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1. Introduction

On June 9%, 2020, the MAH submitted a completed paediatric study for Crisaborole ointment 2%o, 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 C3291028, “A Phase 2b, Multi-centre, Randomised, Double—’& Vehicle-
Controlled, Intra-Participant Study, to Evaluate Efficacy and Safety of Two Regimens &rlsaborole
Ointment 2% in Japanese Paediatric and Adult Participants (2 Years and Older) Wi d to Moderate
Atopic Dermatitis” is a stand-alone study. &

2.1. Information on the development program

Study C3291028 was conducted to support the crisaborole development Bg)n in Japan.

2.2. Information on the pharmaceutical formulatioﬁused in the study

STAQUIS (Crisaborole) is presented as an ointment containing g/g ointment in the EU.

benzoxaborole anti-inflammatory phosphodiesterase (P inhibitor that penetrates into the skin to
the sites of inflammation. PDE-4 inhibition results inacreased intracellular cyclic adenosine
monophosphate levels, which suppresses inflam Qand secretion of certain cytokines, such as
tumor necrosis factor-a, interleukin (IL)-2, IL-4, -5, and interferon (IFN)-y, implicated in the
pathogenesis of atopic dermatitis (AD). Criérple applied to human skin ex vivo or on AD lesions of
patients reduces expression of key driver topic inflammation, including T-cell derived cytokines IL-
13, IL-31, and IFN-y as well as innat ers of inflammation such as matrix metalloproteinase-12.
The specific mechanism(s) by whic borole exerts its therapeutic action for AD is not well defined.

Crisaborole, also referred to as PF-06930164 or AN272§@V molecular weight (251.1 daltons)

treatment of mild to modera in patients 2 years of age and older and was approved 23 March
2020 for use in patientsan to 3 months of age. EUCRISA is approved in Canada (07 June 2018) for
topical treatment of @ moderate AD in patients 2 years of age and older and under the trade
name STAQUIS in’{i el (10 February 2019), Australia (15 February 2019), Hong Kong (20 April

2020) and Cghxiggﬂ July 2020) for the same indication. In these regions, the authorised formulation

Crisaborole is approved underi?&trade name EUCRISA in the US (14 December 2016) for the topical

contains O. ylated hydroxytoluene (BHT), an antioxidant excipient.

The A @ft agreed to remove the antioxidant (0.1% BHT) from the formulation to be marketed in
the 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.

The original marketing authorisation application for STAQUIS in the EU was based on the results of two
identically designed randomised, double-blind, vehicle-controlled, Phase 3 registration studies
(AN2728-AD-301 and AN2728-AD-302). AN2728-AD-303 was an open-label, 12 months safety study
in patients (2 years and older) with mild to moderate AD who completed Study AN2728-AD-301 or
Study AN2728-AD-302. Additional studies have been performed (see “Annex - Line Listings” at the end
of this report).
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Assessor’s comment

The formulation used in this study in Japanese patients is a topical ointment containing crisaborole 2%.
The formulation is comparable to STAQUIS in the EU, but in addition contains the antioxidant BHT at
0.1%.

2.3. Clinical aspects

2.3.1. Introduction 6

The MAH submitted a final report for:

- Study C3291028: “A Phase 2b, Multi-centre, Randomised, Double-Blind, Vehlc %rolled
Intra-Participant Study, to Evaluate Efficacy and Safety of Two Regimens of borole
Ointment 2% in Japanese Paediatric and Adult Participants (2 Years an Q ith Mild to
Moderate Atopic Dermatitis”. o

(o)

2.3.2. Clinical study é

Study C3291028: “A Phase 2b, Multi-centre, Randomi uble-Blind, Vehicle-Controlled,
Intra-Participant Study, to Evaluate Efficacy and y of Two Regimens of Crisaborole
Ointment 2%b in Japanese Paediatric and Adult Pa ants (2 Years and Older) With Mild to
Moderate Atopic Dermatitis” O

Study Period: Q
Date of First Subject First Visit: r‘éﬁg" 2019
Date of Last Subject Last Visit: ber 16, 2019

Description b

Study C3291028 was a Phas@, multi-centre, randomised, double-blind, vehicle-controlled, intra-
participant study to evaluate efficacy and safety of 2 regimens of crisaborole ointment 2% in Japanese
paediatric and adult pa@pants (Cohort 1: =212 years, Cohort 2: 2 to under 12 years old) with mild to
moderate AD. Afte leting screening activities, including meeting eligibility criteria, 2 target
lesions that weréd mgderate in severity were determined by the investigator, participants were
randomised Nf the 2 regimens, QD (once a day) or BID (twice a day), randomisation ratio; 1:1,
and crisa ointment 2% or vehicle were randomly assigned to each target lesion at baseline/Day
1. Bot @t

unblinded information to sponsor, investigators/study sites and participants. Participants were treated
with investigational products administered for 2 weeks and followed-up 28 days after the end of
treatment.

lesions were to be treated at the assigned dosing regimen and dosing regimen was

The primary objective of the study was to compare the efficacy of crisaborole ointment 2%,
administered QD or BID relative to the corresponding vehicle (QD or BID), on TSS (total severity
score) assessment in target lesions, in the treatment of mild to moderate AD in adults & adolescents
(Cohort 1) and younger children (Cohort 2).

Secondary objectives (in the same cohorts) were to evaluate efficacy of crisaborole ointment 2% BID
relative to crisaborole ointment 2% QD on TSS in target lesions, to evaluate the efficacy of crisaborole
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ointment 2%, administered QD or BID on TSS/ ISGA/ pruritus assessments in target lesions and to
assess the safety and local tolerability of crisaborole ointment 2%, administered QD or BID.

The exploratory objective (in the same cohorts) was to evaluate the efficacy of crisaborole ointment
2%, administered QD or BID, on ISGA response in target lesions.

Assessor’s comment

For the description of cohorts the Applicant uses the term ‘adult’ for Cohort 1 and ‘paediatric’ for
Cohort 2. It is noted that the cut-offs used are not in line with European standards where paediatric
patients include adolescents up to 18 years of age. However, this cut-off between cohorts is&

considered problematic and a comparison of the two groups is still of interest. In registrati tudies
in the EU, there were no relevant differences between adult and adolescent patients in 5 of
treatment response. However, extent of exposure and tolerability were suspected t(@ igher/poorer
in very young children with high % BSA affected. N aN

N
(o)
Methods é
Objective(s) QQ
Primary Objective: \O

e To compare the efficacy of crisaborole oi 2%, administered QD or BID relative to the
corresponding vehicle (QD or BID), on TS§ assessment in target lesions, in the treatment of
mild to moderate AD in adults (Coh and paediatrics (Cohort 2)
Secondary Objectives: o
e To evaluate the efficacy of, orole ointment 2% BID relative to crisaborole ointment 2%

QD, on TSS assessmenag get lesions, in the treatment of mild to moderate AD in adults
(Cohort 1) and paedi (Cohort 2)

e To evaluate the \acy of crisaborole ointment 2%, administered QD or BID, on TSS, ISGA,
and pruritus ments in target lesions, in the treatment of mild to moderate AD in adults
*
(Cohort \ paediatrics (Cohort 2)

e Toa \Q e safety and local tolerability of crisaborole ointment 2%, administered QD or BID,
i eatment of mild to moderate AD in adults (Cohort 1) and paediatrics (Cohort 2)

Exp)@oy Objective:

e To evaluate the efficacy of crisaborole ointment 2%, administered QD or BID, on ISGA
response in target lesions, in the treatment of mild to moderate AD in adults (Cohort 1) and
paediatrics (Cohort 2)

Study design

This was a Phase 2b, multi-centre, randomised, double-blind, vehicle-controlled, intra-participant
study to evaluate efficacy and safety of 2 regimens of crisaborole ointment 2% in Japanese paediatric
and adult participants with mild to moderate AD.
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After completing screening activities, including meeting eligibility criteria, 2 target lesions that were
moderate in severity were determined by the investigator. Participants were randomised to 1 of the 2
regimens, QD or BID (randomisation ratio; 1:1), and crisaborole ocintment 2% or vehicle were
randomly assigned to each target lesion at baseline/Day 1. Both target lesions were to be treated at
the assigned dosing regimen. The study interventions were applied only to Lesion 1 and Lesion 2, and
not applied to other AD affected areas. The dosing regimen (QD or BID) was unblinded information to
sponsor, investigators/study sites and participants. Participants were treated for 2 weeks and followed-
up 28 days after the end of treatment.

Vehicle-controlled,

| e Screening o double-blind period aie Safety i

b Period i T Follow-Up

| Regimen 1:QD @
Cohort 1: ‘ , p B i 6
Ages 12 years and older = | Q ): Lesion 1 \

Washout o ! 9- Lesion 2 é
 Regimen 2: BID J

Cohort 2:
Ages 2 years to under 12
wears old

Washout

Regimen 2: BID
“— Qutpatient, Vjsj Ql,s.and 1572 =i

—35 days Day 1 & Day 8 Day 15 Day 43
Basgline \CJ EOT + 28 days

Randomi
Start of Tr

BID: twice daily, QD- once daily Q

* 1 Visit study site and applicatio 1te staff
* 2 Tnvestigational products wall be applied by parent/caregiver with site staff check (directly or via live video chat, etc))
and/or by site staff (s r1ll wisit participant’s home as needed).

*
Study populgti@@mple size

In Cohort 1 1), 20 participants received crisaborole 2% QD + vehicle and 21 participants received

crisabago % BID + vehicle.
In cﬁz (N=40), 20 participants received crisaborole 2% QD + vehicle and 20 participants received
crisaborole 2% BID + vehicle.

Inclusion Criteria:

Participants are eligible to be included in the study only if all of the following criteria apply:
1. Male or female participants ages:

o Cohort 1: = 12 years at the time of consent
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o Cohort 2: 2 years to under 12 years old at the time of consent

2. Participants who are willing and able to comply with all scheduled visits, treatment plan,
laboratory tests, lifestyle considerations, and other study procedures.

3. Participants who have confirmed clinical diagnosis of active AD at screening and Baseline/Day 1
according to Hanifin and Rajka criteria and who have at least 6 month history prior to
Screening visit and that has been clinically stable for more than 1 month.

4. Participants who have a global ISGA of 2 (mild) or 3 (moderate) at Baseline/Day 1 visit.

5. Participants who have AD lesions on upper limbs, lower limbs or ventral of the body truAak and
a body surface area (BSA) covered with AD of at least 1.0% and no more than 30%
Baseline/Day 1, excluding scalp, genitals and groin area. The presence of AD on t @eas
(scalp, genitals and groin area) is not exclusionary, but will not be included in th ulation
for coverage of BSA with AD. O

sion ISGA =3
. The target lesions
dorsal of the hands,
same limb must not be

6. Participants who have two lesions of AD at least 3 cm x 3 cm with ident
(moderate) for each lesion. These AD lesions must be at least 10 cm
must not be on the face, neck, scalp, axilla, genitals, groin area,
dorsal of the body trunk and soles. In addition, two AD areas gQn t
selected as the Target Lesions. [Note: When possible, AD on the bilateral (left/right)
area should have been selected as target lesions]. a@

o Cohort 2: If 0.5%BSA is smaller than 3 cm %.S%BSA is acceptable for each of
the two AD lesions with identical Lesio IS@= 3 (moderate) for each lesion.

7. Participants who received any of the followi D treatment regimens are eligible if the
following minimum washout criteria are d:

At least 28 days prior to Baseline/D%

=  Systemic (oral/inj le) corticosteroids (Note: use of intranasal/inhaled or
ophthalmic coyti eroids for stable medical conditions are allowed);
= Systemic im suppressive agents (eg, calcineurin inhibitors, cyclosporine);

=  Sunbathi Qanning bed use, or phototherapy (eg, narrow band ultraviolet B
[NbUVBY, pSoralen plus ultraviolet A [PUVA]).

At least 14 days pgior gBaseline/Day 1:

temic antimicrobials;
. QTopical corticosteroids (all potencies) and topical calcineurin inhibitors.

*
At Ieé&lys prior to Baseline/Day 1:

= Topical antimicrobials;
@ = Use of antibacterial soaps (for bathing), bleach bath, bath oil, or topical sodium

hypochlorite-based products;

= Topical antihistamines;

= Systemic sedating antihistamines (eg, hydroxyzine, diphenhydramine or other
sedating antihistamines);

= Systemic and topical traditional Chinese medicine/herbal preparation that
might alter the course of AD.

At least 8 hours prior to 1st dose of investigational products on Baseline/Day 1:

= Use of emollients and moisturisers.
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8. Capable of giving signed informed consent as described in Appendix 1, which includes
compliance with the requirements and restrictions listed in the informed consent document
(ICD) and in this protocol.

Exclusion Criteria:

Participants are excluded from the study if any of the following criteria apply:

1. Other acute or chronic medical or psychiatric condition including recent (within the past year) or
active suicidal ideation or behaviour or laboratory abnormality that may increase the risk
associated with study participation or investigational product administration or ma é
with the interpretation of study results and, in the judgment of the investigator, w @a

fere
ke the
participant inappropriate for entry into this study.

2. History of angioedema or anaphylaxis to topical products or known sen&@S to any of the
components of crisaborole ointment 2%.

3. Participants had previous treatment with any topical or systemic PDQunhlbltor

4. Participants who have undergone treatment for any type of c@er (except squamous cell
carcinoma, basal cell carcinoma or carcinoma in situ of the curatively treated with surgical
excision only).

5. Participants who are receiving any of the following ad have to wash out to participate in

this study: \O
= Biological drugs;
= Systemic (oral/injectable) c@osteroids (Note: use of intranasal/inhaled or
ophthalmic corticosteroi stable medical conditions are allowed);
= Systemic immunosuppressive agents (eg, calcineurin inhibitors, cyclosporine);
= Phototherapy (eg, I&MB PUVA).

6. Participants who require trea& ith prohibited concomitant medication(s)
i

7. Previous administration w nvestigational product within 30 days or 5 half-lives preceding
the first dose of investi I products used in this study (whichever is longer).

8. Participants who ave Warticipated in a clinical study of crisaborole.

9. Participants @( willing to minimise or avoid natural and artificial sunlight exposure during
the study¢ 6

10. Inve &Q’Sﬂe staff members directly involved in the conduct of the study and their family
, site staff members otherwise supervised by the investigator, or Pfizer employees,
§i ing their family members, directly involved in the conductof the study.

Lifestyle considerations:

1. The investigator or his or her designee, in consultation with the participant, will confirm that
the participant has selected an appropriate method of contraception for the individual
participant from the permitted list of contraception methods and will confirm that the
participant has been instructed in its consistent and correct use. At time points indicated in
SOoA, the investigator or designee will inform the participant of the need to use highly effective
contraception consistently and correctly and document the conversation and the participant’s
affirmation in the participant’s chart (participants need to affirm their consistent and correct
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use of at least 1 of the selected methods of contraception). In addition, the investigator or
designee will instruct the participant to call immediately if the selected contraception method is
discontinued or if pregnancy is known or suspected in the participant or partner.

2. Routine preventative immunisations are permitted during the study; however, it is preferred
that immunisations be administered at least 28 days before the start or following the
completion of the participation.

3. Participants should refrain from swimming, bathing, sauna or washing the treated areas for at
least 4 hours after application.

4. Use of sunscreen is permitted, but only on other areas than target lesions. 6

5. The participants and/or parents/caregivers should avoid wiping the mvestlgatlona cts off
the skin. In the case of any investigational product inadvertently being wiped o ould not
be reapplied to wiped areas until the next scheduled dose.

6. When applying investigational products, the parent/caregiver will not gawt |red to wear
gloves when applying investigational products. However, they must ructed to wash their
hands with mild soap and water before and after each application h investigational

product.

7. Participants will be instructed to be dressed in loose-fitting ﬂing and avoid occluding the
treated areas (with dry wraps, for example). Wet wrap not permitted.

8. Parent/caregiver should be encouraged not to pu Q s in the mouth to avoid ingestion of
investigational products. The parent/caregiver s be instructed for participants who are

young children to avoid licking the appllcatl(ﬁlte of the investigational product.

S

’ A4
Assessor’s comment (J

The study population consisted of tw orts of Japanese patients (cohort 1: = 12 years; cohort 2: 2
years to < 12 years) with mild t erate AD. The diagnosis of AD is based on the Hanifin and Rajka
criteria (1980) which are well blished worldwide and acceptable. Participants were required to have
a global ISGA of 2 (mild),or oderate) and BSA affected between 1-30% at Baseline/Day 1 visit.
Target lesions (to whic r vehicle was applied) were 3 cm x 3 cm with identical Lesion ISGA = 3

(moderate) for eachﬁ and had to be at least 10 cm apart (on different limbs). The in- and
*

exclusion criteria the European target population to a large extent (STAQUIS approved in EU for

Treatments

Dose selection:

Crisaborole ointment 2% BID is selected as the highest well-tolerated dose to maximise the potential
for efficacy with minimal safety risk based on the results of foreign clinical studies, and 2% was
technically the maximum dose for commercial ointment formulation, therefore 2% is selected for
dosage of this study. In an earlier single dose phase | study (C3291029), the 2% formulation was
evaluated with a BID regimen and considered safe in healthy volunteers (N=20) and AD patients
(N=10) with a BSA of at least 25% at baseline.
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Dosing procedure:

At Baseline/Day 1, the participants who meet Inclusion/Exclusion Criteria will be randomised to one of
the regimens, QD or BID, and for each of two target lesion (Lesion 1 and Lesion 2) meeting the
inclusion criteria identified by the investigator, the investigational products (crisaborole ointment 2%
or vehicle) will be assigned randomly. The sponsor, investigators/study sites and participants will be
blinded with respect to which lesion is receiving the crisaborole ointment 2% or vehicle.

Regimen 1 (QD) Regimen 2 (BID)
Morning &

v i y? O
/§ J &

NA § ? 0 o ’bo
| 0

BID: twice daily, NA: not applicable. QD: once daily

In case of Regimen 1 (QD). once daily in the evenmng throughout the treatment period 1s acceptable as like as [y n

the morning throughout the treatment period. Q

For cohort 1, the participants will visit the site at every@ timing [Regimen 1 (QD): once daily
in the morning or evening, Regimen 2 (BID): twice daily is the morning and evening] and the
investigational products will be applied by the site s It may allow that the site staff applies the
investigational products at the participant’s hom&asva backup option upon sponsor’s agreement
when the participant is not able to visit the %For Regimen 2 (BID), dosing interval should be 12
+4 hours.

Evening

For cohort 2, the parent/caregiver a the site staff will apply the investigational products. When
the parent/caregiver applies, it wi done with confirmation of the appropriate application by the
site staff (directly or via live vi chat). When site staff applies, site staff will visit the participant’s

home as needed. For Reﬁwe (BID), dosing interval should be 12 +4 hours.

For regimen 1 (QD), %pant will be applied investigational products from Day 1 to Day 14. For
regimen 2 (BID), It Qparticipant will be applied investigational products from AM in Day 1, the last
administratiQr? e PM in Day 14. When participant will be applied investigational products from PM
ad

in Day 1, th ministration will be AM in Day 15.
In ord etter standardise the amount of investigational products applied to the target lesions, the
Princ Investigator (PIl) will measure the size of each target lesion at Baseline/Day 1 and determine

the amount of medication to be applied by using finger-tip unit. The area of the lesion will be
determined using the “handprint method”, wherein the area represented by the participant’s
outstretched hand (including all five digits adducted together) equals approximately 1% of the
participant’s BSA. Parent/caregiver for cohort 2 will receive verbal and written instructions on how
much study medication to apply to treatment areas and how the investigational products should be
applied. New investigational product tubes will be dispensed at Baseline/Day 1 and Day 8 for
parents/caregivers of cohort 2. Parents/caregivers for cohort 2 will be instructed to return the
investigational product tubes at Day 8 and Day 15.
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Participants should be instructed to wait at least 15 minutes after bathing/showering allowing the skin
to dry thoroughly prior to applying medication. Participants should not shower or wash off study
medication within 4 hours after application. Crisaborole ointment 2% is for external use on the skin
only. Contact with mucous membranes (i.e. inside of nostrils, mouth, vagina, urethra, and rectum),
and in the eyes should be avoided. Participants should avoid ingestion of investigational products.

The lesion size and prescribed amount of investigational products will be recorded in the source
documentation and marked on the dosing instruction document for the parents/caregivers.

The investigational products will be applied only to Lesion 1 and Lesion 2, and not applied to other AD

affected areas. t
*

Duration of Treatment and Follow-Up: \

Screening procedures were to be completed between 2 and 28 days (inclusive) prio@ e
Baseline/Day 1 Visit. The duration of the Investigational Product Application Peﬁ@ s 14 days and
included study visits at days 1, 8 and 15 (End of Treatment). The Post-Treat &t, ollow-Up period
included telephone contact between days 28 to 35 (note: amended to 28 to ays) from
administration of the final dose of investigational products (i.e. between @y days 43 to 46).

Assessor’s comment

X
)
O

(QD or BID) for this study were based on the highest w
dosage. The aim was to maximise the efficacy outc with minimal safety risk based on the results of

Dose selection: The selection of the crisaborole concen ra@ ointment 2%) and the dosing regimen
e erated dose and technically feasible

foreign clinical studies and study C3291029, in iCh the safety and tolerability in Japanese patients
with AD were confirmed. Dose selection seeq{idequate.

Dosing procedure: Participants were ran ised to one of the regimens, QD or BID, and for each of

the two target lesion (Lesion 1 and Les8i ) meeting the inclusion criteria identified by the
investigator, the investigational pr; (crisaborole ointment 2% or vehicle) were assigned
randomly. Crisaborole or vehicl applied to AD target lesions over a course of 15 days. The
application of ointment was st done under supervision (either applied directly or supervised by
study personnel) in both 8ghorts. Standardisation of the process (application method and dose) is
considered beneficial f(@e interpretation of results.

*
Identifying poteliix ifferences between QD or BID regimens is of value for future dosing
investigatio 7\ mendations.

Duration tment: The duration of the Investigational Product Application Period was 14 days and
includ my visits at days 1, 8 and 15 (End of Treatment). The Post-Treatment Follow-Up period
included telephone contact between days 43 to 46. While this is acceptable in the context of a Phase
2b study, treatment of only 2 weeks limits conclusions on long-term efficacy and safety (see further
comments and discussion below).

Outcomes/endpoints

Primary endpoint (efficacy)

e Change from baseline in TSS in target lesions treated with crisaborole ointment or vehicle on
Day 15 in each regimen (Regimen 1: QD, Regimen 2: BID) for each cohort
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Secondary endpoints (efficacy & safety)

e Change from baseline in TSS in target lesions treated with crisaborole ointment or vehicle on
Day 15 in each regimen for each cohort

e Change from baseline in TSS in target lesions treated with crisaborole ointment or vehicle on
Day 8 in each for each cohort

¢ Change from baseline in ISGA in target lesions treated with crisaborole ointment or vehicle at
each visit up to Day 15 in each regimen for each cohort

¢ Change from baseline in pruritus assessments in target lesions treated with crisaborole
ointment or vehicle at each day up to Day 15 in each regimen using following scales:

o Cohort 1: Peak pruritus, NRS (Age = 12 years) 6
o Cohort 2: Itch severity scale (Age 6-11 years) Self-Report; Caregiver repo itch
severity NRS (Age 2-11 years) 0\
¢ Incidence of TEAEs and each regimen for each cohort K

Exploratory endpoint (efficacy)

e ISGA response of clear or almost clear and at least a 2-grade improﬁJ t from baseline in
target lesions treated with crisaborole ointment or vehicle at eac%' p to Day 15 in each

regimen for each cohort

The following clinical safety assessments were performedoo
e Medical History \

e Vital Signs (temperature, pulse rate, bIoQ;ssure)

Clinical Safety Assessments

e Physical Examination

e AE and SAE recording i o('l

Laboratory Safety Assessment

A pregnancy test is performe Screening, Day 1 and Day 15. All other safety assessments were
performed at screening (n\ly

o
O
o
<

Y“
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Table 6.

Protocol-Required Safety Laboratory Assessments

Lymphocytes (Abs)

Alkaline phosphatase
Uric acid

Albumin

Total protein

Hematology Chemistry Urinalysis Other
At screening only: At screening only: At screening only: |e Pregnancy test (B-hCG)"
Hemoglobin BUN/urea and pH
Hematocrit creatinine Glucose (qual) At screening only:
RBC count Glucose Protein (qual) ¢ FSH®
Platelet count Calcium Blood (qual) e Urine drug screening
WBC count Sodium Ketones i )
Total neutrophils Potassium Nitrites
(Abs) Chloride Leukocyte esterase
Eosinophils (Abs) Total CO, (bicarbonate) | Urobilinogen
Monocytes (Abs) AST.ALT Urine bilirubin
Basophils (Abs) Total bilirubin Microscopy"

Abbreviations: Abs = absolute; ALT = alanine aminotransferase; AST = aspartate aminotransferase:
B-hCG = beta-human chorionic gonadotropin; BUN = blood urea nitrogen: CO, = carbon dioxide;
FSH = follicle-stimulating hormone; qual = qualitative; RBC = red blood cell; WBC = white bloo

cell.

a. Only if urine dipstick is positive for blood, protein. nifrites, or leukocyte esterase.
For confirmation of postmenopausal status only.

S

¢.  Local urine testing will be standard for the protocol unless serum testing is requir lby0

institutional review board/ethics committee (IRB/EC). For female participants
potential, if a urine test cannot be confirmed as negative (eg. an ambiguous r
pregnancy test is required. In such cases, the participant must be exclude
result is positive.,

hildbearing
. a serum
1€ serum pregnancy

S

O

.{\

Assessor’s comment

The primary study endpoint of success was Chan

crisaborole ointment or vehicle on Day 15
cohort (intra-patient). The lesion TSS as

induration/papulation, excoriation (e

by assigning 0-3 points for each d \6
manifestation). This score empl%ﬁ
commonly used EASI score. tter further weighs the lesions by multiplying the severity score by
area scores and addition%ntﬁliers. The choice of the lesion TSS therefore seems reasonable for this
study, as the treatmen

(e.g. main phase 3

t on single lesions per patient is evaluated. Comparison to external data
jes) needs to be done under this prerequisite considering that the endpoints

A3

are different (§ir€3\esions vs. global disease).

The explora ndpoint (ISGA response of (almost) clear with = 2 grade improvement) was used as

primar
und

AD severity in 4 domains, erythema,

(compared to global). This allows for good contextualisation of the data, however.

om baseline in TSS in target lesions treated with
E@h regimen (Regimen 1: QD, Regimen 2: BID) for each
of scratching), and lichenification (epidermal thickening)
The maximum total score is 12 (= most severe AD

e same domains (and the same points per domain) as the more

int in the main clinical phase 3 studies for STAQUIS in Europe, although in the study
ssment it was measured at day 15 (compared to day 29) and on the single lesion level

Secondary endpoints included efficacy evaluations based on TSS (inter-patient) and pruritus

assessments in target lesions up to day 15 as well as safety evaluations (adverse event incidence).

Overall, the choice of endpoints is considered adequate.

Schedule of activities all subjects

Assessment report for paediatric studies submitted in accordance with article 46 of
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Visit Identifier® Day -35 to Day -1 Day 1 Day 8 Day 15 Day 43
Screening Baseline End of Treatment/ | Follow-up®
Early Discontinuation”
Visit Window +1 Day +1 Day +3 Days
Informed consent, including assent X
Medical history X X
Vital signs’ X
Physical examination X X
Laboratory
Hematology X
Blood chemistry X°
Urinalysis X
Pregnancy test’ X X X
Contraception check® X X X X X
Identify two target lesions X
Randomization X L)
Study treatment Nl
Cohort 1: Site staff applies the investigational products to the X -
participant at the site.” "
Cohort 2: Parent/caregiver and/or the site staff applies the X — &\ X
investigational products to the participant.
Dispense Investigational Products (Cohort 2) X X
Collect Returned Investigational Products (Cohort 2) b, ‘ X
Weigh Investigational Products X ‘i > X
Compliance confirmation X “ - X
Visit Identifier” Day -35 to Day -1 Day 1 ay 8 Day 15 Day 43
Screening Baseline | End of Treatment/ Follow-up*
Early Discontinuation”
Visit Window f)\ +1 Day +1 Day +3 Days
Assessments ‘~V
%BSA for eligibility X ANX
ISGA for eligibility X 4 X
Lesion ISGA for each target lesion X X X
Lesion TSS for each target lesion ~\) X X X
Pruritus assessments for each target lesion” \' X — X
Cohort 1: Peak Pruritus NRS (age >=12)
Cohort 2: Itch Severity Scale (age 6-11) O
Cohort 2: Observer Reported Itch Severity NRS (age 2-11) C \
Photographsl N X X X
Review Prior/Concomitant treatment(s) '&‘ X" — s — X
Serious and nonserious adverse event monitoring )' X — — — —

Abbreviations: — = ongoing/continuous event; AD = atopic de 13 ‘le = twice daily; %BSA = percent of body surface area; FSH = follicle stimulating hormone; ISGA =

Investigator’s Static Global Assessment; NRS = numerical . e; QD = once daily; TSS = Total Sign Score.

a.  Day relative to start of study treatment (Day 1).

b. Ifa participant 1s discontinued, the efficacy evalu e timing of the early termination will be conducted as early as possible (the same day 1s preferable).

c.  Follow-up contact will be completed during ys from administration of the final dose of investigational products to capture any potential adverse events and to
confirm appropriate contraception usage and Qrm ant treatments. Visit 1s planned to occur as a telephone contact.

d. Temperature (tympanic or axillary), puls blood pressure taken in the seated or supine position, after the participants have been sitting or lying calmly for a minimum
of 5 minutes. Assessment of vital signs s precede blood draw for clinical laboratory tests

e, Serum FSH concentration will be rmined¥or all females who are amenorrheic only for confirmation postmenopausal status.
f  For females of childbearing potenti y. Local urine testing will be standard for the protocol
g.  For females of childbearing poti nly. Confirm that contraception is used consistently and correctly
h. Cohort 1: From Day 1 to @cipams will visit the site once or twice daily to apply mvestigational products by site staff. If it becomes difficult for the participant to
visit the study site, the & 5 will visit participant’s home and investigational products will be applied by site staff as a backup option upon sponsor’s agreement.
Cohort 2: From Day to y 15, investigational products will be applied once or twice daily by parent/caregiver and/or site staff. When investigational products are applied
z\‘ ff will check the compliance directly or via live video chat. When investigational products will be applied by site staff, site staff will visit the
I eeded.
1 Participant will be applied mvestigational products from Day 1 to Day 14.
en participant will be applied investigational products from AM 1n Day 1. the last administration will be PM 1n Day 14. When participant will be
atlonal products from PM 1n Day 1, the last admumistration will be AM mn Day 15.
j- e will be confirmed by parent/caregiver and/or the site staff confirmation.
k 15 assessment will be completed by participants who are =6 years old and by observers [parents/caregivers] for the participants (age 2-11) when applicable, once daily

Day 1 to Day 15 before mvestigational products application preferably at the same time of each day 1f applicable

1. Photographs of target lesions will be obtained. Photographs will be taken by local standard procedures

m. Record all treatments (including medications and non-medication therapies) used for AD 90 days prior to screening and all other medications (including bland [non-
medicated] emollients, over the counter drugs, vitamins, and antacids) used within 30 days prior to Screening.

Assessor’s comment

Screening activities (day -35 to -1) included medical history, vital signs (temperature, blood pressure,
pulse rate), physical examination, laboratory assessments (haematology, blood chemistry, urinalysis)
and ISGA/ %BSA evaluation for eligibility. Apart from vital signs and laboratory parameters these

parameters were measured throughout the study (at baseline and/or day 8 and/or day 15). A change

Assessment report for paediatric studies submitted in accordance with article 46 of
regulation (EC) No 1901/2006, as amended
EMA/591235/2020 Page 14/46



in laboratory values after only 14 days of exposure (one lesion only) seems to have been considered
unlikely based on data from earlier studies and this might have been the reason for not performing
additional measurements.

Statistical Methods

General methodology:

The primary analysis in each regimen for each cohort will be a superiority test to demonstrate
crisaborole ointment 2% is more efficacious than vehicle in the target lesion in participants wit ild
to moderate AD as measured by change from baseline in TSS between crisaborole treated le and
vehicle treated lesion. The null hypothesis in each regimen for each cohort is that thereei @
difference between crisaborole ointment 2% and vehicle, and the alternative hypothesi %‘each
regimen for each cohort is that there is difference between crisaborole ointment 20/«@1 vehicle as
measured by change from baseline in TSS at Day 15. In each regimen for eac@lt the difference
between crisaborole and vehicle in TSS change from baseline at Day 15 is s@ ically significant if p-
value<0.05 (two-sided).

In general, number and percentage will be presented for categorical ¥ariables. Number, mean,
standard deviation, minimum, 1st, 2nd and 3rd quartiles and maxi will be presented for
continuous variables.

The binary endpoints will be descriptively summarised L@@umber, percentage and 95%
confidence interval (Cl) of percentage at each time poi

For the intra-participant comparison of crisaborole \@hicle in each regimen at each time point, the
binary endpoints will be compared using McNemax’s“test. For the inter-participant comparison of
regimen 1 vs regimen 2 at each time point, @inary endpoints will be compared using Chi-squared
test.

The continuous endpoints will be c@;ively summarised using number, mean, standard deviation,
minimum, 1st, 2nd and 3rd quarti@ d maximum.

For the intra-participant com Son of crisaborole vs vehicle in each regimen at each time point, a
Mixed effect Models for Repea Measures (MMRM) will be used to derive least- square mean of
intra-participant differ nd associated 2-sided 95% CI between crisaborole ocintment 2% and
corresponding veQi&MRM will include the fixed effect of time point (visit or day) and an
unstructured varj ?\e and covariance matrix will be used to model the dependence among the same
participants ’\ ifferent visits up to Day 15. If there is convergence issue for unstructured
variance an ariance matrix, first order autoregressive (AR(1)) variance and covariance matrix
will

begus
For théinter—participant comparison of regimen 1 vs regimen 2 at each time point, a MMRM will be
used to derive difference in least-square means and associated 2-sided 95% CI between regimen 1
and regimen 2. A MMRM will include the fixed effects of dosing regimen, time point (visit or day),
dosing regimen-by-time point (visit or day) interaction, and baseline value of the corresponding
endpoint and an unstructured variance and covariance matrix will be used to model the dependence
among the same participants across different visits up to Day 15. If there is convergence issue for
unstructured variance and covariance matrix, AR(1) variance and covariance matrix will be used.

Categorical endpoints will be descriptively summarised using number and percentage. Shift table
from baseline to Day 8 and Day 15 will be provided.

Assessment report for paediatric studies submitted in accordance with article 46 of
regulation (EC) No 1901/2006, as amended
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Missing data will not be imputed for efficacy descriptive summary.

For the statistical comparison of continuous endpoints, a MMRM analysis will be conducted including
only the observed data in the model under the assumption of the missing at random (MAR) for the
missing mechanism.

Non-responder imputation (NRI) will be used for missing values of lesion ISGA response of clear or
almost clear and at least a 2 grade improvement from baseline at Day 8 and Day 15.

In addition, missing values for safety endpoints will not be imputed.

Analysis sets: 6

Full Analysis Set (FAS): All participants randomised and who received >1 dose of the‘\ drug.

Per-Protocol Analysis Set (PPAS): All participants randomised and who received@gose of the
study drug, with both baseline and Day 15 primary efficacy data, and without p violations that

were thought to impact the efficacy evaluation during the treatment period. &,

Safety Analysis Set: All participants who received >1 dose of the stud .

&

Statistical methods are adequate. Although the overall alp, Qs not controlled at the (common) 5%
level, this can be accepted in the context of a phase 2b .

Assessor’s comment

A3

Results &
Recruitment/ Number analysed o
:o

A total of 102 subjects were scre
subjects were enrolled.

r eligibility, 21 subjects were screen failure and a total of 81

The Full Analysis Set, the FQProtocol Analysis Set (any participant who received =1 dose of the
study drug, with both e and Day 15 primary efficacy data, and without protocol violations that
were thought to ir‘n@ efficacy evaluation during the treatment period) and the Safety Analysis
Set (any particirﬁ} o received =1 dose of investigational product) were the same and had a total

of 81 subjects’.
o
<
i“
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Table 6. Subject Evaluation Groups

Cohort 1 Cohort 2
Crisaborole 2% QD + Vehicle Crisaborole 2% BID + Vehicle Crisaborole 2% QD + Vehicle  Crisaborole 2% BID + Vehicle BID
QD BID QD (N=20)
(N=20) (N=21) (N=20)

n (%) n (%) n (%) n (%)
Screened: 102
Screened Failure: 21
Assigned to Treatment 20 (100.0) 21 (100.0) 20 (100.0) 20 (100.0)
Treated 20 (100.0) 21 (100.0) 20 (100.0) 20 (100.0)
Not Treated 0 0 0 0
Full Analysis Set 20(100.0) 21 (100.0) 20 (100.0) 20 (100.0) 6
Per Protocol Analysis 20 (100.0) 21(100.0) 20 (100.0) 20 (101
Set
Safety Analysis Set 20(100.0) 21 (100.0) 20 (100.0) ‘K@)
PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (15:14) Source Data: adsl Output File: ./csr6/C3291028/adsl_s002 Date of Generation N2020 (00:37)

Table 14.1.1.1 1s for Pfizer internal use. Q

In Cohort 1 (N=41), 20 participants received crisaborole 2% QD + vehicle e@&lparticipants received

crisaborole 2% BID + vehicle. @

In Cohort 2 (N=40), 20 participants received crisaborol 2% QD + veh@e and 20 participants received
crisaborole 2% BID + vehicle. @

All patients enrolled (100.0%) completed both the Treatmen and the Follow-Up Phase.

A total of 3 investigational sites in Japan participated ir\f\@tudy.

Protocol deviations Q

A formal acknowledgment by the study te@ﬁs made that deviations were reviewed and GCP
compliance was maintained. o

All potentially important PDs that o::‘ d during the study are summarised in the table below.

In Cohort 1, 3 participants (15.% In QD regimen and 8 participants (38.1%) in BID regimen
reported at least 1 potentiall portant PD. In Cohort 2, 9 participants (45.0%) in QD regimen
and 7 participants (35.020),in BID regimen reported at least 1 potentially important PD.

The most frequen;ly? ted potentially important deviation was doses administered outside the
allowed dosing bQ (ie, dosing hours), and that was reported for 3 participants (15.0%) in QD
regimen an ’&cipants (33.3%) in BID regimen in Cohort 1, and 4 participants (20.0%) in QD
regimen g articipants (25.0%) in BID regimen in Cohort 2.

Assessment report for paediatric studies submitted in accordance with article 46 of
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Table 5. Summary of Potentially Important Protocol Deviations

Cohort 1 Cohort 2

Crisaborole 2%  Crisaborole 2%  Crisaborale 2%  Crisaborole 2%
QD + Vehicle BID + Vehicle QD + Vehicle BID + Vehicle BID

QD BID QD (N=20)
(N=20) (N=21) (N=20)
Category for Protocol Deviation n (%) n (%) n (%) n (%)
Subcategory for Protocol Deviation
Number (%) of Subjects With Any 3(15.0) 8(38.1) 9 (45.0) 7(35.0)
Potentially Important Protocol Deviation
2: INVESTIGATIONAL PRODUCT 3(15.0) 7(33.3) 5(25.0) 5(25.0)

Doses administered outside the 3(15.0) 7(333) 4(20.0) 5(25.0)
allowed dosing window (ie. dosing
hours).

IPs were not prescribed at Day 8 and 0 0 1(5.0) 0 @
use the IPs prescribed at Day 1 .
throughout the study \
3: CCMEDS 0 1(4.8) 0 0 K

Subject used prohibited medications 0 1(4.8) 0 0 O

or treatments during the study
4:LAB 0 0 2(10.0) 2(10.0) Q
Lab samples not collected according 0 1] 2(10.0) 2(10.0) o&

to the schedule of activities.

5- VISIT SCHEDULE 0 0 2 (10.0) 1(5.0)

Visits are performed out of protocol 0 1] 2 (10.0) 1(5.0) @
specific window
6: PROCEDURES/TESTS 0 3(14.3) 0 0

Pruritus assessments not performed 0 3(143) 1] 0, @

according to protocol

Subjects are only counted once per treatment per deviation.
PFIZER CONFIDENTIAL SDTM Creation: 29JAN2020 (20:27) Source Data: DV Output O
File: Jesr6/C3291028/addv s001 Date of Generation: 29TAN2020 (20:46) \

Table 14.1 5 1s for Pfizer internal use.
Assessor’s comment <\
All three analysis sets (Full, Per-Protocol, £f_gy) were the same and consisted of 81 subjects as all
patients enrolled (100.0%) complete D@the Treatment Phase and the Follow-Up Phase. An equal
number of patients received crisab vehicle in cohort 1 (QD: n=20, BID: n=21) and cohort 2
(QD: n=20, BID: n=20). A total nvestigational sites in Japan participated in this study. Most
frequent protocol deviationsQI “IP administered outside the dosing hours”, which according to the

MAH did not compromiseNGCP'&nd are unlikely to have substantially affected study outcomes.

>
Baseline data . Q
In Cohort 1, 1 éSJ %) male and 9 (45.0%) female participants were enrolled in QD regimen, and 17
(81.0%) ma@ 4 (19.0%) female participants were enrolled in BID regimen. The mean age

(standar tion [SD]) of participants in QD regimen and BID regimen was 33.3 (10.36) years and

33.9 years, respectively.

In Cohort 2, 8 (40.0%) male and 12 (60.0%) female participants were enrolled in QD regimen, and 11
(55.0%) male and 9 (45.0%) female participants were enrolled in BID regimen. The mean age (SD) of
participants in QD regimen and BID regimen was 7.7 (2.52) years and 7.8 (2.69) years, respectively.

All patients participating in this study were Asian.

Demographic, disease and lesion baseline characteristics are summarised below:

Assessment report for paediatric studies submitted in accordance with article 46 of
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Table 7. Demographic and Disease Baseline Characteristics - Full Analysis Set

Cohort 1

Crisaborole 2% QD + Crisaborole 2% BID +

Crisaborole 2% QD +

Crisaborole 2% BID + Vehicle

Vehicle QD Vehicle BID Vehicle QD BID
(N=20) (N=21) (N=20) (N=20)

Age (years)

2-6 0 0 6(30.0) 6(30.0)

7-11 0 0 14 (70.0) 14 (70.0)

12-17 0 0 0 0

18 - 64 20(100.0) 21 (100.0) 0 0

>=65 0 0 0 0

n 20 21 20

Mean (SD) 33.3(10.36) 33.9 (10.96) 7.7(2.52)

Median 335 33.0 7.5

Range (min, max) (18, 52) (21.55) (3.11) * @
Gender K\

Male 11(55.0) 17 (81.0) 8 (40.0) O 11(55.0)

Female 9 (45.0) 4(19.0) 12 (60.0) 9(45.0)
Race Q

Asian 20(100.0) 21 (100.0) 20 (100.0)0 20 (100.0)
Ethnicity

Not Hispanic or Latino 20 (100.0) 21 (100.0) 20 (@ 20 (100.0)
Treatable Percent BSA (Global) (%) K

n 20 21 @ 20 20

Mean (SD) 18.54 (7.368) 18.33 (7.217) 4.80 (2.263) 9.19 (7.610)

Median 21.25 18.00 g 4.40 6.90

Range (min. max) (3.3.30.0) (6.5.30.0) Q (1.7.10.5) (2.9.29.3)
Tnvestigator's Static Global Assessment O
(ISGA) (Global) \

0: Clear 0 0 0 0

1: Almost Clear 0 0 0

2: Mild 12 (60.0) 16 (80.0) 5(25.0)

3: Moderate 3 (40.0) 4(20.0) 15 (75.0)

4: Severe 0 0 0

n 20 21 20 20

Mean (SD) 2.4(0 io)o 2.7(0.48) 2.2(0.41) 2.8 (0.44)

Median 2. 3.0 2.0 3.0

Range (min, max) (2.3) (2.3) (2.3)

Age at Screening (vears) = (date of given informedgensent - date of birth + 1)/365.25.
The denominator to calculate percentages is N. th

ber of subjects in the full analysis set within each treatment and regimen group.

PFIZER CONFIDENTIAL SDTM Creatign: 16JA] E-O (15:14) Source Data: adsl Output File: ./csr6/C3291028/adsl_s001 Date of Generation: 21JAN2020 (13:24)

Table 14.1.2.1.1 is for Pfizer internal use.
':\Q
6\
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Table 8.

Lesion Baseline Characteristics - Full Analysis Set

Cohort 1 Cohort 2
Regimen 1 (QD) Regimen 2 (BID) Regimen 1 (QD) Regimen 2 (BID)
(N=20) (N=21) (N=20) (N=20)
Crisaborole 2%  Vehicle Crisaborole 2% Vehicle  Crisaborole 2%  Vehicle Crisaborole 2% Vehicle BID
QD QD BID BID QD QD BID (N=20)
(N=20) (N=20) (N=21) (N=21) (N=20) (N=20) (N=20)
Investigator's Static Global Assessment
(ISGA)
0: Clear 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
1: Almost Clear 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2: Mild 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
3: Moderate 20 (100.0) 20 (100.0) 21 (100.0) 21 (100.0) 20 (100.0) 20 (100.0) 20 (100 0) 2 00 0)
4: Severe 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) © 0)
1 20 20 21 21 20 20 @
Mean (SD) 3.0 (0.00) 3.0 (0.00) 3.0 (0.00) 3.0 (0.00) 3.0 (0.00) 3.0 (0.00) 3.0 Q 0(6 0 (0 00)
Median 3.0 3.0 3.0 3.0 3.0 3.0 \
Range (min, max) (3.3) (3.3) (3.3) (3.3) (3.3) (3.3) & (3.3)
Total Sign Score (TSS)
il 20 20 21 21 20 20
Mean (SD) 7.7 (1.59) 7.5(2.01) 7.1(2.13) 7.4 (2.18) 6.2 (1. O) @"1@ 00) 7.3(1.97)
Median 8.0 7.5 6.0 7.0 7.5
Range (min. max) 4. 11) (4.12) (3.11) 4. 11) 4.9) Q’ (4.10) (3.10)
Peak Prurifus Numerical Rating Scale (NRS) @
il 20 20 21 21 - - -
Mean (SD) 5.3 (2.65) 5.3(2.53) 5.1(2.14) 53 (1 95) - - -
Median 6.0 5.5 5.0 - - -
Range (min, max) (1.9) 2.9) (1.9) (2 9) - - -
Itch Severity Scale
n - 16 14 14
Mean (SD) - - 1.6 (1.31) 1.8(1.29) 1.9(1.23) 1.6(1.28)
Median - - - 1.0 2.0 2.0 1.5
Range (min, max) - - (0. 4) (0.4) (0,3) (0. 4)
Caregiver Reported Itch Severity Numerical O
Rating Scale (NRS)
n - Q - 20 20 20 20
Mean (SD) - & - - 4.7(2.52) 5.0 (2.24) 5.5(2.52) 5.1(2.49)
Median - Q - - 4.5 5.0 5.5 5.0
Range (min, max) - - (1. 10) (1.9) (1.9) (0,9)

The denominator to calculate percentages is N. the number of

- =Not applicable

PFIZER CONFIDENTIAL SDTM Creation: 21JAN2020

Table 14.1.2.1.2 is for Pfizer internal use.

Q(

he full analysis set within each treatment group.

) Source Data: adsl Output File: /esr6/C3291028/adsl_s901 Date of Generation: 21JAN2020 (17:04)

Assessor’s comm

The study |nclud

s no paediatric patients were enrolled into cohort 1 (all patients were =

§al of 81 patients (41 in cohort 1 and 40 in cohort 2). All patients were Asian.

18 years

For unknow é\
of age), a patients > 12 years were targeted according to the inclusion/exclusion criteria. Thus,

the fo
> 1

regard to this P46 procedure are based on cohort 2. While data from Japanese patients
<"18 years of age would have been of interest, prior experience with crisaborole ocintment 2%

(e.g. main EU registrational studies) does not suggest that efficacy/safety in this age group would

substantially differ from adults.

In cohort 2, the mean (SD) Global Treatable Percent BSA at Baseline in the QD regimen was 4.80
(2.26) as opposed to 9.19 (7.61) in the BID regimen. (Cohort 1 mean of approx. 18.5 in both QD and
BID). Likewise, based on global ISGA, 16/20 (80%) patients in the QD regimen had mild AD and 4/20
(20%) had moderate AD. In contrast, 5/20 (25%) patients in the BID regimen had mild AD and 15/20
(75%) had moderate AD (comparable, yet less pronounced imbalance in cohort 1). This suggests
comparably higher global AD disease activity at baseline in patients in the BID regimen. However,
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characteristics of lesions treated (lesion ISGA, lesion itch severity) were similar between QD and BID
regimens and the randomisation procedure seems adequate. Thus, it is unlikely that study outcomes

have been affected by baseline differences in treatable BSA in different regimens.

Efficacy results

Primary endpoint results:

Change From Baseline in TSS in Target Lesions at Day 15 for Intra-Participant Compaa’son

of Crisaborole Ointment 2%b6 Versus Vehicle

Cohort 1 (Age =12 Years): . 6

For the QD regimen, the primary efficacy endpoint was achieved. The crisaborole oi
treated lesions showed a statistically significant reduction in TSS at Day 15 co
QD treated lesions (Table 9 and Figure 1). The least square means (LSM) of intra¥participant
difference of TSS change from baseline was -1.6 with a p-value of 0.0071 (@&@).

the vehicle

In the BID regimen, the primary efficacy endpoint was also achieved. The%saborole ointment 2%
BID treated lesions showed a statistically significant reduction in TSé t Day 15 compared to the

vehicle BID treated lesions (Table 9 and Figure 2). The LSM of i
change from baseline was -2.0 with a p-value of 0.0029 (Tab

Table 9. Change From Baseline in Total Sign S&@S) on Day 15 for Intra-
e

Participant Comparison of Crisaborole rsus Vehicle in Cohort 1 -
Full Analysis Set (\
< Sfen 1(QD) Regimen 2 (BID)
(N=10) (N=11)
Summary Statistics at Day 15 Crisaborole 2% Vehicle QD Crisaborole 2%  Vehicle BID
QD (N=20) BID ~=21)
(N=20) N=21)
Change from baseline
n 20 20 21 21
Mean (standard error) O 45(060)  -29(051)  -48(0.53) 2.7 (0.47)
Median (range) -4.5(-10,-1) 35(-7,1) 5.0 (-11,-1) 30(-7,1)
Least squares mean o; -Participant difference of -16 - 2.0 -
change from base borole 2% - Vehicle)
95% Con ce mter (-2.7,-0.5) - (-3.3,-0.8)
p-Value 0.0071 - 0.0029

Baselige 15 @ &d as the last observation up to and including first dosing date.
M@ Model for Repeated Measures (MMRM) includes the fixed effect of visit, and the covariance structure UN
us
o

.

\ pplicable.

P < Thl ull Analysis Set includes all subjects who are randomized and receive at least one dose of mnvestigational product.
ER CONFIDENTIAL SDTM Creation: 16JAN2020 (15:15) Source Data: adceso Qutput

\ File: /esr6/C3291028/adface_s910_1 Date of Generation: 29JAN2020 (14:04)
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rticipant difference of TSS

Assessment report for paediatric studies submitted in accordance with article 46 of
regulation (EC) No 1901/2006, as amended
EMA/591235/2020

Page 21/46



Figure 1. Line Plots of Mean Change (+Standard Error) From Baseline to Day 8 and Figure 2. Line Plots of Mean Change (=Standard Error) From Baseline to Day 8 and
Day 15 in Total Sign Score for Intra-Participant Comparison of Crisaborole Day 15 in Total Sign Score for Intra-Participant Comparison of Crisaborole
2% Versus Vehicle in Cohort 1 - Full Analysis Set, QD Regimen 2% Versus Vehicle in Cohort 1 - Full Analysis Set, BID Regimen

Mean Change (+/- SE) from Baseline
o
|
et
Mean Change (+- SE) from Baseline

o ‘ , ‘ o )N
1 8 15 1 8 15
Day Day @

Treatment __——+— Grisaborole 2% QD __——=— Vehicle QO [Frestment =+ Crisaborole 2% 61D =— VehdeBib

Source: Figure 14.2.2.9 Source: Figure 14.2.2.9 ® 6
Refer to Section 4 for the list of abbreviations. Refer to Section 4 for the list of abbreviations. \
Baseline was defined as the last observation up to and including first dosing date Baseline was defined as the last observation up to and including first dosing date’

Bars denote standard error. Bars denote standard error.

The full analysis set included all participants who were randomized and received at least 1 dose of The full analysis set included all participants who were randomized and red @ least 1 dose of
investigational product. investigational product.

Cohort 2, (Age 2-11 Years):

&
\
,bo

For the QD regimen, the primary efficacy endpoint was achieved. ThQrisaborole ointment 2% QD
treated lesions showed a statistically significant reduction in TSS y 15 compared to the vehicle
QD treated lesions (Table 10 and Figure 3). The LSM of intra- @pant difference of TSS change
from baseline was -1.5 with a p-value of 0.0250 (Table 10 é

For the BID regimen, the primary efficacy endpoint was ved. The crisaborole ointment 2% BID
treated lesions showed a statistically significant redyCtion in TSS at Day 15 compared to the vehicle
BID treated lesions (Table 10 and Figure 4). The f intra-participant difference of TSS change

from baseline was -2.1 with a p-value of 0.0% ble 10).

Table 10. Change From Bagl n Total Sign Score (TSS) on Day 15 for Intra-

Participant son of Crisaborole 2% Versus Vehicle in Cohort 2 -
Full Analy
Regimen 1 (QD) Regimen 2 (BID)
& (N=20) (N=20)
Summary Statis! y 15 Crisaborole 2% Vehicle QD Crisaborole 2% Vehicle BID
QD (N=20) BID (N=20)
\ (N=20) =20
Change, baseline
. n 20 20 20 20
\A an (standard error) 3.5 (0.47) 2.0 (0.50) 4.7 (0.50) 2.6 (0.54)
* ‘ ) Median (range) 40(-8,0) -15(7.1)  -50(81) 3.0 (-6,2)
\ Least squares mean of intra-participant difference of -15 - 21 -
change from baseline (Crisaborole 2% - Vehicle)
95% Confidence nterval (2.7,-02) - (-33,-09) -
@ p-Value 0.0250 - 0.0014 -

Baselme 1s defined as the last observation up to and mcluding first dosing date.

Mixed effect Model for Repeated Measures (MMRM) includes the fixed effect of visit, and the covariance structure UN
1s used.

- = Not applicable.

The Full Analysis Set includes all subjects who are randomized and receive at least one dose of investigational product.
PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (15:15) Source Data: adceso Qutput

File: ./csr6/C3291028/adface 5910 2 Date of Generation: 29JAN2020 (14:12)
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Line Plots of Mean Change (+Standard Error) From Baseline to Day 8 and
Day 15 in Total Sign Score for Intra-Participant Comparison of
Crisaborole 2% Versus Vehicle in Cohort 2 - Full Analysis Set, QD Regimen

Figure 3.

Line Plots of Mean Change (+Standard Error) From Baseline to Day 8 and
Day 15 in Total Sign Score for Intra-Participant Comparison of Crisaborole
2% Versus Vehicle in Cohort 2 - Full Analysis Set, BID Regimen

Figure 4.

~__
g ~~ H
- ]
: ]
@ 2
o 3 I @
¢ ¢
0 4 3

s

5 o

1 s 15 1 s s
Day Day
[Treatment _—s— Crisaborle 2% QD _—5— Vehicle Q0 | [Treatment _—=— Crisaborole 2% 8I0__——=— Venicle BID ]

Source: Figure 14.2.2.9

Refer to Section 4 for the list of abbreviations.

Baseline was defined as the last observation up to and including first dosing date.

Bars denote standard error.

The full analysis set included all participants who were randomized and received at least 1 dose of
investigational product.

Source: Figure 14.2.2.9

Refer to Section 4 for the list of abbreviations. \ 9

Baseline was defined as the last observation up to and including first dosing date,
Bars denote standard error.
The full analysis set included all participants who were randomized and re

investigational product.

AN

t 1 dose of

Assessor”’ s comment:

,b\)

Both QD and BID regimens were superior to vehicle in treatment of s@le AD target lesions over a

course of 15 days in either age cohort. The effect size seems com

groups.

Described results are mainly relevant for the description
need to be interpreted with caution in terms of the rlsk

to a broader population.

e across cohorts and regimen

cq study population, but these results
Ise positive conclusions and generalisation

Q\I

Secondary endpoint results: <&'
Change From Baseline in TSS in T,
Crisaborole Ointment 2% QD

©

Cohort 1 (Age =12 Years):

For the comparison of thenBID
ointment 2% BID trea
QD treated Iesmns

and Figure 5), < )

Table11. C

Lesions at Day 15 for Inter-Participant Versus

d QD regimens, the reduction in TSS at Day 15 in the crisaborole
sions was larger than the reduction observed in crisaborole cintment 2%
-participant LSM difference of TSS change from baseline was -0.6 (Table 11

Line Plots of Least Squares Mean of Change (=Standard Ervor) From
Baseline to Day 8 and Day 15 in Total Sign Score for Inter Participant
‘Comparison of Crisaborole 2% BID Versus Crisaborole 2% QD in

Figure 5.

‘om Baseline in Total Sign Score (TSS) on Day 15 for Inter-
igipant Comparison of Crisaborole 2% BID Versus Crisaborole 2%

Cohort 1 - Full Analysis Set o \ """""""""""""""""""""""""""

Cohort 1 - Full Analysis Set

SummaryW8tatistics at Day 15 Crisabarole 2% QD Crisaborole 2% BID ; N
(N=20) =21y . h
& %
§ N
Least squares mean of change from baseline -4.3 -4.9 g, N
95% Confidence interval (-54.-33) (-5.9,-3.9) §“ X
Difference of least squares mean of change from baseline (Crisaborole 2% 0.6 2+ - -
BID - Crisaborole 2% QD) E T
95% Confidence interval (2.0,09) *] 1
Baseline is defined as the last observation up to and including first dosing date. -
Mixed effect Model for Repeated Measures (MMRM) includes the fixed effects of dosing regimen, visit, dosing regimen- 1 e T

by-visit interaction, and baseline value, and the covariance structure UN is used.
- = Not applicable.

The Full Analysis Set includes all subjects who are randomized and receive at least one dose of investigational product

PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (15:15) Source Data: adceso Output
File: /csr6/C3291028/adface 5911 1 Date of Generation: 29JAN2020 (15:08)
Table 14.2.2.1.3 15 for Pfizer mnternal use.

oy

(s —=— Gl o _—=— Cawowamea0 ]

Source: Figure 14.2.3.1.4
Refer to Section 4 for the list of abbreviations,

Baseline was defined as the last cbservation up to and including first dosing date.

Bars denote standard error

The full analysis set included all participants who were randomized and received at least 1 dose of
investigational produgt
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Cohort 2 (Age 2-11 Years):

For the comparison of the BID and QD regimens, the reduction in TSS at Day 15 in the crisaborole
ointment 2% BID treated lesions was larger than the reduction observed in the crisaborole ointment
2% QD treated lesions. Inter-participant LSM difference of TSS change from baseline was -0.8 (Table
12 and Figure 6).

Figure 6. Line Plots of Least Squares Mean of Change (+Standard Error) From
. . N § Baseline to Day 8 and Day 15 in Total Sign Score for Inter-Participant
Table 12. Change From Baseline in Total Sign Score (TSS) on Day 15 for Inter- Comparison of Crisaborole 2% BID Versus Crisaborole 2% QD in

Participant Comparison of Crisaborole 2% BID Versus Crisaborole 2% Cohort 2 Full Analysis Set

QD in Cohort 2 - Full Analysis Set T \ """"""""""""""""""" a o

Summary Statistics at Day 15 Crisabarole 2% QD Crisaborole 2% BID
(N=20) (N=20)

Least squares mean of change from baseline 37 4.5
95% Confidence interval (-4.5,-2.8) (-5.4.-3.6)

Difference of least squares mean of change from baseline (Crisaborole 2% - -0.8 i “1 Q — T
BID - Crisaborole 2% QD) :

95% Confidence interval - (-21,04) i Q
Baseline is defined as the last observation up to and including first dosing date. 5

Mixed effect Model for Repeated Measures (MMRM) includes the fixed effects of dosing regimen, visit, dosing regimen- !

by-visit interaction, and baseline value, and the covariance structure UN is used.

=Not applicable.
The Full Analysis Set includes all subjects who are randomized and receive at least one dose of investigational product. gure 14.2.3
PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (15:15) Source Data: adceso Output an.e f hle ﬂbl:‘\‘:::;:“;p > il first dosing dote
File: /cs16/C3291028/adface 5911 2 Date of Generation: 29JAN2020 (15:09) Bars denote ﬁeﬂ” b h e
Table 14.2 2.1 4 is for Pfizer internal use. The full analySet included all participants who were randomized and received at least 1 dose of
.mw@ ct.
5 ¥

Assessor” s comment:

A tendency towards stronger lesion TSS reduction w. éﬂ in the BID compared to QD regimens at

day 15 in both cohorts. -
W

Change From Baseline in TSS in Tar@@sions at Day 8:

Cohort 1 (Age =12 Years): 6
Intra-Participant Comparison of Qoorole Ointment 2% Versus Vehicle:

At Day 8, in QD regimen, the of intra-participant difference of TSS change from baseline was -1.9
with a p-value of 0.002®\|ere as in BID regimen, the LSM of intra-participant difference of TSS
change from baselin =1.4 with a p-value of 0.0282.

*
Inter—Participqnt@ arison of Crisaborole Ointment 2% BID Versus QD:

At Day 8, in rticipant LSM difference of TSS change from baseline of crisaborole ointment 2% BID
and cri a@ ointment 2% QD was -0.1.

Cohort 2 (Age 2-11 Years):

Intra-Participant Comparison of Crisaborole Ointment 2% Versus Vehicle:

At Day 8, in QD regimen, the LSM of intra-participant difference of TSS change from baseline was -
1.2 with a p-value of 0.0237, where as in BID regimen, the LSM of intra-participant difference of
TSS change from baseline was -1.7 with a p-value of 0.0077.

Inter-Participant Comparison of Crisaborole Ointment 2% BID Versus QD:

Assessment report for paediatric studies submitted in accordance with article 46 of
regulation (EC) No 1901/2006, as amended
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At Day 8, inter-participant LSM difference of TSS change from baseline of crisaborole ointment 2% BID
and crisaborole ointment 2% QD was -0.1.

Assessor” s comment:

Results comparable to day 15 were obtained for TSS assessments at day 8 for intra- and inter-patient
comparisons in both cohorts (i.e. reduction in TSS in crisaborole vs. vehicle in either regimen, but no
marked difference between regimens), indicating an early onset of effect with either regimen in all age
groups. .

Change From Baseline in ISGA in Target Lesions: .\6

Cohort 1 (Age =12 Years): O(
Intra-Participant Comparison of Crisaborole Ointment 2% Versus Vehicle: @

At Day 15, in QD regimen, the LSM of intra-participant difference of change@m baseline was -0.9

with a p-value of 0.0005, and in BID regimen, the LSM of intra-participal ifference of change
from baseline was -0.7 with a p-value of 0.0098 (Table 13). (

At Day 8, in QD regimen, the LSM of intra-participant difference nge from baseline was -0.5
with a p-value of 0.0084 and in BID regimen, the LSM of intr ipant difference of change from

baseline was -0.4 with a p-value of 0.0584. \O

Table 13. Change From Baseline in Invest@tor's Static Global Assessment (ISGA)
on Day 15 for Intra-Participat*Comparison of Crisaborole 2% Versus
Vehicle in Cohort 1 - Ful}s%a]ysis Set

_
o Regimen 1 (QD) Regimen 2 (BID)
6 (N=20) (N=21)
Summary Statistics at Day 15 O Crisaborole 2% Vehicle QD Crisaborole 2%  Vehicle BID
QD (N=20) BID (N=21)
(IN=20) (N=21)
Change from baseline 0
n . Q 20 20 21 21
Mean (stmda;d@ -1.9(0.19) -1.0(0.15) -1.9(0.19) 1.1 (0.19)
Median (ra \ -2.0(-3,0) -1.0 (-2, 0) 22.0(-3,0) -1.0(-3,0)
Least squ@ an of intra-participant difference of 09 - -0.7 -
chang aseline (Crisaborole 2% - Vehicle)
9: “onfidence mterval (-1.4,-04) - (-1.2,-0.2) -
p-Value 0.0005 - 0.0098 -

Baseline 15 defined as the last observation up to and including first dosing date.

Mixed effect Model for Repeated Measures (MMRM) includes the fixed effect of visit, and the covariance structure UN
1s used.

- =Not applicable.

The Full Analysis Set includes all subjects who are randomized and receive at least one dose of mvestigational product.
PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (15:15) Source Data: adqsad Output

File: /esr6/C3291028/adqsad 5910 1 Date of Generation: 29JAN2020 (14:13)
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Inter-Participant Comparison of Crisaborole Ointment 2% BID Versus QD:

At Day 15, the inter-participant LSM difference of change from baseline between crisaborole ointment
2% BID and crisaborole ointment 2% QD was 0.0 (Table 14).

At Day 8, the inter-participant LSM difference of change from baseline between crisaborole ointment
2% BID and crisaborole ointment 2% QD was 0.1.

Table 14. Change From Baseline in Investigator's Static Global Assessment (ISGA)
on Day 15 for Inter-Participant Comparison of Crisaborole 2% BID
Versus Crisaborole 2% QD in Cohort 1 - Full Analysis Set

Summary Statistics at Day 15 Crisaborole 2% QD Crisaboysle BID

(N=20) é— )
O -19

Least squares mean of change from baseline -19 Q

95% Confidence interval (-23.-1.5) & (-2.2,-1.5)
Difference of least squares mean of change from baseline (Crisaborole - 0 00
2% BID - Crisaborole 2% QD) /b

95% Confidence interval - (-0.5,0.6)

Baseline is defined as the last observation up to and including first dosing da
Mixed effect Model for Repeated Measures (MMRM) includes the fixed efl f dosing regimen, visit, dosing regimen-

by-visit interaction, and baseline value, and the covariance structure UNAS
- =Not applicable.
The Full Analysis Set includes all subjects who are randomized a ve at least one dose of investigational product.

PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (15:15) Sotirce Data: adqsad Output
File: /csr6/C3291028/adgsad s911 1 Date of Generation: 29@2020 (17:33)
Table 14.2.3 2.1 3 1s for Pfizer internal use. Q

Cohort 2 (Age 2-11 Years): to

Intra-Participant Comparison 01‘{M orole Ointment 2% Versus Vehicle:

At Day 15, in QD regimen, t@ of intra-participant difference of change from baseline was -0.7

with a p-value of 0.0093 In BID regimen, the LSM of intra-participant difference of change from
baseline was -1.0 with alue of 0.0001.

At Day 8, in QD r’@, the LSM of intra-participant difference of change from baseline was -0.3
with a p—val;;égo 435. In BID regimen, the LSM of intra-participant difference of change from

baseline wa: with a p-value of 0.0569.

Inte&ant Comparison of Crisaborole Ointment 2% BID Versus QD:

At Day™l5, the inter-participant LSM difference of change from baseline between crisaborole ointment
2% BID and crisaborole ointment 2% QD was -0.1.

At Day 8, the inter-participant LSM difference of change from baseline between crisaborole ointment
2% BID and crisaborole ointment 2% QD was 0.2.

Assessor’ s comment:
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LSM (least square mean) reductions in ISGA in lesions treated with crisaborole ocintment 2% compared
to vehicle (intra-patient) were observed in both cohorts for both regimes at day 15 (cohort 1: -0.9 in
QD and -0.7 in BID; cohort 2: -0.7 in QD and -1.0 in BID). Also, no inter-patient differences between
the treatment regimens were seen. Thus no regimen was superior to the other. This is underlined by
the findings that ISGA Response of Clear or Almost Clear and at least a 2 Grade Improvement from
Baseline in Target Lesions at Day 15 was seen in = 66.7% of patients in either cohort receiving
crisaborole ointment 2% irrespective of dose regimen, compared to approx. 20.0-30.0% of patients
receiving vehicle (see “exploratory endpoint results” below).

Ko

Peak Pruitus NRS (only Cohort 1, Age 2 12 Years):

Intra-Participant Comparison of Crisaborole Ointment 2% Versus Vehicle: . 6

In QD regimen (Figure 7), a greater improvement in pruritus NRS was observed for <¢risaborole
treated versus the vehicle treated lesions 1 day after the first application (-1.3 0.7), and the
improvement was maintained through Day 15 (-3.5 versus -2.0). Crisaborole ent 2% was

superior to vehicle at each time point up to Day 15 with p-values <0.05, ex@ at Day 3.

In BID regimen (Figure 8), a slightly greater improvement in pruritus NR as observed for the
crisaborole treated versus the vehicle treated lesions 1 day after t t application (-0.6 versus -
0.5), and the improvement was maintained through Day 15 (-3 us -2.9). Crisaborole ointment
2% was superior to vehicle at several time points but not at@

15.

, with p-values <0.05 up to Day

Figure 7. Line Plots of Mean Change (+Standard Error) From BaselilN; Day 15
in Peak Pruritus NRS (Age =12 Years) for Intra-Partici Comparison of
Crisaborole 2% Versus Vehicle in Cohort 1 - Full AK t, QD Regimen

i -

Mean Change (+- SE) from Baseline

@ i &— wehicle QD |
Source: Figure 14.2.3.3.4

Refer to Section 4 for the list of abbreviations.

Baseline was defined as the last observation up to and including first dosing date.

Bars denote standard error.

The full analysis set included all participants who were randomized and received at least 1 dose of
investigational product.
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Figure 8. Line Plots of Mean Change (+Standard Error) From Baseline up to Day 15
in Peak Pruritus NRS (Age =12 Years) for Intra-Participant Comparison of
Crisaborole 2% Versus Vehicle in Cohort 1 - Full Analysis Set,

BID Regimen

Mean Change (+- SE) from Haseline

Day
[ —+— Crisaborole 2% BI0_ —&— Vehicle BID | &
Source: Figure 14.2.3.3.4 o
Refer to Section 4 for the list of abbreviations. @

Baseline was defined as the last observation up to and including first dosing date.

Bars denote standard error.

The full analysis set included all participants who were randomized and received at least 1 dose of

investigational product. @

Inter-Participant Comparison of Crisaborole Ointment 2% BI s QD:

The LSM was generally greater in crisaborole ointment 29 than crisaborole ointment 2% BID
from Day 2 to Day 12, but after Day 13, the LSM in ctisaborole ointment 2% BID was greater than
crisaborole ointment 2% QD (Figure 9). 6

Figure 9. Line Plot of Least Square Mean of Change (+Stand l'dﬁor) From

2 Years) for
D Versus

Baseline up to Day 15 in Peak Pruritus NRS (Agg
Inter-Participant Comparison of Crisaborole
Crisaborole 2% QD in Cohort 1 - Full Aus@

.

Mean Change (+/- SE) from Baseline

o
O

T T T T T T T T T T T T T T T
\ 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15
Day
Treatment % Crisaborole 2% QD __—©— Crisaborole 2% BID

Source: Figure 14.2.3.3.6

Refer to Section 4 for the list of abbreviations.

Baseline was defined as the last observation up to and including first dosing date.

Bars denote standard error.

The full analysis set included all participants who were randomized and received at least 1 dose of
investigational product.

Itch Severity Scale (only Cohort 2, Age 6-11 Years):
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Intra-Participant Comparison of Crisaborole Ointment 2% Versus Vehicle:

In QD regimen (Figure 10), the improvement in itch severity scale was observed more in the

crisaborole treated lesions than the vehicle treated lesions 1 day after the first application (-0.7 versus

-0.3), and was -0.8 versus -0.6 at Day 15.

In BID regimen (Figure 11), the improvement in itch severity scale was observed more in the

crisaborole treated lesions than the vehicle treated lesions 1 day after the first application (-0.6 versus

-0.4), and was -1.3 versus -0.9 at Day 15.

Figure 10. Line Plots of Mean Change (+Standard Error) From Baseline up to Day 15
in Itch Severity Scale (Age 6-11 Years) for Intra-Participant Comparison of
Crisaborole 2% Versus Vehicle for Cohort 2, QD Regimen - Full Analysis
Set

Mean Change (+/- SE) from Baseline

Treatment —#— Crisaborole 2% QD —=— Vehicla QD | O

Source: Figure 14.2.3.4.4 Q
Refer to Section 4 for the list of abbreviations.

Baseline was defined as the last observation up to and including first dosf %

Bars denote standard error.
The full analysis set included all participants who were randomized aad ived at least 1 dose of
investigational product.

Figure 11. Line Plots of Mean Change (£Standa 'or) From Baseline up to Day 15
in Itch Severity Scale (Age 6-11 Y@ " Intra-Participant Comparison of
Crisaborole 2% Versus Vehiclgffo hort 2, BID Regimen - Full Analysis

Set O

Mean Change (+/- SE) from Baseline

[Treatment —=— Crisaborole 2% BID Vehicke BID |

Source: Figure 14.2.3.4.4

Refer to Section 4 for the list of abbreviations.

Baseline was defined as the last observation up to and including first dosing date.

Bars denote standard error.

The full analysis set included all participants who were randomized and received at least 1 dose of
investigational product.
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Inter-Participant Comparison of Crisaborole Ointment 2% BID Versus QD:

The LSM of change from baseline of crisaborole ointment 2% BID versus crisaborole ointment 2% QD
was generally similar from Day 2 to Day 15 (Figure 12).

Figure 12. Line Plot of Least Squares Mean of Change (=Standard Error) From
Baseline up to Day 15 in Itch Severity Scale (Age 6-11 Years) for
Inter-Participant Comparison of Crisaborole 2% BID Versus
Crisaborole 2% QD for Cohort 2 - Full Analysis Set

Mean Change (+/- SE) from Baseline
&
|

[Treatment * Crisaborole 2% QD © — Crisaborole 2% 0ID_] é
Source: Figure 14.2.3.4.6 g
Refer to Section 4 for the list of abbreviations. Q

Baseline was defined as the last observation up to and including first dosing date. O

Bars denote standard error.
The full analysis set included all participants who were randomized and received at least 1 dosi

investigational product. :

Caregiver Reported Itch Severity Num Rating Scale (only Cohort 2, Age 2-11 Years):
Intra Participant Comparison of Crisa o@ intment 2% Versus Vehicle:

A larger reduction was observed i orole compared to the vehicle in both regimens.

more versus the vehicle trea esions 1 day after the first application (-0.5 versus -0.4), and the

In QD regimen (Figure 13), i vement in itch severity scale observed for the crisaborole treated was
t
improvement was mai% d through Day 15 (-2.5 versus -1.3).

In BID regimen (H@m), improvement in itch severity scale observed for the crisaborole treated
was less versys the vehicle treated lesions 1 day after the first application (-0.7 versus -0.9), but the
improvemen& more in crisaborole treated versus the vehicle treated lesions at Day 15 (-4.3

versus —3@
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Figure 13. Line Plots of Mean Change (£Standard Error) From Baseline up to Day 15
in Caregiver Reported Itch Severity NRS (Age 2-11 Years) for
Intra-Participant Comparison of Crisaborole 2% Versus Vehicle for
Cohort 2, QD Regimen - Full Analysis Set

Mean Change (+- SE) from Bassline

Day
[Treatment —e— cCrisaborole 2% QD = Vehicle QD | &
Source: Figure 14.2.3.5.4 o

Refer to Section 4 for the list of abbreviations.
Baseline was defined as the last observation up to and including first dosing date.

Bars denote standard error.
The full analysis set included all participants who were randomized and received at least 1 dose of
investigational product.

Figure 14. Line Plots of Mean Change (=Standard Error) From Baseline up to D 3
in Caregiver Reported Itch Severity NRS (Age 2-11 Years) for
Intra-Participant Comparison of Crisaborole 2% Versus Vehicle
Cohort 2, BID Regimen - Full Analysis Set \

Mean Change (+- SE) from Baseline

The full an@lysis set included all participants who were randomized and received at least 1 dose of
investigational product.

Inter-Participant Comparison of Crisaborole Ointment 2% BID Versus QD:

The LSM of change from baseline of crisaborole ocintment 2% BID was generally more when compared
to the crisaborole ointment 2% QD from Day 2 to Day 15.
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Figure 15. Line Plots of Least Squares Mean of Change (+Standard Error) From
Baseline up to Day 15 in Caregiver Reported Itch Severity NRS
(Age 2-11 Years) for Inter-Participant Comparison of Crisaborole 2% BID
Versus Crisaborole 2% QD - Cohort 2, Full Analysis Set

Mean Change (+/- SE) from Baseline

Day Q
S — O

Source: Figure 14.2.3.5.6
Refer to Section 4 for the list of abbreviations. @

Baseline was defined as the last observation up to and including first dosing date.
Bars denote standard error.
The full analysis set included all participants who were randomized and received at least 1 dose of @

investigational product. :

g
Assessor” s comment: \()

Results for pruritus assessments indicate no clear f rable effect of IP vs. vehicle in either cohort
and also no impact of regimen. It seems challengingvto evaluate pruritus based on one distinct lesion

only on a patient with a larger BSA affected.&

Exploratory endpoint results: 6

ISGA Response of Clear or A Clear and at least a 2 Grade Improvement from Baseline
in Target Lesions up to D

Cohort 1 (Age =12 Yea’a\

Intra-Participant c{@rison of Crisaborole Ointment 2% Versus Vehicle:

At Day 15, i G imen, 14 participants (70.0%) treated with crisaborole ointment 2% and 4
participants é.o%) treated with vehicle showed a response of clear or almost clear and at least a 2-

grade i oyement from baseline to Day 15.

At Dagwl5, in BID regimen, 14 participants (66.7%) treated with crisaborole ointment 2% and 5
participants (23.8%) treated with vehicle showed a response of clear or almost clear and at least a
2-grade improvement from baseline to Day 15.

Inter-Participant Comparison of Crisaborole Ointment 2% BID Versus QD:

For Cohort 1, 14 participants (66.7%) in crisaborole ointment 2% BID regimen versus 14 participants
(70.0%) in crisaborole ointment 2% QD regimen showed a response of clear or almost clear and at
least a 2-grade improvement from baseline to Day 15.
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Cohort 2 (Age 2-11 Years):

Intra-Participant Comparison of Crisaborole Ointment 2% Versus Vehicle:

At Day 15, in QD regimen, 12 participants (60.0%) treated with crisaborole ointment 2% and 6
participants (30.0%) treated with vehicle showed a response of clear or almost clear and at least a 2-
grade improvement from baseline to Day 15.

At Day 15, in BID regimen, 14 participants (70.0%) treated with crisaborole ointment 2% and 5
participants (25.0%) treated with vehicle showed a response of clear or almost clear and at least a
2-grade improvement from baseline to Day 15.

Inter-Participant Comparison of Crisaborole Ointment 2% BID Versus QD: 6
For Cohort 2, 14 participants (70.0%) in crisaborole ointment 2% BID regimen versus 12 i€ipants
(60.0%) in crisaborole ointment 2% QD regimen showed a response of clear or almos@ and at
least a 2-grade improvement from baseline to Day 15. O

Assessor” s comment:

Overall, efficacy results support a favourable effect of Crisaborole con@a&o vehicle in a single
target lesion in Japanese adults and paediatric patients over a 15-
(BID or QD) was superior to the other. FaN

eatment course. No regimen

¢
Safety results \

All safety endpoints were considered secondary @0ints in this study.

Compliance é;
Cohort 1 (Age =12 Years): a o

In QD regimen, all 20 participantsg
crisaborole/vehicle treatment .0 days, with a range of 14 to 15 days. The median (range)

number of crisaborole/vehicl plications was 14.0 (14 to 15).

ed the study treatment. The median duration of

In BID regimen, all 21 Xipants received the study treatment. The median duration of
crisaborole/vehiclg ent was 14.0 days, with a range of 14 to 15 days. The median (range)
number of crisabc'}{ vehicle applications was 28.0 (28 to 30).

*
All applicati Mre conducted by study site staff at the study sites every day and all participants in
both regi ere considered compliant for the treatment (100.0%b).

Coh&&%qe 2-11 Years):
N\

In QD regimen, all 20 participants received study treatment. The median duration of

crisaborole/vehicle treatment was 14.0 days, with a range of 14 to 16 days. The median (range)
number of crisaborole/vehicle applications was 14.0 (14 to 16).

In BID regimen, all 20 participants received study treatment. The median duration of
crisaborole/vehicle treatment was 14.0 days, with a range of 14 to 17 days. The median (range)
number of crisaborole/vehicle applications was 28.0 (28 to 34).

All applications were confirmed by site staff via live video chat for Cohort 2 except during the
schedule visits. In QD regimen, all participants were compliant for treatment (100.0%). In BID
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regimen, almost all participants were compliant for treatment (19 participants, 95.0%) and 1

participant was non-compliant for treatment because Day 15 visit was out of window and total

number of applications were 34.

Assessor”’ s comment:

In cohort 1, 41/41 (100.0%) and in cohort 2, 39/40 (97.5%) completed both treatment and follow-up
phase, indicating good compliance with treatment recommendations and also acceptable tolerability of

the study drug.

Incidence of Adverse Events . 6
The all-causality TEAEs reported in the study are presented by SOC and PT in Table 20.
Table 19. Treatment-Emergent Adverse Events (All Causalities) &

O

Cohort 1 hort 2

Crisaborole 2% Crisaborole 2% Cris abnq;e 2% Crisaborole 2% BID

QD + Vehicle QD BID + Vehicle BID QD + e QD + Vehicle BID
(N=20) N=21) Na20) (N=20)
Number (%) of Subjects n (%) n (%o) (%) n (%)

Subjects evaluable for adverse 20 21 \ 20 20
events O

Number of adverse events 9 ?Z 2 3
Subjects with adverse events 6(30.0) & (28.6) 2(10.0) 2(10.0)
Subjects with serious adverse 0 < ) 0 0 0
events 0

Subjects with severe adverse 06 0 0 0
events

Subjects discontinued from study Q 0 0 0
due to adverse events(®

Subjects discontinued study diug Q 0 0 0 0
due to AE and continue Stu d&
Subjects with dose reduc % 0 0 0 0
temporary discontinmtiée to
adverse events (J\

.

&ag days after last dose of study drug.

emumber of adverse events subjects are counted only once per treatment in each row.

Verse Events - according to the investigator's assessment.

jects who had an AE record that indicates that the AE caused the subject to be discontinned from the study
(b) Subjects who had an AE record that indicates that action taken with study treatment was drug withdrawn but AE
did not cause the subject to be discontinued from Study

MedDRA v22.1 coding dictionary applied.

PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (22:37) Source Data: adae Output

File: /esr6/C3291028/adae 5010 2 Date of Generation: 30JAN2020 (15:05)

Table 14.3.1.2.1 2 1s for Pfizer internal use.
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Table 20. Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term (All Causalities)

Number of Subjects Cohort 1 Cohort 2
Evaluable for AEs
Crisaborole 2% Crisaborole 2% Crisaborole 2% Crisaborole 2% BID
QD + Vehicle QD  BID + Vehicle BID QD + Vehicle QD + Vehicle BID
(N=20) N=21) (N=20) N=20)
Number (%) of Subjects: n (%) n (%) n (%) n (%)

by System Organ Class

and Preferred Term e

With any adverse event 6 (30.0) 6(28.6) 2(10.0) 2(109) 6
Gastrointestmal Disorders 1(5.0) 0 0 0‘
Dental caries 1(5.0) 0 0 @
General Disorders And 5(25.00 5(23.8) 0 Q(S.O)
Administration Site &
Conditions o
Application site coldness 0 1(4.8) 0 @ 0
Application site irritation 3(15.0) 4(19.0) 0 K 0
Application site pain 1(5.0) 1(4.8) @ 1(5.0)
Application site pruritus 3(15.0) 2(9.5) 1(5.0)
Infections And Infestations 1(5.0) 1(4.8) Q 0) 1(5.0)
Application site folliculitis 1(5.0) 1(4.8) O 0 0
Hand-foot-and-mouth 0 0 1(5.0) 1(5.0)
disease O
Musculoskeletal And 0 1(5.0) 0
Connective Tissue Disorders
Arthralgia 0 X o 1 (5.0)
Respiratory, Thoracic And 0 (J 3(14.3) 0
Mediastinal Disorders
Oropharyngeal pain 0 6 3(14.3) 0 0

Subjects are only counted once per t per event.
Totals for the No. of Subjects gt a hu level are not necessarily the sum of those at the lower levels since a subject may
report two or more different a%& eveénts within the higher level category.

#Percentages of gender spe wvents are calculated using the corresponding gender count as denominator.
Includes data up to lag da¥ 1 last dose of study drug.

MedDRA v22.1 codin tionary applied.

PFIZER CONFID SDTM Creation: 16JAN2020 (22:37) Source Data: adae Output

File: /esr6/C3 & ¥idae 50311 2 Date of Generation: 30JAN2020 (15:07)
Table 14.3.1. 15 for Pfizer internal use.

Cohesrt I NAll-Causality and Treatment-Related:

For the QD regimen, 6 participants (30.0%) experienced a total of 9 all-causality TEAEs of which 8
were considered as treatment-related. The most frequently reported all-causality TEAEs by PT were
application site irritation and application site pruritus (3 participants each), all of which were
considered to be treatment-related.

For the BID regimen, 6 participants (28.6%) experienced a total of 12 all-causality TEAEs of which 8
were considered as treatment-related. The most frequently reported all-causality TEAEs by PT were
application site irritation (4 participants) and oropharyngeal pain (3 participants). All events of
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application site irritation were considered to be treatment-related, and none of the events of
oropharyngeal pain were considered to be treatment-related.

Cohort 2: All-Causality and Treatment-Related:

For the QD regimen, 2 participants (10.0%) experienced a total of 2 all-causality TEAEs, neither of
which were considered as treatment-related. The reported all-causality TEAEs by PT were arthralgia
and hand-foot-and-mouth disease (1 participant each).

For the BID regimen, 2 participants (10.0%) experienced a total of 3 all-causality TEAEs of which 2
were considered as treatment-related. The reported all-causality TEAEs by PT were application site
pruritus, application site pain and hand-foot-and-mouth disease (1 participant each). Of these ts,
application site pruritus and application site pain were considered to be treatment-related. @

.\6

Cohort 1: Adverse Events in the Target Lesions: O

The all-causality TEAEs in cohort 1 in the target lesions are shown in Table Zl@m QD regimen, 5
participants (25.0%) experienced a total of 6 TEAEs in crisaborole ointmen reated lesion:
Application site irritation and application site pruritus were each reporte participants (10.0%),
and application site pain and application site folliculitis were each repgtted in 1 participant (5.0%0). In
vehicle treated lesion 2 participants (10.0%) experienced a total oéEAEs: Application site pruritus
was reported in 2 participants (10.0%), and application site irri%n was reported in 1 participant

(5.0%). All of the TEAEs in both target lesions were conside

severity. \O

For the BID regimen, 4 participants (19.0%) experi ed a total of 7 TEAEs in crisaborole ointment
2% treated lesion: Application site irritation was m
site pain, application site pruritus, and appli ioﬁe folliculitis were reported in 1 participant
(4.8%) each. In vehicle treated lesions 2 p K@ants (9.5%) experienced a total of 3 TEAEs:
application site coldness, application sit; tion, and application site pruritus were reported in 1
participant (4.8%) each. All of the T ih both target lesions, except for the application site
folliculitis in the crisaborole treate@ ns, were considered treatment-related but were mild in

\Q<
o
O
o
<
K“

tment-related but were mild in

ed in 4 participants (19.0%), and application

severity.
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Table 21. Treatment-Emergent Adverse Events Which Occurred in the Target
Lesions by System Organ Class and Preferred Term (All Causalities)

Cohort 1
Number of Subjects Evaluable for AEs Regimen 1 (QD) Regimen 2 (BID)
(N=20) (N=21)
Crisaborole 2%  Vehicle QD Crisaborole 2% Vehicle BID
QD (N=10) BID (N=11)
(N=20) (N=11)

Number (%) of Subjects: n (%) n (%) n (%) n (%)
by System Organ Class
and Preferred Term
With any adverse event 3(25.0) 2(10.0) 4(19.0) 2093 6
General Disorders And Admimstration Site 4(20.0) 2(10.) 4(19.0) 2(9.3) @
Conditions * 6

Application site coldness 0 0 0 1(4.8) 0

Application site wmtation 2(10.0) 1(5.00 4(19.0) 1(4.8) O

Application site pain 1(3.0) 0 1(4.8) ]

Application site pruritus 2(10.0) 2(10.03) 1(4.8) 1(4.8) Q
Infections And Infestations 1(5.00 0 1(4.8) 0

Application site folliculitis 1(3.0) 0 1(4.8) 0®
Subjects are only counted once per treatment per event. &
Totals for the No. of Subjects at a higher level are not necessarily the sum of those at the lower levels si bject may
report two or more different adverse events within the higher level category.
*Percentages of gender specific events are calculated using the corresponding gender count as de: or.
Includes data up to lag days after last dose of study drug.
MedDRA +22.1 coding dictionary applied. Q
PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (22:37) Source Data: adae Ou
File: /csr6/C3291028/adae_s0311_1 Date of Generation: 30JAN2020 (15:06)
Table 14.3.1.2.2.1 1s for Pfizer internal use.

RS

Cohort 2: Adverse Events in the Target Lesj%g,

The all-causality TEAEs in cohort 2 in get lesions are shown in Table 22. For the QD regimen, no
participant experienced TEAEs in the @,3 lesions. In BID regimen, in the crisaborole treated lesions,
2 TEAEs of application site pain pplication site pruritus were reported in 1 participant (5.0%b)
each. No participant experien EAEs in vehicle treated lesions. All of the TEAEs in the crisaborole
treated lesions were con%r reatment-related but were mild in severity.

o
O
o
<
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Table 22. Treatment-Emergent Adverse Events Which Occurred in the Target
Lesions by System Organ Class and Preferred Term (All Causalities)

Cohort 2
Number of Subjects Evaluable for AEs Regimen 1 (QD) Regimen 2 (BID)
(N=20) (N=20)
Crisaborole 2%  Vehicle QD Crisabarole 2% Vehicle BID
QD (N=20) BID (N=20)
(N=20) (N=20)
Number (%) of Subjects: n (%) n (%) n (%) n (%)

by System Organ Class
and Preferred Term

With any adverse event 0 0 1(5.0) 0 6

General Disorders And Adnunistration Site 1(5.0)
Conditions *

o
o

Application site coldness 0 0 0 0
Application site irntation 0 0 0 0 O
Application site pain 0 0 1(3.0) 0
Application site pruritus 0 0 1(3.0) 0 &Q
Infections And Infestations 0 0 0 0
Application site folliculitis 0 0 0 02
Subjects are only counted once per treatment per event. &
Totals for the No. of Subjects at a higher level are not necessarily the sum of those at the lower levels st bject may
report two or more different adverse events within the higher level category.
*Percentages of gender specific events are calculated using the corresponding gender count as deny tor.
Includes data up to lag days after last dose of study drug.
MedDRA v22.1 coding dictionary applied. Q
PFIZER CONFIDENTIAL SDTM Creation: 16JAN2020 (22:37) Source Data: adae Ou

File: /esr6/C3291028/adae s0311 1 Date of Generation: 30JAN2020 (15:06)
Table 14.3.1.2.2.1 1s for Pfizer internal use.

Q

Analysis of Adverse Events &,

Only the TEAEs that occurred in the t rg@esion were considered treatment-related. The TEAEs in the
target lesion, including application si Idness, application site irritation, application site pain,
application site pruritus, and ap in site folliculitis, were all reported as mild in severity.

Permanent Discontirygk)ns Due to Adverse Events
There were no cas& ermanent discontinuations reported in the study.
0\< '
Dose Re ns or Temporary Discontinuations Due to Adverse Events

The ere no cases of dose reductions or temporary discontinuations due to AEs reported in the
study.

Other Serious or Significant Adverse Events

There were no SAEs or significant AEs reported in the study.

Deaths

Assessment report for paediatric studies submitted in accordance with article 46 of
regulation (EC) No 1901/2006, as amended
EMA/591235/2020 Page 38/46



There were no cases of death reported in the study.

Clinical Laboratory Results

Data was collected only at screening for eligibility but not during the study.

Vital Signs, Electrocardiogram, Physical Findings, and Other Observations Related to Safety

Vital signs were assessed only at screening for eligibility, ECG measurements were not performed,
Physical Examinations (pre-specified in the study protocol as “at a minimum assessments of th
cardiovascular, respiratory, gastrointestinal, and neurological systems”) were performed at @ning
and at the end of treatment, yet no results could be found in the study report. .

O’{\

-
Assessor”’ s comment: &Q

Cohort 1: For the QD regimen, 6 participants (30.0%) experienced a total d@all-causality TEAEs of
which 8 were considered as treatment-related (most frequent: applicatio irritation and application
site pruritus in 3 participants each). For the BID regimen, 6 participafnts (28.6%) experienced a total of
12 all-causality TEAEs of which 8 were considered as treatment-re (most frequent: application site
irritation in 4 participants).

arthralgia and hand-foot-mouth disease- neither treatm elated nor in target lesion; BID:
application site pruritus (treatment-related in targer@ion), application site pain (treatment-related in
target lesion) and hand-foot-and-mouth disease)Q

Cohort 2: A total of 5 mild, all-causality TEAEs were rerr Q4/40 (10%0) participants (QD:

Overall, fewer TEAEs were noted in cohort éﬁppared to cohort 1 which is reassuring for the
assessment of safety in children. Howe\% iS5 not reported whether the target lesions in children

were smaller compared to adults (as e inclusion criteria it is possible that lesions of patients in

cohort 2 smaller than 3x3 cm wer ed, yet details on size of target lesions were not reported).
This could explain fewer local siﬁ cts. No differences between the QD and the BID regimen were
observed.

No serious or severe T or deaths occurred in either cohort.

Clinical laboratory datatwas obtained only at screening, but not thereafter and no data on physical
examination gt ﬁ/ d of treatment could be found in the study report. While it cannot be excluded
anges were missed, this is considered very unlikely, as treatment was limited to

s and two weeks only. Thus the exposure was much below what had been recorded in
prior s investigating crisaborole safety in adults and children where no clinical laboratory

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

2.3.3. Discussion on clinical aspects

The MAH submitted the final clinical study report of the crisaborole ointment 2% Study C3291028
performed in Japanese patients = 2 years of age with atopic dermatitis (AD). This Phase 2b,
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randomised, double-blind, vehicle-controlled, intra-participant study was conducted at 3 investigational
sites in Japan. This submission is done to meet the requirement of Art. 46 to submit paediatric data
within 6 months from end of study. The study was not part of the key binding elements of the EMA PIP
(EMEA-002065-PIP01) in Europe. No changes to the product information (SmPC or PIL) are proposed
within this procedure based on results from study C3291028, which is deemed acceptable.

This study was conducted with a Crisaborole formulation containing 0.1% Butylhydroxytoluole, BHT
(approved in US, Canada, Israel, Australia and Hong Kong, but not EU). The formulation approved in
the EU (trade name STAQUIS) does not contain BHT. The formulation without BHT will be used in the
EU paediatric studies (PIP Measure 7; C3291031) which might enable comparison between the BHT-
and the non-BHT formulations in the future.

Study design and methods

In the study under revision (study C3291028) efficacy and safety of Crisaborole ointm \/0
(EUCRISA) were investigated over a 15 day treatment period. The target populatio s Japanese
paediatric and adult patients (= 2 years of age) with mild to moderate AD, whg&-\ line with the
currently approved indication in EU and US. Patients with BSA (body surface affected < 30% at
Baseline/Day 1 (excluding scalp, genitals and groin area) were included.Qé

Inclusion/exclusion criteria were comparable with other studies submifted for the MAA of STAQUIS in

Europe and cover the European target population to a large exten QUIS approved in the EU for
mild-moderate AD with BSA <40%), yet exclude the patient gr ith a larger body surface area
affected (BSA > 30-40%). Still, this is a good prerequisite f arison of data and study results are

considered of interest for the European target populati @ years of age.

Crisaborole ointment 2% or vehicle was applied to efined AD target lesions with ISGA = 3

(= moderate; two lesions per patient on opposit , at least 3 cm x 3 cm lesion size). The drug

was applied always by or under supervision of, study personnel which minimises the risk of non-
g&Mth IP and one with vehicle, thus this study did not

evaluate the effect of crisaborole ointmen 0 on global AD. QD or BID applications were performed

compliance. Per patient one lesion was tre

over a course of 15 days (Treatment ), patients were then followed-up for 28 to 31 days until
study days 43 to 46 (End of Stud)@

Two AD cohorts were studie rt 1 targeted patients =12 years of age as per the inclusion criteria
and cohort 2 targeted p to <12 years of age.

The primary study e of success was change from baseline in TSS (total sign score) in target
lesions treated W|t isaborole ointment or vehicle on Day 15 in each regimen (Regimen 1: QD,
Regimen 2: B&K:‘o each cohort (intra-patient comparison). The lesion TSS assesses AD severity in 4

domains, er a, induration/papulation, excoriation (evidence of scratching), and lichenification

(eplderm ening) by assigning 0-3 points for each domain. The maximum total score is 12
re AD manifestation). This score employs the same domains (and the same points per
domal as the more commonly used EASI score and appears overall reasonable and an established

tool for the purpose of evaluating the treatment effect on single lesions per patient. Comparison to
external data (e.g. registrational phase 3 studies) needs to be done under the prerequisite that the
endpoints are different (single lesions vs. global disease). The exploratory endpoint, ISGA response of
(almost) clear with = 2 grade improvement, was used as primary endpoint in the main clinical phase 3
studies for STAQUIS in Europe and this allows for good contextualisation of the data. It needs to be
noted, that in the study now under assessment ISGA response was measured at day 15 (compared to
day 29 in phase Ill) and on the single lesion level (compared to global in phase I111).
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Secondary endpoints included efficacy evaluations based on TSS (inter-patient) and pruritus
assessments in target lesions up to day 15 as well as safety evaluations (adverse event incidence).

Overall, the choice of endpoints is considered adequate as relevant disease parameters are covered.
Notably, as single lesions per patient are evaluated, this strategy does not allow to conclude on global
impact of crisaborole ointment 2% in treatment of mild to moderate AD in the target population. As AD
is a chronic condition and patients are likely treated for longer periods of time/more than one 2-week
course in clinical practice, the study is furthermore not appropriate to assess long-term efficacy or
delayed safety events or effects associated with chronic use. However, this was not the objective of

this trial.
Results . 66
hY

Randomisation and blinding procedures appear adequate. Statistical methods are co d
appropriate for the given purpose. Although the overall alpha was not controlle é(common) 5%
level, this approach is not unusual in the context of such phase 2b studies. Mi %Iues were not
imputed for efficacy and safety endpoints, however, there were hardly any d %Jts, missing data
problems or loss to follow-up, therefore no relevant impact on observed is expected. Still, the
results have to be interpreted keeping in mind the descriptive nature of t rial.

The study included a total of 81 patients (41 in cohort 1 and 40 in t 2). All patients were Asian.
No paediatric patients were enrolled into cohort 1 (all patients v%/ 18 years of age), although
patients > 12 years were targeted according to the inclusionfe on criteria. Thus, the focus with
regard to this P46 procedure is on cohort 2. While dat er] panese patients > 12 to < 18 years of
age would have been of interest, prior experience witha}\a orole ointment 2% (e.g. main EU
registrational studies) does not suggest that efficac fety in this age group would substantially differ

from adults. Q

In cohort 2, 8 (40.0%) male and 12 (60.0°/é$male participants were enrolled in QD regimen, and 11
(55.0%) male and 9 (45.0%) female parti ts were enrolled in BID regimen, which seems
sufficiently balanced. The mean age @Q

(2.52) years and 7.8 (2.69) yearsQ ctively. Six patients < 4 years of age were enrolled (3 in each

regimen), the youngest patientga

participants in QD regimen and BID regimen was 7.7

years old. In cohort 2 the mean (SD) Global Treatable Percent
BSA at Baseline in the QD re@e was 4.80 (2.26) as opposed to 9.19 (7.61) in the BID regimen
(Cohort 1: mean %BSA Npp X. 18.5 in both QD and BID). Thus, the BSA affected was rather small
in this cohort. Based o@bal ISGA, 16/20 (80%) patients in the QD regimen had mild AD and 4/20
(20%) had mode AB. In contrast, 5/20 (25%) patients in the BID regimen had mild AD and 15/20
(75%) had medératé& AD (comparable, yet less pronounced imbalance in cohort 1). These imbalances
seem, howe \egligible for study outcomes as characteristics of lesions treated (ISGA, itch severity)
were simi oth groups. An underlying cause for the baseline (global) ISGA and % BSA imbalances
is not @ but as the randomisation procedure seems adequate, no questions are asked. It is

unlikely that study outcomes have been affected by baseline differences in % treatable BSA in different

regimens.

Over the 15-day treatment duration in cohort 2, all 20 (100.0%) participants in the QD arm and 19/20
(95.0%) were compliant with study treatment (100% compliance in cohort 1 for both arms). All
patients (in both cohorts) completed both treatment and follow-up phase, showing good compliance
with treatment recommendations, which is an indicator for acceptable tolerability of the study drug.

Efficacy:
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Cohort 2: In the QD and BID regimens, the least square means (LSM) of intra-participant difference of
lesion TSS change from baseline at day 15 (IP vs. vehicle) were -1.5 (p= 0.0250) and -2.1
(p= 0.0014), respectively. (Results in Cohort 1 were comparable.)

Thus, both QD and BID regimens were superior to vehicle in treatment of single AD target lesions
over a course of 15 days (in either age cohort). The effect size seems comparable across cohorts and
regimens.

When comparing the inter-participant differences between QD and BID regimens in either cohort, a
tendency towards stronger lesion TSS reduction was seen in the BID regimens at day 15.

Results comparable to day 15 were obtained for TSS assessments at day 8 for inter- and intra-patient
comparisons in both cohorts (i.e. reduction in TSS in crisaborole vs. vehicle in either regime no
marked difference between regimens), indicating an early onset of effect with either regin@ in both

cohorts). (\

Likewise, LSM reductions in ISGA in lesions treated with crisaborole ointment 2% ared to vehicle
(intra-patient) were observed for both regimes at day 15 in both cohorts (coh@&? inQD; - 1.0
in BID). ISGA Response (Clear or Almost Clear and at least a 2 Grade Impr@ent from Baseline in
Target Lesions at Day 15) was seen in = 66.7% of patients in either coh@eceiving crisaborole
ointment 2% irrespective of treatment regimen, compared to approxﬁo.o— 30.0% of patients

receiving vehicle. No inter-patient differences between the treatm@ gimens (for neither ISGA-

based evaluation) were seen, thus no regimen was superior to er.
It is critically noted, that while crisaborole ointment 2% w; perior to vehicle in reducing lesion
TSS/ ISGA, the clinical relevance of the effect size is no ssed by the MAH and it is unclear what

threshold of improvement (response) would be cons@red as a meaningful patient benefit.

Results for pruritus assessments indicate no clea@ourable effect of IP vs. vehicle in either cohort
and also no impact of regimen. It seems cheﬁQ\’qing to evaluate pruritus based on one distinct lesion
only on a patient with a larger BSA aff

ec
Overall, it can be concluded that ove §rse of 15 days, crisaborole ointment 2% improved AD
target lesions- based on lesion TS ISGA- when applied either QD or BID in Japanese patients =
2 years of age. Neither pronour& ifferences in efficacy between the treatment regimens nor
between the age cohorts wererved. While no data was generated in paediatric patients > 12 to <
18 years of age, prior e@ienc with crisaborole ointment 2% does not suggest that efficacy in this

age group would substa
*

o)
L

Safety: b

Cohor :@otal of 5 mild, all-causality TEAEs were reported in 4/40 (10%) participants (QD:
ia’and hand-foot-mouth disease- neither treatment related nor in target lesion; BID:

lly differ from adults.

application site pruritus (treatment-related in target lesion), application site pain (treatment-related in
target lesion) and hand-foot-and-mouth disease).

AE rates were higher in cohort 1 (For QD regimen: 6 participants (30.0%) experienced a total of 9 all-
causality TEAEs of which 8 were considered as treatment-related (most frequent: application site
irritation and application site pruritus in 3 participants each). For the BID regimen, 6 participants
(28.6%) experienced a total of 12 all-causality TEAEs of which 8 were considered as treatment-related
(most frequent: application site irritation in 4 participants).
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Overall, TEAE incidence and severity (in both cohorts) were much lower in this study compared to
other studies investigating crisaborole ointment 2% treatment in patients with AD (e.g. main phase 3
studies in adults and recently submitted phase 4 study C3291002 in children between 3 to < 24
months of age which is currently under assessment), likely due to the much shorter observational
period. Younger patients reported fewer AEs compared to adults. No serious or severe TEAEs, or
deaths were reported in either cohort. Application site reactions (that occurred in this study as AEs)
are reflected in the product information as common side effect.

While these findings do not give rise to safety concerns- particularly given that the used formulation
contains the potentially irritating agent BHT (which was removed from the EU formulation)- it is
emphasised that conclusions can only be made for short term treatment (treatment phase of o
weeks) on a restricted treatment area (one lesion). While no PK analysis was performed, it i@
reasonable to assume that systemic levels of crisaborole or propylene glycol or BHT (includi
metabolites thereof) in this study were much below what was achieved in prior studies{N at would
be achieved in clinical practise. O

Clinical laboratory data was obtained only at screening, but not thereafter an%)?ata on physical
examination at the end of treatment could be found in the study report. While‘it cannot be excluded
that sub-clinical changes were missed, this is considered very unlikely, td@ the abovementioned

aspects and prior experience with the IP (no clinical laboratory anomafies of concern despite higher

%)
\00(b

As this study was conducted to support the crisaborgte, development program in Japan, it is understood

exposure in children and adults) into account.

Final remark:

that all patients included in this study were Japa =The data are not fully applicable to the European

population, particularly when considering ethnical differences in AD genotypes and phenotypes and

unfortunately no discussion on the applicahiti
submission. Nonetheless, this study pro@
paediatric (and adult) AD patients.

QO

3. Rapporteur‘e\&rall conclusion and recommendation

f results for the EU population use is included in the
ome further insight in the performance of crisaborole in

Overall, this phase y demonstrates that crisaborole ointment 2% is more efficacious than
vehicle in the t@}\e t of a single AD lesion in Japanese patients over a treatment course of 2 weeks.

*
This was se ective of regimen (QD or BID) or age cohort (2 to < 12 years of age and = 18

years of a isaborole ointment 2% was comparably better tolerated in the younger age cohort
(fewergsi ects), yet all adverse events in both cohorts were of mild severity and mainly application
site tions (frequencies irrespective of regimen). As only single lesions per patient were treated,

generalisability of results for global AD should be done with caution. There is no requirement to change
the SmPC.

X Fulfilled:

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

development program

Non clinical studies

Product Name: Staquis

Active substance: Cris

aborole

4-week definitive juvenile toxicity study in
rats with a 1-week recovery period to
evaluate food consumption, sexual
maturation, functional observational
battery, motor activity, acoustic startle
response, clinical pathology, necrapsy
findings, organ weights and
histopathology

01

study report signed)

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

Procedure No
EMEA/H/C/004863/0000

Latest PIP decision:
P/0101/2018

PIP Study 2:

003-NCL TX-054-

08/11/2012 (Final

Staquis EU MAA

rats with a 2-week recovery period to
evaluate systemic safety, body weight,
food consumption, motor activity, acoustic
startle habituation, clinical pathology,
including haematology and clinical
chemistry, macroscopic and microscopic
pathology

4-week definitive juvenile dermal toxicity 01 AN2728 study report signed) Procedure No.

study in Gottingen minipigs with a 1-week | TOPICAL EMEA/H/C/004863/0000
recovery period fo evaluate clinical signs, | OINTMENT

bodyweight, food consumption, growth Latest PIP decision:
rate, clinical pathology, ECG and P/0101/2018
ophthalmoscopy

PIP Study 3: 20093673 04/08/2017(Final Staquis EU MAA
4-week definitive juvenile toxicity study in (16GR400) study report signed) Procedure No

EMEA/H/C/004863/0000

Latest PIP decision:
P/0101/2018

Y
N
KO

AN
o
0\0

\0&

O

2
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Clinical studies
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Study of the Long-Term Safety of
Crisaborole Ointment, 2% in Japanese
Pediatric and Adult Participants with Mild
to Moderate Atopic Dermatitis

Study title Study number Date of Date of submission of
completion final study report
PIP Study 5: AN2T28-AD-302 2710472015 (LSLY) | Staquis EU MAA
Double-blind, randomised, vehicle- Procedure No.
controlled trial to evaluate safety and EMEA/H/C/004863/0000
efficacy of crisaborole cintment, 2%
compared to vehicle in children from 2 to Latest PIP decision:
less than 18 years of age (and adults) P/0162/2020
with mild to-moderate atopic dermatitis.
PIP Study 4: AN2T28-AD-301 29/04/2015 (LSLV) | Staquis EU MAA
Double-blind, randomised, vehicle- Procedure No.
controlled trial to evaluate safety and EMEA/HIC/004863/0000
efficacy of crisaborole cintment, 2%
compared to vehicle in children from 2 to Latest PIP decision:
less than 18 years of age (and adults) P/O162/2020
with mild to-moderate atopic dermatitis.
PIP Study &: AN2T28-AD-303 271072015 (LSLY) | Staquis EU MAA
Open-label, uncontrolled, extension study Procedure No.
to evaluate long-term safety of EMEA/MIC/004863/0000
crisaborole cintment, 2% in children from
2 to less than 18 years of age (and Latest PIP decision:
adults) with mild-to-moderate atopic P/0162/2020
dermatitis.
Study C3291028: C3291028 LSLV December Aricle 46 submission by
A Phase 2b, Multi center, Randomized, 2019 June 2020 (09 June 2020
Double-blind, vehicle-controlled, intra- submission deadline)
participant study, to evaluate efficacy and
safety of two regimens of crisaborole
ointment 2% in japanese pediatric and
adult participants (2 years and older) with
mild to moderate atopic dermatitis.
Study C3291032: 3291032 LS.V November Article 46 submission by
A Phase 3, Multicenter, Randomized, 2021 May 2022
Double blind, Vehicle Controlled Study of
the Efficacy and Safety of Crisahorole
Qintment, 2% in Asian Pediatric and Adult
Subjects (ages 2 years and older) with
Mild to Moderate Atopic Dermatitis. Q
A
PIP Study 8: C3291037 LSLV May 2021 Latest PIP decision!
C3291037 - Assessor-blind, randomised, (EMA PIP decision: | p/o162/2020 \b
active- and vehicle -controlled study to P/0162/2020) Q
evaluate efficacy and safety of
crisaborole cintment, 2% compared to The Agic @ bmission
topical corticosteroid (TCS), topical of Stu %1037 will be
calcineurin inhibitor (TCI) and vehicle in planned t submitted
children from 2 to less than 18 years of ember 2022.
age (and adults) with mild to moderate
atopic dermatitis. Q\
PIP Study 7: C3291031 Date of cifppletion | Latest PIP decision:
3291031 - Double-blind, randomised, P/O162/2020
vehicle-controlled trial to evaluate safety
and efficacy of crisaborole cintment, 2% 020)is
compared to vehicle in children from 1 Based on PDCO
maonth to less than 24 months of age with agreement on the ongoing
mild-to-moderate atopic dermatitis. ification to PIP medification
request a change procedure (Procedure
inthe LSLY to number. EMEA-002065-
October 2022 PIP01-16-M03) which
(Procedure includes a request to
number. EMEA- change the LSLV for FIP
| 002065-PIPD1-16- | Study 7, the Arficle 46
\ MO3). submission of Study
C3291031 will be planned
1o be submitted by April
N\ 2023,
Study C3291035: v \d‘ C3291035 LSLY July 2022 Aricle 46 submission by
A Phase 3, Randomized, %{I ! January 2023.
Vehicle-Controlled Stugy t%l* e the _
Efficacy and Safely 4f i ce
Treatment and Fla jon with
Crisaborole Qintm & Once Daily
Over 52 Week; dtric and Adult
Participal ears and Older)
with e Atopic Dermatitis,
who to Twice Daily
Crisal Ointment, 2%, Treatment.
Study C3291034: 3251034 L5LY September Article 46 submission by
A Phase 3, Multicenter, Open-label Study 2022 March 2023
of the Long-term Safety of Crisaborole
Qintment 2% in Chinesa Pediafric and
Adult Subjects (ages 2 years and older)
with Mild to Moderate Atopic Dermaitis.
Study C3291027: C3291027 LSLV July 2023 Aricle 46 submission by
A Phase 3, Multicenter, Open-Label January 2024
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