291032 or
C3291031, which precludes treatment with investigational product in the judgment of the
investigator.

e Early discontinuation from Studies C3291032 or C3291031 treatment, for any reason.
¢ Had a significant active systemic or localized infection, including known actively infected AD.

e Had a history of significant noncompliance during the Study C3291032 or C3291031 wi
investigational product dosing, concomitant medication restrictions, or study proced the
judgment of the investigator. 6

N

See study report for further information on lifestyle considerations for study in%

X
CHMP comment ov

The overall design of the planned C3291027 long-term safety study i Iu@g objectives, endpoints,
sample size and study duration would potentially be appropriate toé:m on the long-term effects of

Staquis q

The study was planned to include only Japanese pediatric arld adutt patients from 1 month of age with
mild to moderate AD who were to be enrolled after compl n of one of the two parent studies:
C3291032 or C3291031. Patients had to meet eligibi 'tn;ﬁ?teria for Study C3291032 (and C3291031)
and complete the parent study without safety iss bcertain selection of patient more likely to
tolerate treatment well in this long-term study cﬁus be assumed. As no protocols/reports for
C3291031 or C3291032 are provided, no dﬁ@about the C3291027 populations (e.g. regarding
baseline disease criteria including % BSA ted) are known and the treatment duration before
enrolment into C3291027 is unclear,)m ing the value of study outcomes.

Treatments (O
Dose selection: Q
In this study, the parti€i \s will apply crisaborole ointment, 2% BID during On-Treatment cycle.

Crisaborole omtm 2% BID is selected as the highest well-tolerated dose to maximize the potential
for efficacy mal safety risk based on the results of foreign clinical studies, and 2% was

technically aX|mum dose for ointment formulation. In addition, the descriptive comparison of
BID a @reglmens in Japanese AD patients was conducted in Study C3291028, crisaborole
oin 2% BID was more effective than crisaborole ointment, 2% QD for Japanese adults and

pediatrics participants. Regarding safety, crisaborole ointment, 2% BID was safe and tolerable for
both Japanese adults and pediatric participants. Parent study C3291032 is conducted using
crisaborole ointment, 2% BID.

This study also has Off-Treatment Cycle to evaluate long term safety and efficacy of crisaborole in a
condition close to real world clinical practice.

CHMP comment

The selection of the crisaborole concentration (ointment 2%) and the dosing regimen (BID) for this
study are in line with the current European SmPC recommendations.
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Dosing procedure, Duration of Treatment and Follow-Up:

For this study, the investigational product is crisaborole ointment, 2%. Crisaborole ointment, 2% is
formulated to contain PF-06930164 (2%), white petrolatum, propylene glycol, mono- and diglycerides,
paraffin wax, butylated hydroxytoluene, and edetate calcium disodium.

Ointment should be applied as an even layer of approximately 3 mg/cm2.

The tool to standardize the calculation of the amount of ointment required for each participant will be
provided by the sponsor to the study sites, which is based on each participant’s own AD %BSA
adjusted by height and weight.

The investigator will determine whether the participant will receive crisaborole ointment, 2% ed
as follows:

e If the participant is assessed as Almost Clear (1) or greater on the ISGA, the parhg nt will
begin a 4 week On-Treatment Cycle, with a sufficient quantity of crisaborole ogu nt, 2%

tubes dispensed to the participant or his/her parent/legal guardian to me ated use
based on the investigator identified AD-involved areas. The investigator |ew the dosing
instructions with the participant or his/her parent/legal guardian. Stud ventlon
administration will be performed BID athome.

e If the participant is assessed as Clear (0) on the ISGA, treatmen be initiated and
the participant will begin a 4-week Off-Treatment Cycle, durin h|ch the participant is
allowed to use emollient(s)/moisturizer(s) in all areas (AD-|n and uninvolved), as
needed.

Any new lesion(s) that develop during an On-Treatment Cy Id also be treated.

Figure 1. Diagram of Study Intervention Allocation h@.it
P

Enrollment @\")a}' 1/Visit 1
X v
\) Visit 1 - 13

6@& 1 of Each 28-Day

Trv:atment Cycle

l
v Q_‘ | !
ISGA X ISGA: 0
)

28-Day reatment Period 28-Day Off-Treatment Period
?'\ role ointment 2% Treatment will NOT be initiated

@V
Q Vi si 14

Week 52/Day 365/EOT/ET

v

Visit 15/Follow-up Contact
Week 56/Day 393/EOS

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMA/702062/2021 Page 8/29



CHMP comment

Dosing procedure:

Subjects assessed as Almost Clear based on ISGA score = 1 began a 4 week on-treatment cycle to
receive crisaborole ointment, 2%. Subjects who were assessed as Clear (ISGA = 0) were started on a
4 week off-treatment cycle (no crisaborole treatment; emollients/moisturizers on AD areas allowed).
The proposed protocol could be valuable to inform on intermittent treatment regimens (no information
on (the duration of) treatment holidays is given in the European SmPC).

Crisaborole ointment, 2% was applied BID at home to affected AD-involved areas. Participants or their

parents/ legal guardians were instructed on how to apply the treatment by the investigator (ev yer

of approximately 3 mg/cmz; standardized tool to calculate the amount of ointment / particir@ ased

on participant’s own AD & BSA affected adjusted by height and weight). ‘\

Standardization of the process (application method and dose) is considered beneficié the

interpretation of results. Q

The duration of the Investigational Product Application Period was ‘oed to be 365 days (= 13

Duration of treatment & Follow-Up:

treatment cycles of 28 days) including study visits at the beginni each treatment cycle (i.e. every
28 days) until week 52/day 365 (End of Treatment) with a p ost-treatment follow up-contact at
week 56/ day 393 (End of Study). O

The planned duration of treatment and follow-up are fonxjered adequate to inform on long-term

safety (and exploratory efficacy). ~
W

Outcomes/endpoints QCJ
Primary endpoint (safety): O6

¢ Incidence of treatmeb&ergent AEs and SAEs

Tertiary/ Explorator{b\points (efficacy):

*

e Percenta f%%ge from baseline in EASI over time

e Achi t#t of EASI50 (>50% improvement from baseline) over time
. A@ ement of EASI75 (>75% improvement from baseline) over time
%ange from baseline in treatable percent BSA over time

e Achievement of success in ISGA (defined as an ISGA score of clear [0] or almost clear [1] with
at least a 2-grade improvement from baseline) over time

e Achievement of improvement in ISGA (defined as an ISGA score of clear [0] or almost clear
[1]) over time

¢ Achievement of success in regional ISGA-face (defined as a regional ISGA-face score of clear
[0] or almost clear [1] with at least a 2-grade improvement from baseline) over time
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¢ Achievement of improvement in regional ISGA-face (defined as a regional ISGA-face score of
clear [0] or almost clear [1]) over time

¢ Incidence of the use of rescue medication (topical corticosteroids or topical calcineurin
inhibitors)

Tertiary/ Exploratory endpoints (Patient/Observer Reported Outcomes):
e Change from baseline in peak pruritus NRS over time - for participants >12 years

e Changes from baseline in patient reported itch severity scale over time - for participanté
years and <12 years

e Change from baseline in observer reported itch severity scale over time - for pf@nts <6

years 0
$

Tertiary/ Exploratory endpoints (Pharmacokinetics): o

e Plasma concentrations of crisaborole and its identified main o{ja@ metabolites (AN7602 and

AN8323) on Day 1 @
AQ
\Y

The primary study endpoint was Incidence of treatmen%‘nergent AEs and SAEs and, together with the
description of the quality of the AEs and the relati treatment, this is appropriate for the
characterisation of long-term safety. é

CHMP comment

Tertiary/ exploratory endpoints relate to ef] 2a<el (evaluated via EASI, ISGA, %BSA and incidence of
rescue medication), patient/ observer r d outcomes (evaluating pruritus/itching) and
pharmacokinetics (PK of crisaborole é ain metabolites). The exploratory endpoint (ISGA response
of (almost) clear with > 2 grade i ement) was used as primary endpoint in the main clinical
phase 3 studies for Staquis in ope, which is expected to allow for contextualisation of results, once
the efficacy data from C3291 (and C3291032) are submitted.

>
Safety assessm’t@

*

al laboratory measurements may be obtained at any time during the study to
eived safety issues.

A c%}ge physical examination will include, at a minimum, assessments of the cardiovascular,
respiratory, gastrointestinal, and neurological systems. In addition, an assessment will be made of

the condition of all AD-involved skin. Weight for participants aged 18 years old or older and height
and weight for participants aged under 18 years old will also be measured and recorded.

Investigators should pay special attention to clinical signs related to previous serious illnesses.

Pregnancy tests may be urine or serum tests, but must have a sensitivity of at least 25 mIU/mL.
Pregnancy tests will be performed in WOCBP at the times listed in the SoA. Following a negative
pregnancy test result at screening, appropriate contraception must be commenced and a second
negative pregnancy test result will be required at the baseline visit prior the participant’s receiving the
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study intervention. Pregnancy tests will also be done whenever 1 menstrual cycle is missed during the
active treatment period (or when potential pregnancy is otherwise suspected) and at the end of the
study. Pregnancy tests may also be repeated if requested by IRBs/ ECs or if required by local
regulations. If a urine test cannot be confirmed as negative (e.g., an ambiguous result), a serum

pregnancy test is required. In such cases, the participant must be excluded if the serum pregnancy
result is positive.

Adverse Events (AEs) will be reported by the participant (or, when appropriate, by a caregiver,
surrogate, or the participant's legally authorized representative).

The investigator and any qualified designees are responsible for detecting, documenting, and
recording events that meet the definition of an AE or SAE and remain responsible to pursue b
obtain adequate information both to determine the outcome and to assess whether event éﬁ& the
criteria for classification as an SAE or caused the participant to discontinue the study i b tion.

Each participant/parent/legal guardian will be questioned about the occurrence of A@n a nonleading
manner.

In addition, the investigator may be requested by Pfizer Safety to obtain sp@’i&c'follow-up.
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Table 1 Schedule of activities:

crisaborole and metabolites PK

Enrollment Intervention Period Follow-up Contact®
Visit
Visit 1 Visit 2-13 Unplanned Visit 14 Visit 15
Visit Identifiers Weeks 4, 8, 12, 16, 20, 24, 28, 32, Visit Week 52/ Week S6/EOS
Abbreviations used in this table may Day 1° 36. 40, 44. 48 to initiate study| EOT/ET
be found in Appendix 6. Days 29, 57, 85, 113, 141, 169, 197, 225, 253,| intervention Day 365/ Day 393/EOS
281, 300, 337 during Off- EOT/ET | At least 28 days after
Start Day of Start Day of Treatment last study dose
(On-Treatment Cycle| Off-Treatment Cycle® Cycle
[Visit Window £7 davs based on Day 1 =7 days based | +7 days based on
on Day 1 Week S2/JEOT/ET
[nformed consent, including assent x4 AN
[Registration X
[Demographics and medical history xX*
including AD history/prior AD @
treatment (mncluding reasons of stop) *e Q
Current/prior treatments for X® N
current/prior medical history other
than AD _ C
[nclusion/exclusion criteria X NN\
Physical examination X® X (Week 24 only) X (Week 24 only) XN X
[Weight (age =18) X N \v X
[Height and Weight (age <18) X* X (Weeks 12, 24, X (Weeks 12,24, NJ X
36, 48 only) 36, 48 only)
[Laboratory N 4
Pregnancy test® X= X X ~ N\ X
Contraception check® X X w X X
Study intervention (
Body Site Checklist of AD lesions X X FaN\ X X
Record treatable AD areas X X ~\ X
Study Intervention Dispensing® X X \ ) X
Instruction for dosing and dispense ). X o X
dosing diary P
Weigh the investigational product X X u X
tube(s) and dispense A
Study intervention administration X BID, throughout BID. for the
On, ent Cycle'™ remainder of a
N ( 2 treatment cyclett
Review dosing diary; assess \bv X X XK
compliance x
Collect and weigh returned U’ x! x! Xt
mvestigational product tubes. O
wncluding empty. partially used and) (
unused tubes Na\
|Assessments . \{
Calculate and record treatable \ X® X X X X
%BSA N
ISGA™ A~V X® X X X X
Regional ISGA-face®? ¥ X= X X X
EASI® L \" X X X X
Peak Prumitu: fent X® X X X
Reported Itc ety Scale/
Observer Itch Severity
Scal
Cong; atment(s) X= — — — — X
Serioumd nonserious adverse event X - - — — -
Imonitoring
[Review lifestyle considerations X X X X X
Schedule/reconfirm next study visit or X X X X
contact
[Remind to bring all investigational X X XF X
lproduct tubes and the dosing diary to
lthe next visit
[Blood sampling to obtain plasma for X1
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Day relative to start of study intervention (Day 1).

Contact may occur via telephone contact and must occur 28 to 35 days from Week 52/EOT/ET Visit.

Day 1 will be the same day as EOT wvisit of Study C3291032 or C3291031. Procedure done at Day 1 Visit of next treatment cycle. Depending upon ISGA
score and ivestigator's judgment. participant will mitiate an “On-treatment Cycle” or “Off-treatment Cyele™.

Obtain written informed consent (from adult participant or parent/legal guardian of pediatric participant) and assent (from pediatric participant. as
applicable) before any study procedures are performed.

Procedure done at Day 29 (concomitant treatment. physical examination, %BSA. ISGA. Regional [ISGA-face, EASI. Peak Pruritus NRS/Patient Reported
Ttch Severity Scale/ Observer Reported Itch Severity Scale, urine pregnancy test and AE/SAE) and Screening (medical history including AD history/prior
AD treatment) of Study C3291032 or procedure done at Week 24 {concomitant medications/therapies, physical examination, height/length and

weight, %BSA, EASL ISGA. Observer Reported Itch Severity Scale, and AE/SAE) and Screening (medical history including AD history/prior AD
treatment) of Study C3291031 will serve as Enrollment Visit data for Study C3291027.

For all female participants biologically capable of having children (refer to Section 10.4.2 for definition of a female of childbearing potential). The
participant and his'her parent/legal guardian will be instructed regarding the contraception method requirement and mformed of the requirement to conduct a
urine pregnancy test. Pediatric female participant who has not experienced menarche is not required to perform pregnancy testing. If the pediatric female
participant starts menarche during the study, pregnancy testing will be performed.

For studies enrolling pediatric participants, it is the opportunity to assess changing potential to father/bear children and allows for 1 enting
contraception and pregnancy testing as children mature physically and behaviorally duning conduct of the study. ‘f@

Study coordinator or specified designee will contact IRT to register the visit and. if applicable, obtain the next mvestigational p@ tube(s) assignment.
Participant who will start “On-treatment Cycle” from Enrollment Visit. .

At home dosing by participant or his/her parent/legal guardian. Investigational preduct application BID through the event re the day of visit. After
the procedure/assessment of the visit, the participant or histher parent/legal guardian can apply the mvestigational prod@pp]icable.

In the event the scheduled Start Day of the next treatment cycle visit does not fall exactly on the scheduled date, th 1&pant or his/her parent/legal
guardian will be instructed to continue investigational product application BID through the evening before t mﬂ date.

Performed only for those participants completing a previous On-Treatment Cycle (e.g., Previous “On-trea _ arfel continue “On-treatment”, of previous
“On-treatment” and mnitiate “Off-treatment™).

The ISGA should be completed prior to Regional ISGA-face and EASI assessments, whenever possibltﬁ

Peak Pruritus NRS will be completed by participants =12 years of age at the time of signing the ICD . t 101 study, Patient Reported Itch Severity Scale
will be completed by participants =6 years and <12 years at the time of signing the ICD in the prior%nd Observer Reported Itch Severity Scale will be
completed by the observers (caregivers of participants) for participants <6 years of age at the tume of ing the ICD m the prior study.

Ounly for participants who completed study intervention for Study C3291032 and had AD 1 at Day 1 Visit of Study €3291032.

Performed to remind the participants mitiating “Off-treatment Cycle” to bring back dosing j which records concomitant medication usage.

PK blood sampling will be conducted at the selected study sites in participants aged b ¥ years old and 11 years old at the time of signing the ICD m
Study C3291032. The date and time for most recent dose (last dose 1n C3291 [}32& be collected.

CHMP comment O N

The Schedule of Activities includes physical examin (cardiovascular, respiratory, gastrointestinal,
and neurological systems at a minimum), examip&bior of height and weight at day 1, week 24 and
week 52 (EOT), laboratory pregnancy test af start“of each treatment cycle and week 52 (EOT), Study
Intervention related to e.g. administration, 5&1

beginning of treatment cycle and unplapn isits, assessment of BSA, ISGA, regional ISGA face,
EASI, Peak Pruritus at each beginnin eatment cycle and EOT as well as blood sampling for PK at
day 1. Evaluation of these param nd timing thereof is considered reasonable for the intended
study purpose.

Vital signs (e.g. tempera reQJod pressure, pulse rate) and laboratory assessments (e.g.
hematology, blood che x

subclinical changes i s will not be evaluated which might, however, provide important information
for long-term sa \ owever, as this study was prematurely terminated preventing collection of
longer-term ﬁ\i ee results), no further issue is made.

ing of product tube, instruction for dosing at

, urinalysis) were not conducted. This is considered a shortcoming, as

Q/O

Statistjcal Methods

The primary endpoint of incidence of safety events will be analyzed using descriptive measures such as
percentages and exposure-adjusted incidence rates along with confidence intervals. No statistical
hypotheses will be tested.

All the safety data will be summarized descriptively through appropriate data tabulations, descriptive
statistics, and graphical presentations.

Efficacy analyses will be descriptive in nature; there will be no formal hypothesis testing, though 95%
two-sided confidence intervals will be reported.

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMA/702062/2021 Page 13/29



For purposes of analysis, the following analysis sets are defined:
e Full Analysis Set: All participants who take at least one dose of study intervention.
e Safety: All participants who take at least one dose of study intervention.

e PK Analysis Set: All participants who take at least one dose of study intervention in Study
C3291032 and who have at least one concentration value.

CHMP comment

Safety (and efficacy) endpoints will be analysed descriptively without formal hypothesis testi@@ich
is acceptable for the intended purpose.

*
The Full Analysis Set is identical to the Safety Set defined as all participants who take tkast one dose
of study intervention. The PK analysis set includes all participants who take at Ieast@ dose of study
intervention in Study C3291032 and who have at least one concentration valuK

Analysis sets are considered adequately defined. N

Results ( ’b
Recruitment/ Number analysed @
)

The disposition events summary is provided in Table 2. A to participants were assigned to
study intervention period, and 37 participants received r@orole ointment 2% BID. Three
participants started the study with off-treatment cycle an® discontinued without treatment. Of the 40
participants, 30 participants were in <18 years of a roup, and 10 participants were in 218 years of
age group. All 40 participants discontinued the s@ (39 participants due to study terminated by the
Sponsor and 1 participant due to AE) and w included in the safety analysis set (all participants who
took at least 1 dose of study intervention @ so who entered the first off-treatment cycle).

&
QO
Q
<&
O
o
t“Q/
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Table 2.  Disposition Events Summary (Safety Analysis Set) (Protocol C3291027)

Crisaborole 2%

< 18 vears == 18 vears Tatal
(N=30) N=10) (IN=40)
Number (%) of Subjects n (%) n (%) n (%)
Disposition phase: Treatment
Subjects Entered: 30(100.0) 10 (100.0) 40 (1006
Discontinued 30 (100.0) 10 (100.0) 40
Reason for discontinuation .
Adverse Event 1(3.3) 0 (\%2_5)
Study Terminated By Sponsor 29 (96.7) 10 (100.0) 39 (97.5)
Completed 0 0 Q 0
Disposition phase: Follow-Up 9"
Subjects Entered: 30(100.0) 0) 40 (100.0)
Discontinued 0 w& 0
Completed 30 (100.0) K 10 (100.0) 40 (100.0)

(15:22)

Output File: /csr6/C3291027/adds s001 O
Table 14.1.1.2 Crisaborole 15 for Pfizer internal use. \

The subject evaluation groups are provided in Ta@@

A total of 40 participants were screened an ’&polled into the study intervention period. A total of 37
out of 40 participants (92.5%) were trea Qﬂth crisaborole ointment 2% BID, of which 27
participants (90.0%) in <18 years ofégoup and 10 participants (100.0%) in =18 years of age
group. Three participants (10.0%6 8 years of age group discontinued without treatment with
crisaborole ointment 2% BID.

Q

Table 3. Subj aluation Groups (Protocol C3291027)

PFIZER CONFIDENTIAL SDTM Creation: 22JAN2021 (15:20) Sour% adds Table Generation: 26JAN2021

’\b Crisaborole 2%

<18 years >= 18 years Total
Q/ (N=30) (N=10) (N=40)
@ n (%) n (%) n (%)

Screened: 40

Screened Failure: 0

Assigned to Treatment 30 (100.0) 10 (100.0) 40 (100.0)
Treated 27 (90.0) 10 (100.0) 37 (92.5)
Not Treated 3(10.0) 0 3(7.5)

Safety Analysis Set 30 (100.0) 10 (100.0) 40 (100.0)
Full Analysis Set 30 (100.0) 10 (100.0) 40 (100.0)
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Table 3. Subject Evaluation Groups (Protocol C3291027)

Crisaborole 2%

<18 years >= 18 years Total
(N=30) (N=10) (N=40)
n (%) n (%) n (%)

These participants started off-treatment from cycle 1 and discontinued without treatment
PFIZER CONFIDENTIAL SDTM Creation: 22JAN2021 (15:20) Source Data: adsl Table Generation: 26JAN2021 (ISE 2)

Output File: ./csr6/C3291027/adsl_s002
0\6
N\

Table 14.1.1.1 Crisaborole is for Pfizer internal use.
CHMP comment
Among the total of 40 subjects enrolled into the study, 27 participants in the &ars of age group
(and 10 in the =18 years of age group) were treated with crisaborole oint %o BID (3 subjects
<18 years of age discontinued without treatment) for a maximum of thr ths in this extension

study (total exposure unknown as no details from parent study available).

Except one participant who discontinued the study due to an AE @articipants discontinued the study
due to termination by the Sponsor. A&

O

The following was compiled by the clinical assesé@ased on the submitted document “Protocol

deviations”: &

Potentially important protocol deviation% may significantly impact the completeness, accuracy,
and/or reliability of the study data or ay significantly affect a subject’s rights, safety, or well-
being were reported in 22/40 (55 subjects.

Protocol deviations

The majority of these deviati 5/22; 68.2%) were described as “"PK blood sampling time was not
within 1 hour away from«l2 &s after the last dose of C3291032 study drug”. Other deviations were
due to visit occurring ogtiside of allowable window (4/22; 18,2 %), use of prohibited medication (2/22;
9.1 %) and IP no;r@i&d (1/22; 4.5 %).

The MAH state%@a formal acknowledgment by the study team was made that deviations were
reviewed an compliance was maintained.

CHMgomment

Potentially important protocol deviations were reported in 22/40 (55.5 %) subjects. However, as the
majority of these (15/22) were related to inappropriate PK blood sampling time (which is not assessed
during this procedure as no PK results are submitted), no impact on interpretability of safety results is
expected. No issue is raised.
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Baseline data

Table 4. Demographic Characteristics (Safety Analysis Set) (Protocol C3291027)

Crisaborole 2%

< 18 vears >= 18 vears Total

(N=30) (N=10) (N=40)

Apge (years), n (%)
<=1 0 0 0
211 22 (73.3) 0 22 (55

12-17 8 (26.7) 0 g@
18-64 0 10 (100.0) *(g 35.0)

>=65 0 0
n? 30 &

Mean(SD) 9.3 (3.99) 318 (7' 97) o 15.0 (11 11)
Median 9.0 320 /b 10.5
Range (min, max) (4. 16) (19( (4. 45)
Gender, n (%)
Male 15 (50.0) gso 0) 21 (52.5)
Female 15 (50_0) (40.0) 19 (47.5)
Race, n (%)
Asian 30 (10@ 10 (100.0) 40 (100.0)
Ethnicity, n (%)
Not Hispanic or Latino 0 (100.0) 10 (100.0) 40 (100.0)
The denominator to calculate percentages is N_ t ber of subjects in the safety analysis set.
Ape is at baseline.
a. n is the number of subjects with non- age.

(09:23)
Output File: /esr6/C3291 02?.-"ad
Table 14.1.2.1 Crisaborole i mtemal use.

A’b

PFIZER CONFIDENTIAL SDTM C{ - 22JAN2021 (15:20) Source Data: adsl Table Generation: 28JAN2021

CHMP comment. Q

Q.W consisted of a total of 40 participants, all Asian, 10/40 > 18 years of age, and
-17 years of age. Within the paediatric cohort 22/30 (73.3%) were between 2-11 yoa

The study popt
30/40 betw
and 8/30 .7%) were between 12-17 yoa. As no patients from the prematurely terminated parent
stud&91031 are recruited, no patients 1 month-<2 years are included.

N\

Efficacy results

No efficacy results were submitted.
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CHMP comment

Efficacy results (exploratory) were not submitted due to potential unblinding of the still ongoing Phase
3 study (C3291032) from which subjects were enrolled into this study. This is acceptable. Results from
both studies are expected to be submitted to EMA after trial completion.

Safety results

Brief Summary of Adverse Events

Extent of exposure: E

Table 2. Summary of Study Treatment Exposure (Safety Analysis Set) (Prot @
C3291027) '@

Crisaborole
< 18 years >= 18 y&‘s Total

(N=30) (N= (N=40)

(o)

Duration of treatment (days)? K
N 30 10 40
Mean (SD) 25.0 (%) 31.5 (10.6) 26.6 (11.7)
Median (range) 29.9,(0, 51) 29.0 (14, 56) 29.0 (0, 56)
Category (days)?, n (%)
0 O 3 (10.0) 0 3 (7.5)
1-28 Q 11 (36.7) 5 (50.0) 16 (40.0)

29- & 16 (53.3) 5 (50.0) 21 (52.5)

Total number of applications

N ao 30 10 40

Mean (SD) 49.4 (22.8) 62.4 (19.9) 52.7 (22.6)
Median (range) (O 56.5 (0, 92) 58.0 (28, 56.5 (0, 107)
Q 107)
Number of participants &Qot number of
applications, n (%) /b
0 . 3 (10.0) 0 3 (7.5)
1-56 . (J\ 12 (40.0) 5 (50.0) 17 (42.5)
57- 15 (50.0) 5 (50.0) 20 (50.0)
Amount gs used
b 29 10 39
Mean (SD) 175.1 296.3 206.2 (228.2)
(213.3) (257.2)
Median (range) 93.3 (0, 200.9 (72, 114.1 (0, 865)
865) 789)
Total number of treatment cycles started per
participant
N 30 10 40
Mean (SD) 1.1 (0.3) 1.1 (0.3) 1.1 (0.3)
Median (range) 1.0 (1, 2) 1.0 (1, 2) 1.0 (1, 2)
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Table 2. Summary of Study Treatment Exposure (Safety Analysis Set) (Protocol

C3291027)
Crisaborole 2%
< 18 years >= 18 years Total
(N=30) (N=10) (N=40)
Number of participants started, n (%)
1 cycle 27 (90.0) 9 (90.0) 36 (90,0)
2 cycles 3 (10.0) 1 (10.0) 4 (10@
Total number of off-treatment cycles started per @
participant ‘\6
N 30 10 40
Mean (SD) 0.1 (0.3) 0.0 (0.0) O 0.1 (0.3)
Median (range) 0.0 (0, 1) 0.0 ( 0.0 (0, 1)
Number of participants started off-treatment, n (%) 0
1 cycle 4 (13.3) ’b 4 (10.0)

2 cycles 0 Q 0 0

Number of participants with off-Treatment, n (%)

cycle 1 4 \ 0 4 (10.0)
cycle 2 Q 0 0
all treatment cycles \ (13.3) 0 4 (10.0)

b. Actual total dose & unit of one subject who is less than 18{years old is unknown

PFIZER CONFIDENTIAL SDTM Creation: 22JAN2 (15:20) Source Data: adex Table Generation: 26JAN2021 (15:45)
Output File: ./csr6/C3291027/adex_s001 (Ko

Table 14.4.1.1 Crisaborole is for Pfizer internal 16(/

O

a. The Total Number of Dosing Days on which study drug \%@lly administered
5

CHMP comment (U

In both the <18 years of ageQup (n=30) and the =18 years of age group (n=10) the median
duration of crisaborole \ment 2% BID treatment was 29.0 days (ranges of 0 to 51 and 14 to 56
days, respectively). the early study discontinuation the majority of subjects were only treated

over the course o \ treatment cycle.

*
As it is not K ow long patients were treated in the parent trial (C3291032) it is also unknown

how long erall treatment duration was. Due to the short treatment duration in this trial, the

study N not appropriate to allow assessment of crisaborole long-term effects.
3

Treatment-Emergent Adverse Events (All-Causalities):

A total of 14 participants (35.0%) experienced a total of 15 all-causality TEAEs. In <18 years of age
group, 11 participants (36.7%) experienced 12 all-causality TEAEs. In =18 years of age group, 3
participants (30.0%) experienced 3 all-causality TEAEs (Table 6).

There were no deaths, SAEs or severe AEs reported in either age group in the study. All TEAEs were
mild in severity. The permanent discontinuation from the study and the dose reduction or temporary
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discontinuations due to TEAEs were each reported in 1 participant in <18 years of age group in the
study (Table 6).

Table 6. Treatment-Emergent Adverse Events (All Causalities) (Safetv Analvsis

Set) (Prorocol C3291027)
Crizaborole 1%
<18 years =18 years Total

(IN=30) (N=10) (N=40)
Number (%) of Subjects n (%) w (%) n (%)
Subjects evaluable for adverse events 30 10 40
Number of sdverse events 12 3 15 6
Subjects with adverse events 11 (36.7) 3 (30.00 14 (35.00
Subjects with serious adverse events 0 0 0 @
Subjects with severs adverse events ] 0 0 *, 6
Subjects with adverse events on treatment area 2(6.T) 0 2(5.0 (\
Subjects with adverse events on treatment area (eyelid) 1(3.3) 0 1{2.5) O
Subjects with adverse events on treatment area (face) 1(3.3) 0 1(2.5)
Subjects with adverse events on treztment area (popliteal fossa) 1({3.3) 0 1{2.5) Q
Subjects with adverse events on freatment area (periorbital area) 1(3.3) 0 1{2.5) &
Subjects with adverse events on treatment area (perioral area)) 1(3.3) 0 1{2.5) o
Subjects discontirmed from study due to adverse events? 1(3.3) 0 1(2.5) 0
Subjects discontimed study drug due to AE and continue Study® 0 0 0
Subjects wath dosa reduced or temporary disconfimiation due to adverse events 135 0 1 (}5’&

Except for the Number of Adverse Events sulyects are counted only once per treatment in sach row.

Serious Adversa Events - according to the investizator's assassment.
a. Subjects who had an AE record that indicates that the AE caused the subject to be discontimmed fir P
b. Subjects who had an AF record that mdicates that Action Taken with Study Treatment was Drug iy

Includes data up to lag days after last dose of study dmg. : V
but AE

did not Cause the Subject to be discontinned from Study
MedDRA 23] coding dichionary zpplied

PFIZER CONFIDENTIAL SDTM Creation: 22JAN2021 (13:20) Seurce Data: adae Table Gener 26TAN2021
(19:38)

Ouiput File: /earC3291027/2dae_s010

Table 14.3.1.2.]1 Cnsaborole 15 for Pizer mtemal use. Q

Treatment-Related Adverse Events: Q

One participant (2.5%) experienc@ AE which was considered as treatment-related (Table 7).
This participant (in <18 years ge group) experienced a TEAE of application site pain and
discontinued from the study r 13 days of study treatment. The TEAE was observed on the
following treatment are;3 yelid, face, periorbital area, and perioral area and was mild in severity.

&
<
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Table 7. Treatment-Emergent Adverse Events (Treatment Related) (Safety
Analysis Set) (Protocol C3291027)

Crizaborole 2%

(IN=40)
Number {%3) of Subjects n (%)
Subjects evaluable for adverse events 40
Mumber of adverse events 1
Subjects with adverse events 1{25)
Subjects with senous adverse events 0
Subjects with severe adverse events 0
Subjects with adverse events on treatment area 1{2.5)
Subjects with adverse events en treztment area {eyelid) 1{25)
Subjects with adverse events on freatment area (face) 125
Subjects with adverse events en treztment area (periorbital area) 1{25)
Subjects with adverse events on treztment area (perioral area) 1{2.5)
Subjects discontimed from simdy due to adverse evenis* 1{25)
Subjects discontimued study dmg due to AE and contirue Study® 0
Subjects with doze reduced or temporary discorhmmation dus to adverse events 0

Inchudes data up to lag days after last dose of study drus

Except for the Number of Adverse Events subjects are counted only once per treatment in each row.

Serious Adverse Events - according to the investigater's assessment

3. Subjects who had an AF mcord that indicates that the AE cansed the subject to be discontirmed from the study

b. Subjects who had an AF record that mdicates that Action Taken with Study Treatment was Drug Withdrawn but AE
did not Cause the Subject to be discontinued from Study

PFIZER CONFIDENTIAL SDTM Creation: 22JAN2021 (15:20) Source Data: adae Table Gereration: 26JAN202

(19:58)
Output File: fearfC3291027/adze_s011

Table 14.3.1.3.]1 Cnsaborele 1= for Pizer mtemal use. Q@

Incidence of Adverse Events: O

MedDEA v23.1 codmg dichonary applied. @

\
,bo

The all-causality TEAEs reported in the stud‘{fﬁsented by SOC and PT in Table 8.

>
QO
R
.\(}

O
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Table 8. Treatment-Emergent Adverse Events by Svstem Organ Class and
Preferred Term (All Causalities) (Safety Analysis Set) (Protocol

C3201027T)
Crizsaborole 2%
< 18 years =18 years Total
(N=30) (=10} (=40}
Number (%) of Subjects: n (%) n (%) o (%)
by System Organ Class
and Preferred Term
With Aoy adverse event 11 {36.7) 3030000 14 (35.00
GEMERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 1{3.5) 0 125 ,
Application site pam 1{3.3) 0 1{2.5)
INFECTIONS AND INFESTATIONS 7(23.3) 1 (lﬂ' )] i l:"‘
Bronchitis 1{3.3)
Gastroenterfis 0 1 (llfl' )] Q}
Molluseum confagiosum 1(3.3) o 2.5
Masopharyngitis 3(10.0y 0 3(7.5)
(Chiftis media acute 1{3.3) 0 1{2.5)
Fhinitis 1{3.3) ( 1{2.5)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 0 @ (100 1{2.5)
Wound g 110 1{2.5)
MUSCULOSEELETAL AND CONNECTIVE TISSUE DISORDERS 110 1{2.5)
Joint effision 1100 12.5)
SEIN AND SUBCUTANEOQUS TISSUE DISORDERS \ 4(13.3) 0 4(10.00
Acne 1{3.3) 0 123
Dennatifis atopic Q 2(6.T) 0 2(5.00
Dennatifis confact &‘ 1{3.3) 0 1{2.5)
-

(9

Subjects are only counted once per treatment par event.
Totals for the Mo. of Subjects at a lngher level
report two or more different adverse events withy
Percentages of gender specific events are cal
Inchudes data up to lag days after last dl:-..e
MedDEA v23.1 codmedmunnanr
PFIZER. CONFIDENTIAL SDTM C@.

level category.
the comesponding gender count as denommator.
p diug.

V2TAN2021 (15:20) Source Data: adae Table Generation: 26JAN2021
(15:23)

Chatpant File: fearf/C3291027/adala0311

Table 14.3.1.2.2 Cnsaborole » - miemal use.

\ S
Analysis of e Events:

anily the sum of those at the lower levels aince a subject may

Ko

The m t%quently reported all-causality TEAEs by PT were nasopharyngitis (3 participants) and

der 1$ atopic (2 participants). Neither of these TEAEs were determined by the investigator to be
related*to study treatment. Only 2 TEAEs occurring in the treatment area were reported, of which 1
TEAE, application site pain, was considered treatment-related and it resolved by the end of the study.

Information on the location affected by AEs occurring in the treatment area was collected.
Application site pain was observed on eyelid, face, periorbital area, perioral area, and dermatitis
atopic was observed on popliteal fossa. Because of the small humber of reported AEs in the

treatment area, the study could not identify the most frequently reported location.
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No deaths, SAEs, or moderate/severe AEs were reported in the study. All the TEAEs (all-
causalities) reported in the study were mild in severity.

TEAEs potentially attributable to systemic PDE-4 inhibition (diarrhea, vomiting, and weight decreased)
were not reported. No other TEAEs potentially associated with systemic PDE-4 inhibition (e.g.,
insomnia, nausea, serious infections, malignancy) were observed in this study.

Permanent Discontinuations Due to Adverse Events:

One participant in <18 years of age group discontinued the study due to a TEAE of application site pain
on multiple treatment areas of the face which was mild in severity and considered as treatmen%
related. This event of application site pain is consistent with the known safety profile of cri a@)le.
The TEAE resolved after permanent discontinuation of the study treatment. {\%

Dose Reductions or Temporary Discontinuations Due to Adverse Events: &

One participant in <18 years of age group had a TEAE of dermatitis atopic @ed to drug
interruption. It was not related to study treatment. @

A@
CHMP comment g
Frequencies of all-causality TEAEs (all mild in severity) mparable between paediatric and adult
subjects (paediatric group: 11 participants (36.7%) with all-causality TEAEs; adult group: 3
participants (30.0%) with 3 all-causality TEAES). In paediatric group, the most frequently reported

all-causality TEAEs by PT were nasopharyngitis (@rticipants) and dermatitis atopic (2 participants).

2 TEAEs occurring in the treatment area w &aported, of which 1 TEAE, application site pain, was
considered treatment-related and it res@y the end of the study.

Skin and application site reactions s the most common adverse reactions observed in the
paediatric population (observed j patient <18yoa). TEAE incidence in paediatric subjects appears
comparable to what has bee rted during the clinical studies included in the application to obtain
initial marketing authorisatio r Staquis in the EU (AN2728-AD-301 and AN2728-AD-302). This
provides reassurance, S‘XUlarly given that the used formulation in this study contains the potentially
irritating agent BI;IT@ has been removed from the formulation used in the EU).

Permanent stud@ontinuation due to AEs was reported in a single paediatric patient (TEAE of
application Xain on multiple treatment areas of the face; treatment related, mild severity) which
resolved iscontinuation.

Not@o TEAEs which may be related to/ associated with systemic PDE-4 inhibition (diarrhea,
vomiting, and weight decreased; insomnia, nausea, serious infections, malignancy) were reported.

No SAEs, severe AEs or deaths occurred.

The safety monitoring seems adequate from the information provided. No safety issues could be
identified.

It is re-emphasized that all of the above refers to short-term treatment (approx. 1 month for the
majority of subjects) in study C3291027 (with unknown duration of prior exposure in the parent study
C3291032) and the study does not allow to draw any conclusions on longer-term safety.
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2.3.3. Discussion on clinical aspects

The MAH submitted a clinical study report of Study C3291027, a Phase 3, Multicenter, Open-Label
Study of the Long-Term Safety of Crisaborole Ointment, 2% in Japanese Pediatric and Adult
Participants With Mild to Moderate Atopic Dermatitis. This study was conducted to support the
crisaborole development programme in Japan and was not part of the EU PIP for crisaborole (PIP
Decision No. P/0276/2020).

The study was terminated prematurely due to the sponsor’s business decision and portfolio
reprioritisation. According to the MAH, this decision was not a result of any safety or efficacy concerns.

This submission is done to meet the requirement of Art. 46 to submit paediatric data within 6 r@hs
from end of study.

*
Only safety data were reported from this trial. The submitted safety data are of Iimitec{q?ﬁ@for the
European label, due to several constraints as outlined below, above all the size and ent duration
of the study sample are inadequate.

No changes to the product information (SmPC or PIL) are proposed or indic@%sed on results from
study C3291027. /b

This study was conducted with a Crisaborole formulation containing Cﬁ% Butylhydroxytoluole, BHT
(approved in US, Canada, Israel, and Australia, but not EU). The fi ation approved in the EU (trade
name Staquis) does not contain BHT. Q

Study design and methods \

Study C3291027 intended to assess long-term s ;1 year) of crisaborole ointment, 2% BID in
Japanese AD pediatric and adult participan&h ipants who completed study intervention in two

other MAH conducted studies, C3291032 and dy C3291031, were planned to be enrolled into this
study. However, the latter was termina nd did not enrol patients into C3291027. All participants in
study C3291027 were enrolled from y C3291032 (Phase 3, multicenter, randomized, double-blind,
vehicle controlled; efficacy and s of crisaborole ointment, 2% in Asian subjects > 2 years of age)
which was still ongoing at the,i of this P46 procedure.

The duration of the Invxiga nal Product Application Period was intended to be 365 days (= 13
treatment cycles of 28@5 . This included study visits at the beginning of each treatment cycle (i.e.
every 28 days) unti 52/day 365 (End of Treatment) with post-treatment follow up-contact at
week 56/ day,3{}xd of Study).

The duratio \eatment and follow-up would have been considered adequate to inform on long-term
safety§n®<ploratory efficacy (as noted above, the study was terminated earlier).

The dy was planned to include only Japanese pediatric and adult patients from 1 month of age with
mild to moderate AD who were to be enrolled after completion of one of the two parent studies.
Patients had to meet eligibility criteria for Study C3291032 (and C3291031) and complete the parent
study without safety issues. A certain selection of patient more likely to tolerate treatment well in this
long-term study can thus be assumed. As no protocols/reports for C3291031 or C3291032 are
provided no details about the C3291027 populations (e.g. regarding baseline disease criteria including
% BSA affected) are known and the treatment duration before enrolment into C3291027 is unclear,
limiting the value of study outcomes.
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The primary study endpoint was Incidence of treatment emergent AEs and SAEs. Together with the
description of the quality of the AEs and the relation to treatment, this is appropriate for the
characterisation of long-term safety.

Tertiary/ exploratory endpoints planned relate to efficacy and PK (not reported).

Vital sign (e.g. temperature, blood pressure, pulse rate) and laboratory assessments (e.g. hematology,
blood chemistry, urinalysis) were not evaluated. This is considered a shortcoming, as subclinical
changes will not be detected which might, however, provide important information for long-term
safety. However, as this study was prematurely terminated preventing collection of longer-term data
(see results), no further issue is raised. Q

As regards the dosing procedure, subjects assessed as Almost Clear based on ISGA score @
a 4 week on-treatment cycle to receive crisaborole ointment, 2%. Subjects who were ass a
Clear (ISGA = 0) were started on a 4 week off-treatment cycle (no crisaborole treatmo%,
emollients/moisturizers on AD areas allowed). Crisaborole ointment, 2% was applie at home to
affected AD-involved areas using a standardised process, which is considered sb&cial for the
interpretation of results. The proposed protocol could have been valuable to i on intermittent
treatment regimens (no information on (the duration of) treatment holid%\%iven in the European
SmPC).

gan
s

In terms of statistical methods, safety (and efficacy) endpoints gnalysed descriptively without
formal hypothesis testing, which is acceptable for the intended ose.

esuts \00

It was expected that the C3291027 study popul 'Qwould consist of approx. 130 Japanese subjects
who had completed study C3291032. Event%{y' ly 40 participants were enrolled into study
C3291027.

All participants were Asian, 10/40 > 1 @s of age, and 30/40 between 2-17 years of age. Within the
paediatric cohort 22/30 (73.3%) w. tween 2-11 yoa and 8/30 (26.7%) were between 12-17 yoa.

Among the total of 40 subjects articipants in the < 18 years of age group (and 10 in the >18
years of age group) were tre@ with crisaborole ointment 2% BID (3 subjects in <18 years of age
group discontinued with treatment with crisaborole ointment 2% BID). In both the <18 years of
age group (n=30) an @218 years of age group (n=10) the median duration of crisaborole ointment
2% BID treatment 9.0 days (ranges of 0 to 51 and 14 to 56 days, respectively). Due to the early
study disconti u@ the majority of subjects were only treated over the course of one treatment
cycle, which not permit to draw any conclusions on long-term safety of crisaborole ointment 2%
in the po n under investigation. As it is not known how long patients were treated in the parent
trial 32) it is also unknown how long the overall treatment duration is.

Potentially important protocol deviations were reported in 22/40 (55.5 %) subjects. However, as the
majority of these (15/22) were related to inappropriate PK blood sampling time (which is not assessed
during this procedure, no PK data are submitted), no impact on interpretability of safety results is
suspected. No further issue is raised

Safety

Frequencies of all-causality TEAEs (all mild in severity) were comparable between paediatric and adult
subjects (paediatric group: 11 participants (36.7%) with 12 all-causality TEAEs; adult group: 3
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participants (30.0%) with 3 all-causality TEAEs). In the paediatric group, the most frequently reported
all-causality TEAEs by PT were nasopharyngitis (3 participants) and dermatitis atopic (2 participants).

2 TEAEs occurring in the treatment area were reported, of which 1 TEAE, application site pain, was
considered treatment-related. This reaction lead to permanent study discontinuation but resolved by
the EOS.

TEAE incidence in paediatric subjects appears comparable to what has been reported during the clinical
studies included in the application to obtain initial marketing authorisation for Staquis in the EU
(AN2728-AD-301 and AN2728-AD-302). This provides reassurance, particularly given that the used
formulation in this study contains the potentially irritating agent BHT (which has been removed firom
the formulation used in the EU). 6

Notably, no TEAEs which may be related to/ associated with systemic PDE-4 inhibition (di ga,
vomiting, and weight decreased; insomnia, nausea, serious infections, malignancy) wefe keported.

No SAEs, severe AEs or deaths occurred. 0

The safety monitoring seems adequate from the information provided. No s@s’wsues could be

identified. ,b

Efficacy and PK

No efficacy and PK data were submitted, due to the potential o dmg of study C3291032 which
was still ongoing at the time of assessment of this P46 proce @us is acceptable. Results are
expected to be submitted to EMA after trial completion. O

3. CHMP overall conclusion an@ecommendation

The limited data from the prematurely term| udy C3291027 do not allow a better
characterisation of crisaborole long-term |n paediatric patients with mild to moderate atopic
dermatitis. Uncertainties pertain to the tudy duration (only one 28 day treatment cycle in most
patients), the small paediatric sampl 27 paediatric patients were treated in the course of the
study) but also to the characterls f the patients included (no inclusion/exclusion criteria from
parent studies available).

Available limited results q%ra upport a benign short-time safety profile of Crisaborole ointment, 2%
in the paediatric populw >2 years of age. No SmPC changes are proposed or indicated.

Q&
N\
Q\Q

&F@eq

No regulatory action required.
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Annex. Line listing of all the studies included in the paediatric
development program

The studies should be listed by chronological date of completion:

Non clinical studies

Product Name: Staquis Active substance: Crisaborole

Study title Study number Date of completion | Date of submission of
final study report

PIP Study 1: 003-NCL TX-055- 17/10/2012 (Final Staquis EU MAA

4-week definitive juvenile toxicity study in | 01 study report signed) | Procedure No.

rats with a 1-week recovery period to EMEA/H/C/004 0

evaluate food consumption, sexual

maturation, functional observational Latest PIP, Q@ion:

battery, motor activity, acoustic startle Pjt]g]rs,%x

response, clinical pathology, necropsy

findings, organ weights and

histopathology.

PIP Study 2: 003-NCL TX-054- 08/11/2012 (Final %\uis EU MAA

4-week definitive juvenile dermal toxicity 01 AN2728 study report signed\f‘roced ure No.

study in Gottingen minipigs with a 1-week | TOPICAL 0 EMEA/H/C/004863/0000

recavery period to evaluate clinical signs, | OINTMENT

bodyweight, food consumption, growth K Latest PIP decision:
rate, clinical pathology, ECG and @ P/0276/2020
ophthalmoscopy.

PIP Study 3: 20093673 7(Final Staquis EU MAA
4-week definitive juvenile toxicity study in | (16GR400) 1@1 y report signed) Procedure No.

rats with a 2-week recovery period to \‘ EMEA/H/C/004863/0000
evaluate systemic safety, body weight,

food consumption, motor activity, acoustic O Latest PIP decision:
startle habituation, clinical pathology, Q P/0276/2020

including haemataology and clinical

chemistry, macroscopic and microscopic &

pathology. N

Clinical studies Q
Product Name: Staqui%\ Active substance: Crisaborole
Study title “>» Study number Date of Date of submission of
. completion final study report
PIP Study 5: N\ AN2728-AD-302 27/04/2015 (LSLV) | Staquis EU MAA Procedure
Double-blind omised, vehicle- No.
controlled tri %evaluale safety and EMEA/H/C/004863/0000
orole ointment, 2%
ayvehicle in children from 2 to Latest PIP decision:
years of age (and adults) P/0276/2020
Ild to-moderate atopic dermatitis.
PIP Study 4: ANZ2T728-AD-301 29/04/2015 (LSLV) | Staquis EU MAA Procedure
Double-blind, randomised, vehicle- No.
controlled trial to evaluate safety and EMEA/H/C/004863/0000
efficacy of crisaborole ointment, 2%
compared to vehicle in children from 2 to Latest PIP decision:
less than 18 years of age (and adults) P/0276/2020
with mild to-moderate atopic dermatitis.
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Staquis (crisaborole) Article 48 (Study C3281027) Junes 2021

Study title Study number Date of Date of submission of
completion final study report
PIF Study 6: AM2T28-AD-303 2TM2015 (LSLV) | Staquis EU MAA Procedurs

COpen-label, uncontrolled, extension
study to evaluate long-term safety of
crizaborole ointment, 2% in children from
2 to less than 18 years of age (and
adults) with mild-ioc-moderate atopic
derm atitis.

Mo.
EMEAM/C/D04853/0000

Latest PIP decision:
P/0276/2020

A Phase 2b, Multi center, Randomiz=d, c3zpioz2e LSLW 18 Article 46 submission by
Diouble-blind, wehicle-controlled, intra- December 2018 Jume 2020 (08 June 2020
participant study, to evaluate efficacy submission deadline) I&
and safety of two regimens of
crisaborole cintment 2% in japansse This procedure i 2
pediatric and adult participants (2 years (EMASHICID G003}
and older) with mild to moderate atopic {H\
dermatitis.

Q)
A Phase 3, Multicenter, Open-Label C32e1027 LY 18 g 4Bvsubmission by
Study of the Long-Term Safety of December 2020 o 21
Crisaborole Ointment, 2% in Japanese Study C3281027

Pediatric and Adult Participants with Mild
to Moderate Atopic Dermatitis

N

was terminated
prematurely.
This decisioneas

issues
rding
isabonole.

()

PIP Study 8:

Asseszor-blind, randomised, active- and
vehicle -controlled study to evaluate
efficacy and safety of crisaborole
cintment, 2% compared o topical

Caza1037

S

LSLW May 2021

(EMA PIP decision:

Pf0276/2020
Im October 2020
Pfizer took the

corticosteroid (TCS), topical calcineunin Q decision to
inhibitor (TC1) and wehicle in children terminate the
from 2 o less than 18 years of age [abb ongaing global EU
adults} with mild to moderate atopic PIF Study

dermnatitis.

’Z}Q

C3281037. This
decision was
based solely on
business reasons
and was not

Latest PIP decision:
Pfoo7a,2020

o related to any

=safety issues
resgarding
crisabonole.

A Phaze n:enl.e-r Randomized, c3ze1032 LSLY September Article 46 submission by

DDub Wehicle Controlled Study 2021 March 2022

oy and Safety of Crisaborole
Dln nt. 2% in Asian Pediatric and

Adult Subjects (ages 2 years and clder)
with Mild fo Moderate Atopic Dermatitis.
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Staquis (crsaborole) Article 48 (Study C3291027) June 2021

Study title

Study

number

Date of
completion

Date of submission of
final study report

A Phase 3, Randomized, Double-Blind,

Efficacy and Safety of Maintenance
Treatment and Flare Reduction with
Crisaborole Jintment, 2%, Once Daily
COrver 52 Weeks in Pediatric and Adult
FParticipants (Ages 2 Years and Clder)

whio Responded to Twice Daily
Crisaborole Ointment, 2%, Treatment.

Vehicle-Controlled Study to Evaluate the

with Mild-to-Moderate Atopic Dermatitis,

Ca2on0as

LSLV April 2022

Article 4G submission by
October 2022

PIP Study 7:

Double-blind, randomised, vehicle-
controlled trial o evaluate safety and
efficacy of crisaborole cintment, 2%
compared to vehicle in children from 1
maonth to less than 24 months of age

with mild-to-moderate atopic dermatitis.

cazed

03t

N
\garding

Date of completicn
(LSLW) im current
agreed PIP
P/0276/2020is
Cietober 2022

Im October 2020
Pfizer ook the

decision to cancel
the planned EU

PIP Study
C3291031. Tr(
based s e%
busin SONs
an

decision w
foany

[ESUes

crisaborole.

v

Latest PIP duisian@é_

P/o276,2020, @
Oﬁ

)

O
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