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Protocol Amendment Summary of Changes
Amendment | Date Description of Changes Rationale
{ Version
Version 1.0 08 May | Origmnal protocol
2023
Amendment 1 | 18 Sep | The dosing paradigm is not To provide clarity on dosing
/Version2 0 | 2023 changed, but the language has been
revised throughout.
WVisit Days in the Schedule of To provide clarity on the visit

Assessments (Table 1) has been
revised

schedule and windows for the visit

Trial design schematic (Figure 1)
has been revised

To provide clarity on the study design
and dosing

Section 7.2.2, has been revised with

Limited data from the ADhere study

information on prior lebrikiznmab support the collection of additional
treatment in dupilumab-experienced | efficacy and safety data in patients
patients previously treated with dupilumab
Exclusion criterion 5 has been To provide clarity on the exclusion of
revised patients with prior infections

Exclusion criteria 6, 7, and 8 have
been revised

To provide clarity on the exclusion of
patients with viral hepatitis infection,
cirrhosis/hepatitis, or endoparasitic
infections

Exclusion criterion 11 has been

To provide clarity on the exclusion of

revised patients due to laboratory
abnormalities

Section 8 4 2 has been revised To provide guidance on treatment

specifying the treatment discontinuation

discontinuation due to lack of
effectiveness is per the
Investigator's judgement

Sections 9.2 and 9.3 have been
revised with regard to personnel
receiving study dmg at the sites

To remove redundancy and clarify the
Investigator, pharmacist, or designee
may be responsible for receiving drg
at the study site

In Section 9.9 2 and Table 3, the Based on the pharmacology of
washout period for dupilumab has dupilumab and in line with prior
been extended to § weeks lebrikizumab protocols

In Section 10.1, procedures for To provide clarity on procedures for
informed consent have been revised | obtaining informed consent

In Section 10.6.1, it is no longer
required that AFESIs be reported
separately to the Pharmacovigilance

group

AFESIs and additional data for these
events will be captured as with all
other AE_ including additional data,
unless they meet criteria for

SETIOUSNEsS.
Section 11.1 has been updated with | To provide clarity on the basis for the
the rationale for the 60% response expected response rate

rate used in the sample size
estimation

Section 11.2 has been revised
specifying that the SAP will be
prepared prior to first patient
enrolment, rather than database lock

For an open-label study, this is
recommended to avoid bias
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Amendment | Date Description of Changes Rationale
{ Version
Amendment 2 | 29 Jul Synopsis and Section 6.1, the To provide focus on the most
/Version30 | 2024 number of clinical endpoints has clinically relevant study endpoints.

been reduced.

Table 1 and Section 10.4.10.
Iuvestigamr—reponed- 15
removed.

All additional endpoints will be
defined within the SAP.

15 assessed only by the study
participant.

Additional information 15 provided
in the Synopsis on the use of
concomitant medications and the
trial population.

These additions to the Synopsis do
not reflect changes to the design and
are implemented only for clarity on
the study conduct.

Section 17.1, The Ebglyss®
Summary of Product Characteristics
(SmPC) replaces the Investigator’s
Brochure as the clinical reference
document for lebrikizumab.

Furopean marketing authorisation
was granfed for lebrikizumab on 16
November 2023
(EMEA/H/C/005894) for the
treatment of moderate-to-severe AD
in adults and adolescents 12 years and
older with a body weight of at least
40 kg who are candidates for systemic
therapy. In this study, lebrikizumab is
used within the scope of this
authorisation, thus the approved
SmPC serves as the clinical reference
document.

Section 10.6.5, the reference safety
information for assessment of
expectedness is defined as Section
4.8 of the SmPC.

In accordance with CTR 536/2014

The defimition of inpatient
hospitalisation for SAE
determinations is revised in Section
10.6.1.

In accordance with recent guidance
on CTR 536/2014.

Synopsis and Section 11.11, interim
analysis may be performed when
approximately 100 participants have
completed Week 24.

Clarification on the timing of the
interim analysis.

Minor editorial and administrative
changes.

For clarity, correctness, and
consistency.
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1 Protocol Synopsis
Title:

A Phase 3b, Open-label Study to Evalvate the Effectiveness and Safety of Lebnkizumab
Treatment in Adults and Adolescents with Moderate-to-Severe Atopic Dermatitis

Short Title:

Effectiveness and Safety of Lebrikizumab Treatment in Adults and Adolescents with
Moderate-to-Severe Atopic Dermatitis

Investigators:

A Pnncipal Investigator will be designated at each participating clinical tnal centre and a
Coordinating [nvestigator will be nominated among the participating sites. The name, address,
and affiliation of each Pnncipal Investigator and the Coordinating Investigator will be detailed
in the final clinical trial report.

Trial Centre(s):

The trial 15 planned to be conducted in multiple study centres in Germany, the United Kingdom,
and the Netherlands.

Trial Duration:

The duration of the entire tnial from first participant, first visit to last participant, last visit 1s
anticipated to be approximately 20 months.

Phase of Development:
This 15 a Phase 3b tnal.
Rationale:

Atopic dermatitis (AD) 15 a chronic, inflammatory. skin disorder charactenised by recurrent
eczematous lesions, intense 1tch, and skin pamn (eg, discomfort or soreness). The ubiquitous
presence of IL-13 in the skin of patients with AD supports the evaluation of anti-1L-13 therapies
in patients with AD. Lebnikizumab 1s an immunoglobin (Ig) G4 monoclonal antibody (mAb)
that binds with high affinity and slow off-rate to IL-13 and selectively mnhibats IL-13 signalling
through the IL-4 receptor alpha (IL-4Ra)/TL-13 receptor alpha-1 (IL-13Ral) pathway, thereby
blocking the downstream effects of IL-13 with high potency. Lebnkizumab-bound IL-13 can
still bind IL.-13 receptor alpha-2 (IL-13R.a2), allowing subsequent internalization and natural
clearance of IL-13. Blockade of IL-13 signalling 1s expected to be of benefit 1n diseases in
which [L-13 is a central cytolane to the disease pathogenesis, such as AD.

Two identically designed, pivotal Phase 3 placebo-controlled clinical tnals (J2T-DM-KGAB,
hereafter “ADwvocate 17 and J2T-DM-KGAC, hereafter “ADvocate 27) demonstrated the
efficacy and safety of lebrikizumab 250 mg admimstered every other week (Q2W) for 16
weeks as monotherapy in adult and adolescent patients with moderate-to-severe AD, and a
third pivotal, placebo-controlled Phase 3 tmal (J2T-DM-KGAD. hereafter “ADhere™)
demonstrated the efficacy and safety of lebnkizumab 250 mg Q2W administered for 16 weeks
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in combination with topical corticosteroad (TCS) treatment. Data from lebrikizumab-treated
participants who achieved climcal response (Investigator Global Assessment [IGA] of 0 or 1
or 75% reduction in Eczema Area and Seventy Index [EASI] from baseline) at week 16 without
the use of rescue therapy and continued treatment in ADvocate 1 or ADvocate 2, as well as
participants from ADhere who continued treatment 1n a separate long-term protocol (J2T-DM-
KGAA_ hereafter “ADjoin™), showed that the treatment effects achueved at week 16 could be
equally well maintamned up to 52 weeks by the admimistration of lebnkizumab 250 mg either
Q2W or every fourth week (Q4W).

This Phase 3b study seeks to evaluate clinical aspects of lebnikizumab treatment beyond those
previously tested i the pivotal studies. Specifically, the study will examine the effectiveness
and safety of lebrikizumab in a patient population with more moderate AD. the effectiveness
and safety of lebnikizumab in patients previously treated with dupilumab, clinical responses to
lebrikizumab Q4W dosing beginning at week 16, and the impact of lebnikizumab treatment on

AD 1n areas of the body that are difficult to treat. Furthermore, the study will provide insights
mto that may be affected by lebrikizumab treatment.

Ohjectives and Endpoints:

Objectives Endpoints

Primary Objective

To evaluate the Primary Endpoint

effectiveness of » Percentage of participants achieving EASI score =7 at Week 24
24 wee ks of ] Secondary Endpoints

lebrikizumab in

s Percentage of participants achieving EASI score <7, EASI =5, and
EASI =3 by wvisit

Percentage of participants achieving EASI 75 and EASI 20 by visit
Percentage of participants with an IGA score of 0 or 1 and a reduction

improving disease

severity, signs, and
symptoms in adults .
and adolescents with .

moderate-to-severe =2 points by visit
AD e Percentage of participants achieving SCORAD 75 and SCORAD 90 by
visit
* Percentage change from baseline in mTLSS (hands) from baseline by
visit

Secondary Objectives

moderate-to-severe
AD

To evaluate the impact | Secondary

of 24 weeks of Pruritus

]ebrllqzumab treatment | Percentage of participants with Pruritus NES >4 at baseline achieving
on patient-reported >4-point improvement in Pruritus NRS from baseline by visit

and Investigator- i Ii

reported outcome Quality of Life o o o

measures in adults and | ® Percentage of participants achieving DLOQT 0-1 by visit

adolescents with s Percentage of participants with DLQI >4 at baseline achieving >4-point

improvement in DLQI from baseline by visit

* Percentage of participants achieving cDLQI 0-1 by visit

s Percentage of participants with cDLQI =6 at baseline achieving =6-point
improvement in cDLQI from baseline by visit
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Objectives Endpoints

Sleep Loss Due fo Itch

s Percentage of participants with a Sleep-Loss Scale of =2 points at
baseline who achieve at least 2-point reduction by visit

Disease Control

s Percentage of participants with POEM =4 at baseline achieving >4-point

improvement in POEM from baseline by visit

Safety Objectives
To evaluate the safety | « Percentage of participants with treatment-emergent AFs including SAFs,

of 24 weeks of related AFs. and AFs leading to study treatment discontinuation, and
lebrikizumab treatment AESIs
in adults and

adolescents with
moderate-to-severe
AD

Abbreviations: AD=atopic dermatitis; AF=adverse event; AESI=adverse event of special mterest; BSA=hody surface area;
cDLQ=Children’s Dermatology Life Cuality Index; DQLI= Dermatology Life Quality Index; EASI=Eczema Area and
Severity Index; EAST 73/90=75% or %)% reduction in EAST from baseline; mTL35=modified Total Lesion Symptom Score;
POEM=Patient Oriented Eczema Measure; Pruritus NES5=Pruritus Numerical Rating Scale; SAE=senious adverse event;

scommﬁ'ii Atiic Dermatitis: SCORAD 75/90=75% or 90% reduction in SCORAD from I:lase].ine:-

Trial Design:

This 1s a single arm, open-label, Phase 3b study evaluating the effectiveness and safety of
24 weeks of lebrikizumab treatment in adults and adolescents with moderate-to-severe AD.
The study will enrol approximately 240 participants.

Participants will be screened for study entry within 4 weeks of study Day 1. For eliible
participants, loading doses of lebnkizumab 500 mg subcutaneous (SC) mjection will be
admimstered by site personnel at Day 1 and Week 2. Beginnming at Week 4, lebnkizumab
250 mg will be administered Q2W |, and participants will have the option of self-admimstration,
following training of the participant and/or caregiver, or the participant may continue to receive
mjections at the study site. Beginning at Week 16, the dosing frequency will be reduced to
every 4 weeks, and participants will receive lebnkizumab 250 mg SC myjection Q4W up to
Week 24.

Lebnkizumab monotherapy 1s recommended, but the concomitant use of topical corticosteroids
(TCS) 1s permitted, per the Investigator's discretion, for participants on a stable low or mud-
potency TCS regimen at baseline. Intermittent use of other topical medications (eg, topical

SED-0002178 v6.0 CONFIDENTIAL 074
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calcineunin inhibitors [TCls] and phosphodiesterase-4 [PDE4] inhibitors) 1s permitted for the

treatment of worsening AD symptoms during the trial. Participants who may require short-term

systemic corticosterond treatment for symptoms of AD will be assessed on a case-by-case basis.

The concomitant use of other immunosuppressive/immunomodulating drugs for AD. includin
stemic corticosteroids use (=30 days), is prohibited.

Participants will undergo final study assessments at Week 24, 1e, 4 weeks after the last dose of
study medication at Week 20. For participants who withdraw from the study prior to Week 24,
a safety follow-up visit will take place 4 weeks after the last dose of study medication.

Number of Participants:

A sufficient number of patients with moderate-to-severe AD will be screened to enrol
approximately 240 study participants.

Enrolment will be controlled to ensure representation from each of the participating countries.
Trial Population:

The study will enrol adults and adolescents (aged =12 to <18 years and weighing =40 kg) with
moderate-to-severe AD for at least 1 year, a history of inadequate response to topical treatment,

and who are candidates for systemic therapy. At baseline, participants must have an EASI score
=12, an IGA score =3, and =10% body surface area (BSA).

The study will be enrolled such that up to 20% of all participants will have had prior exposure
to dupilumab. including those with suboptimal responses.

Test Investigational Medicinal Product, Dosage, and Mode of Administration:

Substance code/name: Lebrkizumab
Admimstration route SC imection
Unit dose/strength: Lebrikizumab 250 mg will be provided as a solution for

mjection in a pre-filled syninge (PFS). Each single-use
PF5S contains 250 mg of lebrikizumab 1n 2 ml solution
(125 mg/ml)

Dosage form: Solution for injection

At Day 1 and Week 2, loading doses of lebrikizumab

5300 mg (2 mjections) will be administered.

Beginning at Week 4. lebrkizumab 250 mg

(1 myection) will be administered Q2W up to Week 16.

Beginning at Week 16. lebmkizumab 250 mg
(1 injection) will be administered Q4W up to Week 24.

Frequency

Reference Investigational Medicinal Product, Dosage, and Mode of Administration:

Not applicable.
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Methodology:

Trial visits and assessments will be performed 1n accordance with the Schedule of Assessments
(Table 1).

Duration of Treatment:
The duration of each participant’s treatment 1s 24 weeks.
Duration of Participation in the Trial:

The total duration of each person’s participation in the trial, including screening and treatment
1s estimated at 28 weeks (4-week Screening Peniod + 24-week Treatment Peniod).

Stafistical Methods

Sample Size Calculation

Analysis Populations

The following analysis sets are defined:
® The Full Analysis Set (FAS) includes all enrolled participants.

® The Safety Analysis Set (SAF) includes all enrolled participants who received at least 1 dose
of the study drug.

The analysis of all effectiveness and patient- and Investigator-reported outcome vanables wall
be performed on the FAS. All safety andi will be conducted using the SAF.

Statistical Analvysis

Full study results will be delivered once all participants have completed the study (Week 24)
or discontinned from the study prior to this point.

All effectiveness, patient- and Investigator-reported outcome, safety, and endpoints

will be summarised by means of descriptive statistics. Methods for handling missing data wall
be described 1n the Statistical Analysis Plan (SAP). Any additional will be
described 1n a separate Exploratory Data Analysis Plan for

The number and percentage of participants with treatment-emergent adverse events (AEs),

senious adverse events (SAEs), related AEs. AEs leading to study treatment discontinuation,
and adverse events of special interest (AESIs) will be summarised.

Subgroup analyses include but are not limited to pnior exposure to dupilumab (yes/no), baseline
disease seventy (EASI score), and country.
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Interim Analvsis

Some effectiveness vanables (eg, modified Total Lesion Symptom Score [mTLSS]) and
outcome measures (eg, mcluded in this protocol have not
been previously evaluated in patients treated with le b. In order to gain a prelminary

understanding of these measures in lebnikizumab-treated patients, an intenm analysis may be
performed when approximately 100 participants have completed Week 24 (1e, based on a data
cut-off). The intennm analysis will only be performed if relevant climical information may be
gained m a timely manner prior to the completion of the full study, based on the study
recruitment rate.
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Table 1 Schedule of Assessments
Study Procedures Screening Treatment Period SFU=

Visit Number 1 2 3 4 5 6

Study Week (W) W0 W2 W4 W16 W24

Study Day(s) = window” Day -28 to Day -1 | Day 1 (Baseline) Day 14+3d Day 28+3d Day 112+5d Day 168+7d +7d
Informed consent/assent form X

Fitzpatrick scale X

Inclusion and exclusion criteria X X

Demographics and medical history X X

Enrolment X

Physical examination, height®,

weight X X

Haematology, chemistry X X X
f;eeﬁjncy test and contraception < < < < X X
AEs ol > X
Prior and concomitant

medications/therapies > -
Dispense/return eDiary" X | | | | | X X
Train, Fheck u.nﬂe;standing.._ and .

Tecor of data in the eDiary

IGA. EASI, BSA™ X | X | X | X | X | X

Pruritus NES* »>
SCORAD X X X X X

Sleep-Loss Scalel® X X X X X X

DLQI or CDLQIX X X X X X

POEM* X X X X X

Meodified Total Lesion S}-‘:npmm < < < < X
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Study Procedures Screening Treatment Period SFU®
Visit Number 1 2 3 4 5 ]
Study Week (W) w0 w2 W4 W16 W24

Study Davy(s) = window® Day -28 to Day -1 | Day 1 (Baseline) Day 14+3d Day 28+3d Day 112+5d Day 168+7d +7d

 —
Administer study drug’ B >

Training on self-administration! X

Di&p.en.l:.e 5t1.1d3- drug for self- < <

administration’

Product Complaint reporting (4 >

Assess treatment compliance® X X X X X
Genomic sampling® X

Abbreviations: AF=adverse event; BSA=body surface area; CDLQI=Children Dermatology Life Quality Index; d=day; DLQI=Dermatology Life Quality Index; EASI=Eczema
Area - ' uman chorionic gonadotropin; IGA=Investigator's Global Assessment; mTLSS=modified Total Lesion Symptom
SmreW POEM=Patient-Oriented Eczema Measure; Pruritus NES=Pruritns Numerical - i " -
Wuus; SCORAD=Scoring Atopic Dermatitis; SFU=Safety Follow-up; TCS=topical cnrﬁcnsruoidsW

W=week; WOCBP=women of child-bearing potential

% Oualy for participants who withdraw from the study prior to W24, a SFU wisit will take place 4 weeks after the last dose of stody medication.

B Visit window for patient-reported outcomes is -3 days for W2, then -5 days through W16, and -7 days for W24. The window for lebrikizumab self-administration is
+3 days from W4 up to W16 and then £5 days from Week 16 up to W24.

& Height need only be captured at screening.

L Serum beta-hCG at Screening for WOCBP, and urine pregnancy testing at all other identified visits. If required per local regulations and/or institutional guidelines,
pregnancy testing can occur at other times during the study treatment period. The contraception check is to confirm that contraception, if required, is used consistently
and correctly.

“  Completed eDiary entries for Proritus NES are needed for a minimum of 4 out of 7 days in the week preceding Day 1/Baseline visit. Then Pruritus NES to be performed
daily up to W2, and weekly from W2 to W16, and every 2 weeks from W16 to W24.

£ Compliance assessment for study dmg, as well as accountability. For participants who discontinue from the study, any umused medication to be returned at the SFUL

& Samples for genomic testing will be collected from all consenting participants. A specific consent is required for genomic sampling.

& Retum of eDiary is applicable only if an electronic device is provided to the participant.
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L

For eligible participants, loading doses of lebrikizumab 500 mg subcutaneouns (SC) injection will be administered by site personnel at Day 1 and Week 2. Beginning
at Week 4, lebrikizumab 250 mg will be administered Q2W, and participants will have the option of self-administration, following training of the participant and/or
caregiver, or the participant may contimue to receive injections at the study site. Beginning at Week 16, the dosing frequency will be redoced to every 4 weeks, and
participants will receive lebrilizumab 250 mg SC injection Q4W up to Week 24 (ie, last Q4W dose administered at W20). For participants who choose to self-
administer, sufficient study dmg will be dispensed to the participant/caregiver at Weeks 4 and 16 to ensure adegquate supplies until the next scheduled study visit.
Completed eDiary entries for Sleep-Loss Scale are needed for a mininmm of 4 out of 7 days in the week preceding Day 1/Baseline visit. Then the Sleep-Loss Scale is
to be performed daily up to W2, weekly from W2 to W16, and every 4 weeks from W16 to W24.

Patient-reported outcomes and quality of life measurements should all be completed before other study assessments. Assessments/procedures are recommended to be
conducted in the follomg r:u'der 1} patient_reported outcomes; 2} IuT.- es.ngator assessments and other effectiveness assessments, 3) safety and laboratory assessments,

mTLSS to be performed only for patients with AD of the hands at Day 1/Baseline
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Adverse event

Adverse event of special interest

Attributable, legible, contemporaneous, original, accurate, complete,

consistent, enduring, and available
Body mass index
Body Surface Area
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Clinical Research Organisation
Clinical study report
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Data Management

Data Management Plan
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4 Sponsor, Investigator(s) and Trial Administrative
Structure

4.1 Sponsor

Alnurall S A (legal entity)
Ronda General Mitre, 151
08022 Barcelona, Spain

4.2 Investigator(s)

A Pnncipal Investigator will be designated at each participating clinical tnal centre and a
Coordinating [nvestigator will be nominated among the participating sites. The name, address,
and affiliation of each Pnncipal Investigator and the Coordinating Investigator will be detailed
in the final climcal trial report (CSR).

4.3 Administrative Structure
Medical Expert appointed by the Sponsor for this tnal:

PPD .MD

Global Clinical Lead

Late Stage Clinical Development
PPD

The roles and responsibilities of other staff involved in the conduct of this study from the
Sponsor, Contract Research Orgamisation (CRO), and other vendors, will be defined in a
separate document and updated, as appropnate, throughout the course of the study.

5 Introduction

Lebnkizumab 1s being developed for patients with moderate-to-severe atopic dermatitis (AD)
madequately controlled by topical therapies who are candidates for systemic therapy. A
summary on the mndication. mechamism of action, and completed nonclinical and climical
studies 15 provided below. A detailed description on the product identity and composition,
climcal particulars including undesirable effects, and pharmacological and pharmaceutical
properties of lebrikizumab is provided in the Ebglyss® Summary of Product Characteristics

(SmPC).
5.1 Background Information
5.1.1 Indication

Atopic dermatitis 15 a chromic inflammatory skin disorder charactensed by recurrent
eczematous lesions and intense 1tch. The one-year prevalence of AD among adults 1s estimated
between 2% and 7% in the United States (US), Europe, and Japan (Dhepgen 2016, Harrop 2007,
Sacotte 2018, Sacka 2006), and up to approximately 50% of adult patients suffer from
moderate-to-severe disease (Barbarot 2018). Approximately 12% to 20% of children globally
have AD (Hadi 2021, Hamifin 2007, Harrop 2007, Langan 2020, McKenzie 2019, Sacotte 2018,
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Shaw 2011). Atopic dermatitis 15 the leading cause of the non-fatal disease burden conferred
by skin conditions on a global level (Weidinger 2018), and in particular moderate-to-severe
AD has a marked negative impact on quality of life (QoL) and places a tremendous burden on
patients and societies (Drucker 2017, Weidinger 2016).

Atopic dermatitis commonly mamifests m early chuldhood and shows diverse trajectory
patterns. ranging from early life transient disease to relapsing remitting AD, chronic persistent
AD, or long periods of remission followed by recumrence; for most patients AD 1s lifelong
disease with variable expressivity (Langan 2020). Disease flares are unpredictable and can be
caused by a multitude of factors such as exposure to environmental factors, mitants, and
allergens (Weidinger 2016). Climcally, AD is characterised by typically poorly demarcated
erythematous, sometimes violaceous to browmish scaly and sometimes oozing macules,
papules, patches and/or plaques, often with exconations and lichenification(Weidinger 2016).
The dominant symptom of AD 1s intense 1tch (Weidinger 2016), which may lead to sleep
disturbances (Gall 2020).

Pathophysiologically, AD 1is characterised by a complex skin barner dysfunction with a
profoundly altered skin microbiome and a cutaneous T-cell driven mflammation (Langan 2020,
Weidinger 2018). Lesional skin shows an altered expression of genes related to keratinocyte
activity and differentiation, as well as T cell infiltration and activity, with a stnking
upregulation of genes encoding T helper (Th) 2 cells associated protemns, i particular
mterleukin (IL)-13 (Leyva-Castillo 2020, Mabus 2021, Tso1 2019). Interleukin-13 1s thought
to be the central mediator of cutaneous type 2 inflammation (Bieber 2020) and 1s mnvolved also
in early imate immune signalling (Halim 2016, Mayer 2021). In more chromic disease stages,
Thl-mediated and Thl 7-mediated responses appear to be upregulated as well(Tso1 2020). Type
2 cytokines, and in particular IL-13, not only drive inflammation through attraction and
actrvation of T cells. eosinophils, and other immune cells, but also decrease the expression of
epidermal structural and functional barrier proteins such as filaggrin, lonicrn, and mmvolucrin,
and antimicrobial peptides, thereby compromising skin bamier function (Langan 2020,
Weidinger 2018). The lugh abundance of IL-13 in the skan of patients with AD and 1ts central
role for type 2 skin inflammation support the evaluation of anti-IL-13 therapies in patients with
AD.

5.1.2 Current Treatments

Atopic dermatitis management aims to improve signs, symptoms, and QoL, and to establish
long-term disease control using a multi-stepped approach. The main principles are continuous
epidermal barnier repair with emollients and anti-inflammatory therapy with topical
corticosteroids (TCS, eg, hydrocortisone), topical calcineunn nhibitors (TCL eg. tacrolimus),
topical phosphodiesterase-4 (PDE4) inhibitors (eg, crisaborole). and topical Janus kinase
(JAK) mhibitors (eg. ruxolitinib cream). When topical therapies are msufficient to treat signs
and symptoms, systemic therapy is recommended. The effectiveness of many systemuc
immunosuppressive agents. both approved (eg. ciclosporin [(NEORAL 2021)]) and off-label
drugs, used to treat AD 1s vanable, and the duration of their use 1s mmited duoe to (cumulative)
toxicity (Wollenberg 2020). Newer biologic agents such as dupilumab, which targets the IL-4
receptor (IL-4R) (Dupixent SmPC), have shown robust efficacy and favourable tolerability
(Simpson 2016), but there remains a need i AD for other therapies that can address the
underlymmg key immunopathogenic process and improve the outcomes for patients (Langan
2020). Interleukin-13 1s firmly established as the key cytokine of type 2 mflammation n the
skin (Bieber 2020) and thus represents a prime therapeutic target. The recently approved anfi-
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IL-13 monoclonal antibody (mAb) tralokinumab (Adtralza SmPC) has shown good efficacy
and safety (Wollenberg 2021). More recently, the oral reversible JAK imhibitors baricitimb,
upadacitimib, and abrocitinib, which cause a broad cytokine mhibition, have been authorised
for the treatment of moderate-to-severe AD in Europe (Cibinquo SmPC, Olumiant SmPC,
Rinvoq SmPC). The JAK mhibitors have shown robust efficacy but a more complex safety
profile for use in AD (eg, monmitoring for lipids. liver enzymes, and haematology), as compared
to approved biologics (Chen 2022, Silverberg 2021, Weidinger 2020).

Significant unmet medical needs remain because of the chronicity and heterogeneity of the
disease. and a considerable proportion of patients show only limited or partial response or no
response, lose response over time, or are intolerant to currently available systemic therapies
(Narla 2022, Silverberg 2022, Silverberg 2021, Simpson 2017, Wollenberg 2021).

Lebnkizumab 1s a novel mAb agamnst IL-13 with a mode of action that selectively prevents the
formation of the IL-4 receptor alpha (IL-4Ra)/TL-13 receptor alpha-1 (IL-13Ral) heterodimer
receptor signalling complex, while still allowing signalling through the IL.-13 receptor alpha-2
(IL-13Ra?) decoy receptor (Ratchataswan 2021).

5.1.3 Mechanism of Action

Lebnkizumab 1s an immunoglobulin (Ig) G4 mAb that binds with high affimity and slow
off-rate to IL-13 and selectively inhibits [1.-13 signalling through the IL-4Ra/TL-13Ral
pathway, thereby blocking the downstream effects of IL-13 with high potency (Okragly 2021).
Lebnkizumab-bound IL-13 can still bind [I.-13Re2 allowing subsequent internalization and
natural clearance of IL-13 (Wulur 2021). Blockade of IL-13 signalling 1s expected to be of
benefit in diseases i which IL-13 1s a central cytokine to the disease pathogenesis, such as AD
(Bieber 2020, Ratnarajah 2021).
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5.1.5 Clinical Studies

The clinical development program for lebnkizumab m AD included multiple Phase 2 and
Phase 3 studies in patients with moderate-to-severe AD. The pivotal Phase 3 studies are
summarised i Section 5.1.5.1.

5.1.5.1 Pivotal Studies

The primary evidence for the efficacy and safety of lebnikizumab comes from two identical
pivotal Phase 3, randomused, double-blind. placebo-controlled trials of lebrikizumab as
monotherapy in adults and adolescents (12 to <18 years and weighing =40 kg) with moderate-
to-severe AD, J2T-DM-KGAB, hereafter “ADvocate 17 and J2T-DM-KGAC, hereafter
“ADvocate 2.7 In addition. a third Phase 3 pivotal study J2T-DM-KGAD, hereafter “ADhere.”
demonstrated the efficacy and safety of lebnkizumab used in combination with TCS.

Study Designs

In ADwocate 1 (N=424) and ADvocate 2 (N=427), participants were randomised 2:1 to 250 mg
lebrikizumab (loading dose of 500 mg grven at weeks 0 and 2) or placebo by 5C mnjection once
every other week (Q2W). At week 16, participants achieving either Investigator Global
Assessment (IGA) of 0 or 1 or a 75% reduction in Eczema Area and Severity Index (EASI)
from baseline (EASI 75) without the use of rescue therapy were re-randommsed 2:2:1 to
lebrikizumab 250 mg Q2W, lebnkizumab 250 mg every fourth week (Q4W). or matching
placebo up to week 52.

In ADhere (N=211), participants were randomised 2:1 to either 250 mg lebrnikizumab (loading
dose of 500 mg given at weeks 0 and 2) or placebo admimstered by SC mjection Q2ZW up to
week 16. Topical corticosteroids were imitiated at baseline m all participants and tapered or
stopped, as needed, based on treatment response.

Efficacy Results

During the 16-week placebo-controlled period in the pivotal studies, lebrikizumab 250 mg
Q2W demonstrated supenionty to placebo (ADvocate 1 and ADvocate 2) or placebotTCS
(ADhere) across multiple outcome measures imncluding skin inflammation related to AD, itch,
and participant QoL. At week 16, a higher proportion of participants in the lebrikizumab arms
achieved the co-primary endpoints, IGA 0 or 1 with =2-point improvement from baseline and
EASI 75, and the differences with respect to placebo or placebotTCS were statistically
significant and clhinically meamngful:
® The proportions of participants aclneving IGA 0 or 1 with a =2-point improvement from
baseline were 43.1% and 33.2% for lebnkizumab-treated participants and 12.7% and 10.8%
for placebo participants in ADvocate 1 and ADwvocate 2, respectively, for nsk differences of
29.7% (p=0.001) and 21.9% (p=0.001), respectively, and in the ADhere study, 41.2% of
lebnkizumab+TCS participants and 22.1% of placebot+TCS participants achieved IGA 0 or
1 with a =2-point improvement from baseline (risk difference of 18.3% [p=20.03]).

® The proportions of participants achieving EASI75 were 588% and 52.1% for
lebnkizumab-treated participants and 16.2% and 18.1% for participants in the placebo
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groups in ADwvocate 1 and ADvocate 2. respectively, for risk differences of 42.0% (p=0.001)
and 33.3% (p=0.001), and in the ADhere study, 69.5% of lebnkizumab+TCS participants
and 42.2% of placebotTCS participants achieved EASI 75 (nisk difference of 26.4%

[p<0.001]).

Participants in ADwocate 1 and ADwvocate 2 who were treated with lebrikazumab and achieved
protocol-defined climical response (IGA 0/1 or EASI 75) at week 16 without the use of rescue
therapy, maintained higher response rates when continuing treatment with lebnkizumab
250 mg, erther Q4W or Q2W, compared to those who switched to placebo (1e, participants
withdrawn from lebrikizumab). A pooled analysis of these identical studies showed that, at
week 52,

e 77% of lebnikizumab 250 mg Q4W and 71% of lebnkizumab 250 mg Q2W-treated
participants mamntamned an IGA 0/1 response at Week 52, compared to 48% of participants
in the placebo group (lebrnkizumab withdrawal)

e 82% of lebnkizumab 250 mg Q4W and 78% of lebnkizumab 250 mg Q2W-treated
participants mamntained an EASI 75 response at Week 52, compared to 66% of participants
in the placebo group (lebrnkizumab withdrawal)

Similarly, participants in ADhere who were treated with lebnkizumab+TCS, achieved climcal
response at week 16 (IGA /1 or EASI 75) and contimied lebnkizumab treatment in the
extension study J2T-DM-KGAA (“ADjomn”) showed similar maintenance of clinical response,
whether participants were treated Q2W or Q4W:

o 87% of lebnikizumab 250 mg Q4W+TCS and 75% of lebrikizumab 250 mg Q2W+TCS-
treated participants maintamned an IGA 0/1 response at 56 weeks of total treatment

e 81% lebnkizumab 250 mg Q4W+TCS and 86% of lebnikizumab 250 mg Q2W+TCS-treated
participants maintained an EASI 75 response at 56 weeks of total treatment

Safety

In a pooled analysis on the placebo-controlled peniods (weeks 0-16) of the 3 pivotal Phase 3
studies (ADwvocate 1, ADvocate 2. ADhere) plus a Phase 2 dose-ranging study (Study J2T-DM-

KGAF):

® (Overall, the frequencies of treatment-emergent adverse events (AEs). serious adverse events
(SAEs), and AEs leading to permanent discontinuation from study drug were stmlar in the
lebrikizumab and placebo groups and were consistent between participants concomitantly
treated with TCS and those receiving lebnkizumab as monotherapy. Most AEs were nmld
or moderate 1n severity.

* Conjunctivitis. herpes infection, and parasitic (Helminth) infection were defined as adverse
events of special mnterest (AESIs) due to the potential association with the mechamism of
action of lebrikizumab, the safety profiles of other drugs in the same class as lebrikizumab,
and the heightened likelihood for these disorders in the AD population:

o Conjunctivitis. including allergic. bactenal. and viral conjunctivitis, was reported more
frequently in the lebnkizumab group (8.5%) compared to placebo (2.5%). Keratitis, also
including related terms, was reported more frequently in the lebnikizumab group (0.6%)
compared to placebo (0.3%). None of conjunctivitis or keratitis events were severe in
intensity.
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o Herpes zoster was reported more frequently in the lebrikazumab group (0.6%) compared
to the placebo group (no events). None of herpes zoster events were severe in intensity.

o Mo events of parasitic infections were reported for the lebrikizumab or placebo groups
in the pooled analysis of placebo-controlled periods. There was 1 parasitic infection
reported in a participant in the ADhere study who was treated with lebrikizumab
Q2ZW+TCS and continued treatment 1 ATqoin. This participant had a mild enterobiasis
and ascanasis coinfection that was treated and the participant fully recovered. These
events did not lead to treatment discontinuation.

* [ncreased blood eosinophil counts may be cansed by IL-13 blockade leading to reduced
chemotaxis and eosinophil trafficking from the blood to the airways or from the skin,
resulting m eosinophil accummlation in the penpheral blood. Eosimophilia (defined as
>5000 cells/mm®) was uncommonly observed in participants treated with lebrikizumab
(0.4%). In general. eosinophilia was transient and did not result in discontinuation. No
eosinophihia-related disorders were reported.

® The frequency of mnjection site reactions (ISRs) was low overall and numencally higher in
the lebrikazumab group (2.6%) compared to placebo (1.5%). The most frequently reported
ISR symptoms m lebrikizumab-treated participants were mjection site pain and erythema,
none of which were severe m intensity.

Durning the maintenance peniod of the monotherapy studies (ADvocate 1 and ADvocate 2),
participants treated with lebrikizumab 250 mg Q2W or Q4W reported similar frequencies of
AEs and SAEs compared to placebo (lebrikizumab withdrawal).

5.2 Summary of the Known Potential Risks and Benefits

Patients with AD experience chronic relapsing disease charactenised by skin lesions with
mtense 1tch and sleep disturbance that can sigmficantly impair QoL (Bieber 2008, Silverberg
2018). The disease burden for patients with AD has been shown to have greater negative effects
on mental health when compared to the disease burden caused by diabetes, hypertension
(Zuberbier 2006). and psoniasis, another common and debilitating skin disease (Eckert 2018,
Eckert 2019, Kiebert 2002, Langan 2020, Silverberg 2018, Vakhania 2017). The impact that
depression, anxiety, and social dysfunction have on patients with AD also extends to their
caregivers, and these negative mmpacts on QoL make AD the most burdensome skin disorder
globally (Hay 2014, Zuberbier 2006).

Several therapies, including TCS,. systemic corticosteroids, cyclosporine, JAK inhibitors,
dupilumab, and tralokinumab are available to treat patients with AD. However, a substantial
proportion of patients do not have adequate disease improvement, have loss of response to
maintenance treatment, or fail to tolerate these treatments. Therefore, adults and adolescents
with AD are still 1n need of alternative effective and safe treatment options.

Lebnkizumab treatment demonstrated key benefits by providing clinically meamngful
improvement in patients with AD across a broad spectrum of disease outcomes mcluding skin
mflammation related to AD and itch. These improvements in disease severity, signs, and
symptoms were seen rapidly after lebnkizumab treatment was mmtiated and equally well
maintained up to 52 weeks by the admimstration of lebrikizumab 250 mg erther Q2W or Q4W.

Overall, the majority of AEs during the pivotal Phase 3 studies were nonsernious, muld or
moderate in severity, and did not lead to treatment discontinuation. The key nsk of
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lebrikizumab that contributes most importantly to the benefit-risk evaluation for patients with
AD 1s conjunctivitis. Conjunctivitis 1s an AESI in the current study and. 1f 1t occurs, will prompt
additional data collection. As of now, clinical trial data in patients with moderate-to-severe AD
mndicate that lebnkizumab’s risks do not outweigh the substantial clinical benefits observed in
treated patients.

In conclusion, lebrikizumab has a positive benefit-nisk profile and may help fulfil an unmet
need for adults and adolescents with AD) who have not been able to achieve disease
improvements with or are intolerant of currently available treatment options.

53 Scientific Rationale for the Trial

Following the demonstration of efficacy and safety m the pivotal trials of lebrikizumab for the
treatment of moderate-to-severe AD (see Section 5.1_5), this Phase 3b study seeks to evaluate
climical aspects of lebnkizumab treatment beyond those previously tested in the pivotal studies.
Specifically, the study will examine the effectiveness and safety of lebrikiziumab 1 a patient
population with more moderate AD (see Section 7.2.2), the effectiveness and safety of
lebrikizumab in patients previously treated with dupilumab (see Section 7.2.2), climical
responses to lebnkizumab Q4W dosing beginning at week 16 (see Section 7.2.3). and the

mmpact of lebnkizumab treatment on AD in areas of the body that are difficult to treat (see
Section 7.2 4). Furthermore, the study will provide msights into

that may be affected by lebnikizumab treatment (see Section 10.7.2).

6 Objectives, Endpoints, and Estimands

6.1 Objectives and Endpoints

Table 2 outlines the objectives and corresponding endpoints that are to be assessed in the trial.
All additional endpoints will be defined within the Statistical Analysis Plan (SAP).

Tahle 2 Study Objectives and Endpoints
Objectives Endpoints
Primary Objective
To evaluate the Primary Endpoint
effectiveness of » Percentage of participants achieving EASI score <7 at Week 24
]2: u_.fle_eks Of;} in Secondary Endpoints

improving disease . Pe:rceclgage of .pfirticipants achieving EASI score =7, EASI =5, and
severity, signs, and EASI =3 by visit

symptoms in adults » Percentage of participants achieving EASI 75 and EASI 90 by visit
and adolescents with s Percentage of participants with an IGA score of 0 or 1 and a reduction

moderate-to-severe =2 points by visit
AD e Percentage of participants achieving SCORAD 75 and SCORAD 90 by
visit
* Percentage change from baseline in mTLSS (hands) from baseline by
visit
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Objectives

Endpoints

Secondary Objectives

To evaluate the impact
of 24 weeks of
lebrikizumab treatment
on patient-reported
and Investigator-
reported outcome
measures in adults and
adolescents with
moderate-to-severe
AD

Safety Objectives

Secondary

Pruritus

s Percentage of participants with Pruritus NRS =4 at baseline achieving
=4-point improvement in Pruritus NRS from baseline by visit

Quality of Life

* Percentage of participants achieving DLQI 0-1 by visit

s Percentage of participants with DLQI >4 at baseline achieving >4-point
improvement in DLQI from baseline by visit

* Percentage of participants achieving cDLQI 0-1 by visit

s Percentage of participants with cDLQI =6 at baseline achieving =6-point
improvement in cDLQI from baseline by visit

Sleep Loss Due fo Itch

s Percentage of participants with a Sleep-Loss Scale of =2 points at
baseline who achieve at least 2-point reduction by visit

Disease Control

s Percentage of participants with POEM =>4 at baseline achieving >4-point

improvement in POEM from baseline by visit

To evaluate the safety
of 24 weeks of
lebrikizumab treatment
in adults and
adolescents with
moderate-to-severe

AD

* Percentage of participants with treatment-emergent AFs including SAEs,
related AFs. and AFs leading to study treatment discontinuation, and
AESIs

Abbreviations: AD=atopic dermatitis; AE=adverse event; AESI=adverse event of special mterest; BSA=body surface area;
cDLQ=Children’s Dermatology Life Cuality Index; DQLI= Dermatology Life Quality Index; EASI=Eczema Area and
Severity Index; EAST 73/90=75% or %)% reduction m EAST from baseline; mTL55=modified Total Lesion Symptom Score;
POEM=Patient Oriented Eczema Measure; Pronitus NES=Pruritus Numerical Rating Scale; SAE=serious adverse event;

scommﬁ' A.toiic Dermatitis: SCOBAD 73/90=75% or 90% reduction in SCORAD from I:laseljm;-

6.2

Estimands

The climical question of interest 1s: what 1s the proportion of patients who meet the climical
requirement for response AND without discontinuation due to lack of effectiveness,
mrespective of use of prohibited medication for AD?
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Therefore, the primary estimand of the primary and secondary objectives 1s described by the
following attributes:

1. Population: Full Analysis Set (FAS) population as defined 1n Section 11.3.
2. Vanable: apply to all primary and secondary effectiveness endpoints.
3. How to account for intercurrent events (ICE):

a. Participants who discontinue treatment due to lack of effectiveness during the study
will be considered as treatment failures. that is, non-responders, after the ICE.
Therefore, a composite strategy (set to baseline) 1s used for these types of ICE. For
participants who discontinue treatment due to any other reasons, a hypothetical
strategy will be used to estimate what the treatment effect would have been if the
participant had continued with treatment. Therefore, a hypothetical strategy (set to
missing) 15 used for these ICE.

b. Participants who are treated with a prohibited medication for AD duning the study
will not be considered as treatment failures after the ICE. Therefore, a treatment
policy approach (observed) 1s used for these types of ICE.

4. Population-level summary: response proportions or Means.

The supportive estimand of the primary and secondary objectives 1s described by the following
attributes:

1. Population: Full Analysis Set (FAS) population as defined 1n Section 11.3.

2. Vanable: apply to all primary and secondary endpoints.
3. How to account for intercurrent events (ICE):

a. Participants who discontinue treatment due to lack of effectiveness during the study
will be considered as treatment failures. that is, non-responders, after the ICE.
Therefore, a composite strategy (set to baseline) 1s used for these types of ICE. For
participants who discontinue treatment due to any other reasons, a hypothetical
strategy will be used to estimate what the treatment effect would have been if the
participant had continued with treatment. Therefore, a hypothetical strategy (set to
missing) 15 used for these ICE.

b. Participants who are treated with a prohibited medication for AD duning the study
will be considered as treatment failures afier the [CE. Therefore, a composite strategy
(set to baseline) 1s used for these types of ICE.

4. Population-level summary: response proportions or Means.
For the esttimand of the pimary and secondary objectives, missing data including those as a

result of ICE will be imputed based on Markov Chain Monte Carlo — multiple imputations
(MCMC-MI) as descnbed in Section 11.9.

7 Trial Design and Rationale
7.1 Trial Design
This 1s a single arm, open-label, Phase 3b study evaluating the effectiveness and safety of

24 weeks of lebnkizumab treatment in adults and adolescents with moderate-to-severe AD.
The study will enrol approximately 240 participants.
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Participants will be screened for study entry within 4 weeks of study Day 1. For eligible
participants, loading doses of lebnkizumab 500 mg subcutaneous (S5C) injection will be
admimstered by site personnel at Day 1 and Week 2. Beginming at Week 4, lebnikizumab
250 mg will be administered Q2W, and participants will have the option of self-admimstration,
following training of the participant and/or caregiver, or the participant may continue to receive
mjections at the study site. Beginning at Week 16, the dosing frequency will be reduced to
every 4 weeks, and participants will receive lebnkizumab 250 mg SC mjection Q4W up to
Week 24.

Participants will undergo final study assessments at Week 24, 1e, 4 weeks after the last dose of
study medication at Week 20. For participants who withdraw from the study prior to Week 24,
a safety follow-up visit will take place 4 weeks after the last dose of study medication.

The trial design 1s represented schematically in Figure 1.

Figure 1 Trial Design Schematic

VTN Doy 1 andwe | 250 ™3 LEB Q2w 250 mg LEB Q4W

| Scooning (028 i 1) |

Dy 11

Basaline Week 2 Week 4 Week 16 Waek 24

Waoek -4
Primary Endpoint:
EASI 5T at week 24

Abbreviations: D=day; EASI=Eczema Area and Severity Index; LEB=lebnkizumab; Q2 W=every other week; Q4 W=every
fourth wesk; W=week

7.2 Trial Rationale

7.2.1 Rationale for Trial Design

This 1s a single arm, open-label, Phase 3b study evaluating the effectiveness and safety of
24 weeks of lebrikizumab treatment in adults and adolescents with moderate-to-severe AD. A
single-arm. open-label design 1s considered appropnate to achieve the objectives of the study,
as the efficacy and safety of lebnkizumab were demonstrated the placebo-controlled pivotal
study results (see Section 5.1.5.1).

7.2.2 Rationale for Trial Population

The seventy of AD may be classified based on the EASI score, with scores of =7 to =21
mdicating moderate disease and scores of =21 indicating severe to very severe disease (Hamfin
2022). In companson with the pivotal trials. which recruited participants with an EASI score
=16, the current study will allow enrolment of participants with more moderate disease (EASI
=12); thus, contnibuting to product knowledge across a broader range of disease severity.

Dupilumab (Dupixent®) is an mAb that was authorised in the EU for the treatment of AD in
2017. Dupilumab binds IL-4Ra, mhibiting IL.-4R signalling mnduced by both IL.-4 and IL.-13
(Harb 2020). This study will be enrolled such that up to 20% of all participants will have had
prior exposure to dupilumab, including those with suboptimal responses. Data on the
effectiveness and safety of lebrikizumab 1n patients previously treated with dupilumab are
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limited. The results of a subpopulation analysis (N=20) from the ADhere study suggest that
patients with prior dupilumab exposure can benefit from lebrikizumab treatment. However,
additional data are needed to confirm this finding due to the small number of patients in the
subpopulation (Gold 2023). Thus, this study will provide important information to climcians
on the effectiveness and safety of lebrikizumab 1n both naive patients and patients previously
treated with dupilumab.

7.2.3 Rationale for Trial Dose and Regimen

Atopic dermatitis 1s a heterogeneous disease in both its pathophysiology and climical
manifestation (Mastrafts1 2022), and the time under treatment to achieve clinical response 1s
highly individual. In the pivotal trials (see Section 5.1.5.1), some participants with a partial
climical response at week 16 were observed to further improve with continued lebrikizumab
Q2W treatment up to week 24. Results of this study will help to further charactense the climical
experience of adults and adolescents with moderate-to-severe AD who are treated with
lebrikizumab Q4'W beginning at Week 16, including participants with a partial response.

7.2.4 Rationale for Trial Assessments

The effectiveness assessments conducted i this study have been validated and extensively
employed in patients with AD (Eichenfield 2014, Wollenberg 2018). Most of these
assessments. EASL IGA, Seventy Scoring of Atopic Demmatitis (SCORAD). body surface area
(BSA). were also employed in the prvotal tnals of lebnkizumab. Patient-reported outcome
measures that were assessed in the pivotal trials, Pruntus Numernical Rating Scale (Pruntus
NE.S). Dermatology Life Quality Index (DLQI)/Children’s Dermatology Life Quality Index
(cDLQI), Sleep-Loss Scale, and Patient Oniented Eczema Measure (POEM). are also included
in this study for consistency in measures across studies.

In patients with AD, certain body areas are known to be more difficult to treat, including the
hands, head, and neck. which can result in additional emotional burden and stigmatisation. In
this study, the modified Total Lesion Symptom Score (mTLSS) will be assessed in
participants with AD of the hands. The mTLSS 1s a validated tool to quantify the seven
features of hand demmatitis (Gulliver 2018, Ruzicka 2008).

In addition to the Prunitus NRS, participants will complete the validated
m The 1s composed of a set o
questions that describe several parameters related to pruntus (itch sevenity and duration, the

need to scratch, and sleep disturbance due to itch) over the course of the day, and a score
calculation enables a comparison of different time-points of assessment.

the abbrewviated

completed to capture tions on the patient outcomes.

The timing of the effectiveness and patient-reported outcome (PR.O) assessments reflects points
when meamngful changes from baseline may be expected based on the expenience in the
pivotal trials, while minimizing the burden on the participants.
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Safety assessments including AEs. safety laboratory test results (haematology, chemistry),
concomitant medications, and physical examinations, which will be performed throughout the
trial as shown 1n Table 1.

8 Selection of Trial Population and Withdrawal of
Participants
8.1 Number of Participants

A sufficient number of patients with moderate-to-severe AD will be screened to enrol
approximately 240 study participants, of which up to 20% will have had pnor exposure to
dupilumab.

Enrolment will be controlled to ensure representation from each of the participating countries
(Germany, the United Kingdom, and the Netherlands).

For details on the sample size determination, refer to Section 11.1.

8.2 Inclusion Criteria
Participants eligible for inclusion m this trial must fulfil the following criteria:
1. Adults and adolescents (aged =12 to <18 years at the time of informed consent form

(ICF)/informed assent form (TAF) signature and weighing =40 kg) who are candidates for
systemic AD therapy.

2. Chronic AD (according to Hamifin and Rajka Crteria (Hanifin 1980)) that has been present
for =1 year before the Screening visit.

EASI score =12 at the Day 1/Baseline Visit.

IGA score =3 (moderate) (scale of 0 [clear] to 4 [severe]) at the Baseline wvisit.

=10% BSA of AD involvement at the Day 1/Baseline visit.

History of inadequate response to treatment with topical medications: or determination that
topical treatments are otherwise medically madvisable.

7. Completed electronic diary (eDhary) entries for pruritus and sleep-loss for a minimum of
4 of 7 days before Day 1/Baseline.

8. Willing and able to comply with all clinic visits and study-related procedures and
questionnaires.
9. For women of childbeanng potential: agree to remain abstinent (refrain from heterosexual

mtercourse) or to use a highly effective contraceptive method duning the treatment peniod
and for at least 4 weeks or 1 menstrual period after the last dose of lebnkizumab.

¢ NOTE: A woman of childbearing potential (WOCBP) 1s defined as a postmenarcheal
woman, who has not reached a postmenopausal state (=12 continuous months of
amenorthea with no identified cause other than menopause) and has not undergone
surgical sterilisation (removal of ovaries and/or uterus).

* NOTE: The following contraceptive methods are highly effective: combined (oestrogen
and progestogen contaiming) hormonal contraception (oral, intravaginal, transdermal)
associated with inhibition of ovulation, progestogen-only hormonal contraception (oral,

e
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mjectable, implantable) associated with inhibition of ovulation, intrauterine device,
mtrauterine hormone-releasing system. bilateral tubal occlusion, vasectomised partner,
or sexual abstinence. The reliability of sexual abstinence should be evaluated in relation
to the duration of the climcal trial and the preferred and usual lifestyle of the participant.
Peniodic abstinence (eg, calendar, ovulation, symptothermal. or post ovulation
methods) and withdrawal are not acceptable methods of contraception.

10. Participant must provide signed ICF. Adolescent participants must also provide separate

8.3

informed assent to enrol in the study and sign and date either a separate IAF or the ICF
signed by the parent/legal guardian (as appropniate based on local regulations and
requirements).

Exclusion Criteria

Participants fulfilling any of the following critenia are not eligible for inclusion in this trial:

L
2

el e

Prior treatment at any time with tralokimumab, lebrikizumab, or an oral JAK mnhibitor.
Intention to use any concomitant medication or therapy that 15 not permitted by this protocol
or failure to undergo the required washout period for a particular prohibited medication
(see Section 9.9.2).

History of anaphylaxis as defined by the Sampson critenia (Sampson 2006).

Uncontrolled chronic disease that maght require bursts of oral corticosteroids, eg, co-
morbid severe uncontrolled asthma (defined by an Asthma Control Questionnaire-3 score
=1.5 or a history of =2 asthma exacerbations within the last 12 months requiring systemic
[oral and/or parenteral] corticosteroid treatment or hospitalisation for =24 hours).

Occurrence of the following types of infection within 3 months before or dunng screening
or development of these infections before Day 1 / Baseline:

a. Serious (requining hospitalisation. and/or IV or equivalent oral antibiotic treatment, as
per the Investigator's opinion);
b. Opportumistic (as defined by Winthrop et al. (Winthrop 2015))

NOTE: Herpes zoster 1s considered active and ongoing until all vesicles are dry and
crusted over;

c. Chronic (duration of symptoms. signs, and/or treatment of 6 weeks or longer);

d. Recurnng (including, but not limited to herpes simplex, herpes zoster, recurnng
cellulitis, chromic osteomyelitis).

Known current or chronic infection with any hepatitis virus.

Known liver cirthosis and/or chronic hepatitis of any astiology.

Known active endoparasitic infection or at high risk of these infections.

Enown or suspected history of immunosuppression. including history of mmvasive

opportunistic infections (eg, tuberculosis, histoplasmosis, listeniosis, coccidioidomycosis,

pneumocystosis, and aspergillosis) despite infection resolution: or unusually frequent,

recurrent, or prolonged infections, per the Investigator's judgement.

10. History of human mmunodeficiency wvirus (HIV) infection or known positive HIV

serology.
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11. Any chimcally sigmificant laboratory test results from the chemustry or haematology tests
obtained at the Screening visit that would jeopardise the patient’s participation in the study,
per the Investigator's judgement.

12. Presence of skin comorbidities that may interfere with study assessments.

13. History of malignancy, including mycosis fungoides, within 5 years before the Screemng
visit, except completely treated in situ carcinoma of the cervix, completely treated and
resolved nonmetastatic squamous or basal cell carcinoma of the skin with no evidence of
recurrence in the past 12 weeks.

14. Severe concomitant 1llness(es) that in the Investigator’s judgement would adversely affect
the participation in the study. Any other medical or psychological condition that in the
opinion of the Investigator may suggest a new and/or mnsufficiently understood disease,
may present an unreasonable risk to the study participant because of his’her participation
in this clinical tnal. may make participation unrehiable, or may interfere with study
assessments.

15. Pregnant or breastfeeding women. or women planning to become pregnant or breastfeed
during the study.

8.4 Treatment Discontinuation and Trial Withdrawal Criteria
8.4.1 Trial Withdrawal Criteria

The Investigator will make reasonable efforts to keep each participant in the study. However,
participants may withdraw or be withdrawn from the study for the following reasons:

* Voluntary withdrawal of consent to participate in the study participation, at any time (see
Section 14.2)

* [n the opimion of the Investigator, continued participation in the study is not in the best
mterest of the participant

* [mportant protocol deviation or procedure prohibited by the protocol
* Lost to follow-up

If at all possible, participants who withdraw from study will be requested to attend a Safety
Follow-up (SFU) wvisit. The SFU visit should be performed 4 weeks after the last dose of study
drug and may occur prior to the previously planned last study visit (Week 24, see Table 1). All
imnformation, mcluding the reason for being withdrawn will be recorded in the participant’s
study records and in the electronic case report form (eCEF).

A participant will be considered lost to follow-up if he or she repeatedly fails to return for
scheduled visits and 1s unable to be contacted by the study site. Two attempts (eg. telephone
contact, emails) to contact the participant must be documented in a participant’s study records
for all participants who are believed to be lost to follow-up. If it 15 determuned that the
participant has died, the site will use locally permuissible methods to obtain the date and cause
of death.

5.4.2 Treatment Discontinuation

Study drug must be permanently discontinued for participants who expenience the following:
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® Participant decision to stop treatment

* Severe non-compliance with study protocol, imncluding use of a prolibited concomitant
medication as outlined in Section 9.9 2.

* AFEs laboratory abnormality, or intercurrent illness for which continued treatment, that. in
the opinion of the Investigator, would affect assessments of clinical status or participant
safety to a ssgmficant degree

¢ Pregnancy

* Lack of effectiveness per the judgement of the Investigator

Participants who permanently discontinue study drug will be encouraged to continue study
assessments up throngh Week 24. If the participant elects to withdraw from the study, an SFU

wvisit will be performed 4 weeks after the last dose of lebnikizumab, as specified in Section
841.

All information, including the reason for permanent discontinuation of study drug will be
recorded 1n the participant’s study records and 1 the eCEF.

8.5 Screening Failures

Screen failures are defined as participants who consent to participate in the clinical tnal but are
not subsequently entered in the trial. A mumimal set of screen failure information 1s required to
be entered into the database to ensure transparent reporting of screen failure participants to
meet the Consolidated Standards of Reporting Tnials publishing requirements and to respond
to quernies from Competent Authorities. Mimimal information includes demography, screen
failure reason, ehgibility critenia, and any SAE.

Individuals who do not meet the critenia for participation 1n this trial (eg, screen failures) may
be rescreened once. At the time of rescreening, the individual must sign a new ICF/TAF and
repeat all Screening procedures.

8.5.1 Participant Replacement Criteria

An enrolled participant who withdraws from the tnal at any time will not be replaced.

8.6 Termination of the Trial

8.6.1 End of Trial Definition

The “end of trial™ 15 defined as the date when all participants enrolled in the trial complete
Week 24 visit, or discontimue prior to this point, and this will be communicated to Competent
Authonities and Independent Ethics Commuttee (IEC) in due time according to local
regulations.

8.6.2 Completed Participant Definition

Participants attending the Week 24 wvisit will be considered “completed participants.™
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§8.6.3 Premature Trial Termination
The Sponsor has the nght to ternunate the study at any time.

Certain circumstances may require the premature termination of the tnial mncluding:

® The Investigator/Coordinating Investigator and the Sponsor feel that the type. number,
and/or seventy of AEs justify discontinuation of the trial.

o New lebrikizumab efficacy or safety data emerges that would cause the benefit-nisk profile
(as specified 1n Section 5.2) to become negative for the treatment of adults and adolescents
with moderate-to-severe AD.

® The Sponsor considers the applied doses of the tnal drug to be no longer relevant.
® Data not known before becoming available and raise concem about the safety of the tnal
dmg so that continnation would pose potential nisks to the participant.

If the trial 15 temunated or suspended, the Sponsor will promptly mform the Investigators and
the Competent Authorities. The IRB/IEC should be promptly imnformed and provided the
reason(s) for the termination or suspension by the Investigator/ Sponsor, as specified by the
applicable regulatory requirement(s).

The Investigator will inform the participants and will collect and keep all the data up to the
date of discontinuation. Samples retneved up to the date of tnal termination will be analysed
as per protocol.

If the tnal 1s prematurely termunated or suspended. tnal results will be reported according to
the requirements outlined in this protocol as far as applicable.

The Chmcal Data Interchange Standards Consortinm criteria should be followed while
recording the participant trial discontinuation reasons.

9 Treatments

9.1 Identity of Trial Investigational Medicinal Product(s)

Investigational medicinal product (IMP) manufacturing, labelling, packaging, and release wall
be done following Good Manufacturing Practice (GMP).

Test Investigational Medicinal Product

Substance Code/Name Lebrikizumab
Route of Administration Subcutaneous
Dosage Form Solution for mjection, comtaming 125 mg/ml

lebnikizumab. Supplied as a sterile prefilled syninge
(PFS) with a pre-assembled needle safety device

Unit Dose/Strength Each PF5 1s mtended for a single 2 mL dose (250 mg)

Packaging Description White folding carton
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Reference Investigational Medicinal Product
Not applicable
9.2 Packaging and Labelling

Packaging and labelling of IMP will be provided by the Sponsor and will comply with
Annex VI of EU Clinical Tnials Regulation 536/2014 and local regulatory requirements.

All study drugs will be labelled appropriately.
9.3 Shipment, Storage, and Accountability

Only participants enrolled in the trial may recerve trial IMP and only authorized site staff may
supply or admmmster trial IMP. All drug supplies must be stored in a secure, environmentally
controlled, and monitored (manual or automated) area in accordance with the labelled storage
conditions with access limited to the Investigator and authonized site staff.

The Investigator, pharmacist, or designee will confirm receipt of the study drug. will venify the
condition under which the dmg was received, and will venfy the contents of the shipment
immediately upon receipt of the product.

The Investigator, the tnal staff institution, or the head of the medical mstitution (where
applicable) 1s responsible for climical supplies accountability, reconciliation, and record
maintenance (1e, receipt, reconcihation, and final disposition records). following Sponsor's
mstructions. The Investigator and trial staff must adhere to Good Climical Practice (GCP)
guidelines. as well as local or regional requirements. Under no circumstances will the
Investigator allow the trial drugs to be used other than as directed by thas protocol. Clinical
supplies will be dispensed only by an appropnately qualified person and will not be dispensed
to any indrvidual who 1s not enrolled in the tnal.

Participants will be instructed to return the used medication to the study site at the next study
visit. Used medication can be thrown away mnto special containers for injectable and medical
waste, and empty boxes must be stored for final accountability. Unused medication will be
returned to the Sponsor or designee, where the remaiming medication will be destroyved
according to standard operating procedures (SOPs). Sites may destroy unused medication as
long as, before destruction. 1t has been venified and documented that the site has appropnate
facilities and written procedures to dispose of clinical trial matenials. Retention drug samples
will be kept by the Sponsor during the trial and until 1t 1s legally requared after trial completion.

Further guidance and information for the final disposition of unused tnal interventions are
provided in the Investigator’ s Drug Manual and/or Pharmacy Manual.

0.4 Treatment Administration

Treatment will begin on Day 1, after confirmation of participant eligibility and collection of all
predose samples and assessments.

SED-0002178 v6.0 CONFIDENTIAL 38/74



Copy produced by PhlexTMF

-A33T-TA4ASTTOFF4A

Clinical Trial M-17923-33 Z Imirall
Clinical Trial Protocol Version No. 3.0, 29 July 2024 (2 almira

Loading doses of lebrikizumab 500 mg subcutaneous (SC) mjection will be administered by
site personnel at Day 1 and Week 2. Beginning at Week 4. lebrilazumab 250 mg will be
admimstered Q2W, and participants will have the option of self-admumistration, following
training of the participant and/or caregiver, or the participant may continue to recerve injections
at the study site. Beginming at Week 16, the dosing frequency will be reduced to every 4 weeks,
and partictpants will recerve lebrikizumab 250 mg SC imection Q4W up to Week 24 (ie, last
Q4W dose admimstered at Week 20).

9.5 Treatment Compliance

Study drug compliance will be assessed by counting retumed used or unused prefilled syninges.
A participant will be considered compliant with the dosing regimen 1f the participant recerved
=75% of the expected number of injections while enrolled in the study. Deviation(s) from the
prescribed dosage regimen should be recorded in the eCEF.

The dosing logs for each participant will be kept during the tnal. The Clinical Research
Associate (CRA)Monitor will review treatment compliance during monitoring site visits.

9.6 Methods for Assigning Participants to Treatment Groups
9.6.1 Participant Identification

To protect the participant’s identity and data confidentiality, each participant will be identified
in the trial with 1 unique participant umique 1dentifier. This number will be associated with the
participant throughout the study. Every participant who signs an ICF/TAF must be assigned a
participant oumber. This 11-digit number will consist of a 3-digit country-specific code,
followed by a 5-digit site identification, and a 3-digit number assigned sequentially within each
site to each participant, starting at 001.

The site number will be predetermined, but the sequential participant number 1s determined
when entening the participant in electronic data capture (EDC). The site staff must enter the
participant details in EDC upon signing the ICF/TAF. At each site, the first participant 1s
assigned participant number 001, and subsequent participants are assigned consecutive
mumbers.

Once assigned to a participant, the participant number will not be reused. The participant
number will be used to identify the participant throughout the trial.

9.6.2 Randomization

Not applicable. There 1s no control arm in this study; all participants are treated with IMP.
9.7 Blinding

Not applicable. This 1s an open-label study.

9.8 Unblinding by the Investigator

Not applicable.
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9.9 Concomitant and Post-trial Medications/Therapy

2.9.1 Concomitant Medications

Any medication taken for medical reasons (mainly diseases concomitant with studied disease)
before tnal entry. will be continued at the same dose and under the same conditions, at the
discretion of the Investigator. All chronic medications will be recorded.

At the Day 1/Baseline wvisit all participants will be asked to provide mformation about
concomitant medications taken 4 weeks prior to the Day 1/Baseline wisit. as well as any
prohibited medications within the prior 6 months (see Table 3). Participants should be
mstructed to consult with the Investigator prior to imitiating any new medication (either self-
admimstered non-prescnption drugs or prescription therapy prescnbed by another physician)
while participating in the study. For participants previously treated with dupilumab, the reason
for discontinuation will be captured 1n the eCRF.

Additional drugs are to be avoided dunng the study unless required to treat an AE or for the
treatment of an ongoing medical problem. If the need for concomitant medication anses, the
Investigator should base decisions on the participant and clinical factors. Any additional
medication (mncluding the limited use of therapeutic agents which, if used under treatment
regimens other than for treatment an AE or for appropniate medical management, might be
considered therapies), whether prescription or non-prescription, used at baseline and/or during
the course of the study., must be documented, including the dose and regimen. start and stop
dates. and indication.

Permitted concomitant medications duning the study include:

* Non-medicated moisturizers are to be used dunng the study. Participants may continue to
use her/his current over-the-counter moistunizer regimen, if approved by the Investigator.

¢ Lebrikizumab monotherapy 1s recommended. but the concomitant use of low and mmd-
potency TCS 1s pernmtted, per the Investigator's discretion, for participants on a stable
regimen at baseline. The baseline TCS regimen and any changes during the study will be
captured in the eCRF.

o [ntermuttent use of other topical medications (1e, TCIs and PDE4 inhibitors) 1s permitted for
the treatment of worsemng AD symptoms dunng the tnal.

* Acute infections can be treated with systemic antibiotics.

Short-term treatment (<30 days) with high-potency TCS or systemic corticosteroid treatment
for symptoms of AD 1s permmited, but extended use (=30 days) of high-potency TCS or
systemic corticosteroids for the treatment of AD 1s prolabated.

9.0.2 Prohibited Concomitant Medications

Both prior and concomitant use of tralokinumab and oral JAK inhibitors 1s prohibited. Prior
use of dupilumab is allowed. following an 8-week washout prior to Day 1/Baseline, but
concomitant use of dupilumab 1s prohibited. The concomitant use of systemic corticosteroids
for the treatment of AD 1s prohibited, except as specified in Section 9.9 1. Chronic treatment
with systemic antibiotics for infections 1s not permutted.
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Other drugs that are prolibited during the trial are listed 1n Table 3, but prior use 1s permissible
after expiration of the washout period.

Tahle 3 Prohibited Concomitant Medications and Washout Period for Prior
Use
Prohibited Medications Washout Period Prior
to Baseline
High-potency TCS except for short-term use as specified in Section 2 weeks
001

Topical calcineurin inhibitors and phosphodiesterase-4 inhibitors, such
as crisaborole, except for intermittent use as specified in Section 9 9.1;
cannabinoid treatment for AD

* Immunosuppressive/immunomodulating dmgs (eg, systemic 4 weeks
corticosteroids (=30 days), cyclosporine, mycophenolate-mofetil,
interferon-y, azathioprine, methotrexate, etc.)

* Phototherapy and photochemotherapy for AD

* Regular use (more than 2 visits per week) of a tanning booth/parlour

An investigational drug 8 weeks or 5 half-lives
(if kmown), whichever
is longer

Dupilumab 8 weeks

Live (attenuated) vaccine 12 weeks

Other biologics 16 weeks or 5 half-lives
(if kmown), whichever
is longer

B cell-depleting biologics, including but not limited to rifuximab 6 months

Abbreviations: AD=atopic dermatitis; TCS=topical corticosteroid
9.9.3 Post-trial Medications

Once the last IMP dose 1s taken (last visit where the participant takes IMP), and related trnial
measurements are completed, participants should continue to take thewr usunal medications,
those allowed dunng the trial as well as other medications interrupted prior to tnial enrolment,
as deemed appropnate by the Investigator.

It 15 not planned to treat participants with lebnkizumab any further than scheduled in this tnal.
The tnal drug is for experimental use only and there are other therapies available to treat the

disease.
10 Trial Procedures and Assessments
10.1 General Conditions of the Trial

Informed consent must be obtained before performung any procedure related to the tnal. The
ICEF/TAF must be signed after the participant has received sufficient information about the trnial
and after he/she has had the opportunity to ask any questions and consider other treatment
options. Participation in the trial must be documented in the participant’s medical records and
a copy of the ICF/TAF will be given to the participant.
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At the scheduled protocol visits, IMP dosing must occur while being witnessed by the research
personnel at the clinic to ensure the proper IMP application, as well as the comect timing of
actrvities to occur before and after dosing.

Trial visit dates must be scheduled with respect to Day 1/Baseline visit. To adapt appointments
to local holidays, participant’s availability, or site internal organmisation needs, visit time
windows are allowed as specified in Table 1. Patient-reported outcome questionnaires must be
completed prior to other study-related activities. Therefore, the wvisit window for patient-
reported outcomes 15 -3 days for Week 2, then -5 days through Week 16, and -7 days for Week
24 Please contact the CRA or CRO Medical Monitor for advice in case of exceptional
sifuations.

The study drug should be administered afier all other procedures and assessments have been
completed at applicable visits.

PROs will be assessed pmior to or at the start of the wvisit (see Table 1) before any other
assessments or procedures. It 1s recommended that assessments or procedures be performed 1n
the following order: 1) patient-reported outcomes; 2) Investigator assessments and other
effectiveness assessments, 3) safety and laboratory assessments, 4) blood sampling for
gEnomics and- and ) admimstration of study drug.

Laboratory tests will be performed using the equipment provided by the Sponsor for tnal
purposes through a specialised provider, who will perform centralised assessment and
Teporting.

Optimally, the evaluations for each participant (review of treatment compliance, etc.) should
be performed by the same Investigator throughout the trial to avoid inter-assessor bias. In
addition, applicable questionnaires and assessments admimistration will be performed by an
assessor who 1s tramned and certified by the Sponsor or delegate as appropniate.

10.2 Participants General Conditions During the Trial

After the Screening evaluation and while not at the research site, participants will maintain
normal daily activities, following the instructions of the Investigator. Participants will be asked
to adhere as nmch as possible to the following general requirements:

* Do not donate blood from the Screening Visit to 1 month after the last study visit.

* No use of hard drugs or other prohibited substances.

* Contraception. if assigned. 1s used consistently and correctly as outlined 1n Section 8.2.
* Female participants will inform the study staff of any changes in childbeanng potential.

* On the days of study visits, topical therapy should not be applied before the participant has
undergone all study procedures and clinical evaluations including adequate assessment of
skin dryness.

Any event likely to interfere with the objectives of the tnal will be communicated to the
Investigator and reported without delay to the Sponsor.
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10.2.1 Instructions for Male Participants

Male participants are not required to use any contraception except in compliance with specific
local government study requirements.

10.3 Scheduled Activities and Trial Visits

10.3.1 Screening Period

The ICF must be signed before any trnial-related procedures are performed (see Section 14.2).
The Screemng Period will start with the Screeming Visit and continue up to Day 1/Baseline.

Before signature of the ICF/TAF . Investigators will evaluate eligibality of participants for entry
in the trial by comparning past and current medical status, as documented in the participant’s
medical records, to the tnal’s imnclusion/exclusion critena.

Eligible participants will receive a detailed descniption of all activities and requirements before
signing the ICF/TAF to ensure their understanding and compliance with sample collection,
climcal examunation, and eDiary completion requirements.

Participants who require a washout period from prohibited concomitant treatments should be
seen and sign the ICF/TAF before the Screening visit to ensure the necessary washout period 1s
met as required based on the type of background therapy taken (see Section 9.9.2). No trial
assessments will be performed on that date and the Screeming visit will be scheduled according
to the washout length required for the specific medication stopped.

The screening visit and assessments will be performed in accordance with schedule detailed in
Table 1.

Data on demographic and baseline charactenistics will be collected during screeming. Skin type
will be recorded according to the Fitzpatnick scale (Fitzpatrick 1988).

10.3.2 Treatment Period

Enrolment begins at Day 1/Baseline for eligible participants. Treatment period visits and
assessments will be performed in accordance with the schedule detailed in Table 1. See
Sections 10 4 and 10.5 for details on the effectiveness and safety assessments, respectrvely.

The trial visits cannot be repeated or skipped but may be postponed (if not started yet) within
the time windows allowed on this protocol, in case of:

® technical problems with the equipment necessary for the visit,

* any AEs that impede conduct of the visit, or

® the intake of any prohibited medication, to reach the washout length required on the specific
prohibited medication section of the protocol, as long as the delay fits the protocol allowed
time window. If the delay 1s longer than the protocol allowed time window, the visit will
take place but only the safety assessments (assessment of AEs, etc.) will be performed.

After starting any visit procedure but before the IMP adnmnistration, any treatment visit can be
rescheduled to be performed on another day.
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After IMP admimstration, re-scheduling of visits 1s not allowed.

10.3.3 Follow-up Period

Participants will undergo final study assessments at Week 24, 1e, 4 weeks after the last dose of
study medication at Week 20. For participants who withdraw from the study prior to Week 24,
a safety follow-up visit will take place 4 weeks after the last dose of study medication.

10.3.4 Unscheduled and Repeated Tests

Unscheduled Tests

As deemed necessary by the Investigator, additional safety test(s) can be performed at any time
dunng the tnal in order to follow-up the progress of any clinically relevant abnormal finding,
mvestigate any potential new adverse event, etc. These additional tests outside of the mmtial
schedule of the trial will be considered "unscheduled tests” and wall not be associated with any
trial visit.

Repeated Tests

Any safety test may be repeated at the Investigator’s discretion under either of the following

sifuations:

* When there 15 any kind of problem with the first test (ie, blood sample haesmolysed, presence
of artefacts, etc.). The Investigator should repeat the individual test as soon as possible.

o At the Screeming wisit any individual test(s) may be reasonably repeated pnor to
Day 1/Baseline to confirm the eligibility critena (eg, laboratory sample when there 1s any
clinically significant abnommality, etc.).

The new test will be considered a “re-test” and will be identified with the same visit ID as the
first attempt.

10.4 Effectiveness Assessments

Each participant’s AD will be assessed as specified in Table 1. Whenever possible, the same
assessor should perform all assessments on a given participant duning the course of the study.
The Sponsor or delegate will administer traiming on the required effectiveness assessments, and
details on the specific instruments and tramming given will be recorded in the study tramning
matenials. If a parent or caregiver helps an adolescent participant complete an assessment or
questionnaire, they must not influence or question the response given by the adolescent
participant with AD. This requirement should be communicated to the parent or caregiver
dunng tramming on eDhary completion.

10.4.1 Eczema Area and Severity Index Score

The EASI 1s used to assess the seventy and extent of AD; 1t 1s a composite index with scores
ranging from 0 to 72, with higher values indicating more severe and or extensive disease
(Hamifin 2001). The seventy of erythema, induration/papulation, excomation, and
lichenification will be assessed by the Investigator or trained designee on a scale of 0 (absent)
to 3 (severe) for each of the 4 body areas: head/neck, trunk. upper limbs, and lower limbs, with
half points allowed. In addition, the extent of AD mvolvement in each of the 4 body areas will
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be assessed as a percentage by body area of head/neck. trunk, upper limbs, and lower limbs,
and converted to a score of 0 to 6. Assessors must be trained and certified by the Sponsor or
delegate before conducting this assessment.

10.4.2 Investigator Global Assessment

The IGA 1s an mstrument used to globally rate the severity of a patient’s AD. It 1s based on a
S-point scale ranging from 0 (clear) to 4 (severe) (Table 4), and a score 1s selected using
descriptors that best descrnibe the overall appearance of the lesions at a given time point. Assessors
must be trained and certified by the Sponsor or delegate before conducting this assessment.

Tahble 4 Investigator Glohal Assessment
Score Grade Definition
0 al Minor, residual discolouration; no erythema or
ear induration/papulation; no oozing/crusting; no oedema.
Trace, faint-pink erythema with barely perceptible
1 Almost clear induration/papulation and no cozing/crusting; no oedema.
2 Mild Faint-pink erythema with papulation and oedema perceptible
upon palpation and no oozing/crusting; minimal induration.
3 Moderate Pink-red erythema with definite oedema of skin papules and
plaques; there may be some oozing/crusting; palpable induration.
Deep/bright red erythema with significant swelling and obvious
4 Severe raised borders of papules and plaques with cozing/crusting;
significant induration.
10.4.3 Body Surface Area

The BSA assessment estimates the extent of disease or skin mvolvement with respect to AD
and 15 expressed as a percentage of total body surface. Body surface area will be determuned
by the Investigator or designee using the patient palm=1% BSA rule. Assessors must be tramned
and certified by the Sponsor or delegate before conducting this assessment.

10.4.4 Scoring Atopic Dermatitis

The SCORAD 1s a validated clinical tool for assessing the extent and mtensity of AD (ETFAD
1993). There are 3 components to the assessment:

® The AD surface involvement is assessed as the proportion of involved surface area segment
by segment by applying the rule of 95 (eg. 30% of the night leg = 4.5) and reported as the
sum of all areas, with a score ranging from 0 to 100.

® The intensity part of the SCORAD consists of 6 items: erythema, oedema, ocozing/crusting,
exconation, lichemification, and dryness. Each item 1s graded as follows: none (0), mald (1),
moderate (2), or severe (3) (for a maximum of 18 total points).

* Subjective assessment of itch and of sleeplessness 1s recorded for each symptom using a
visual analog scale (VAS), where 0 i1s no itch (or sleeplessness) and 10 is the worst
imaginable itch (or sleeplessness), for a maximum possible score of 20.
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The SCORAD Index formula 1s: A/5 + TB/2 + C. In this formmula “A” is defined as the extent
(0-100), “B™ 1s defined as the intensity (0-18), and “C™ 1s defined as the subjective symptoms
(0-20). The maximum score of the SCORAD Index 1s 103.

Assessments will be reported by the clinician and the participant (visual analogne scale only).
Assessors must be trained and certified by the Sponsor or delegate before conducting this
assessment.

10.4.5 Pruritus Numerical Rating Scale

The Pruritus NES 1s an 11-point scale used by patients to rate their worst itch severity over the
past 24 hours, with () indicating “No 1tch,” and 10 indicating “Worst itch imaginable™ (Phan
2012). Assessments will be recorded by the participant using an eDiary.

The baseline Prunitus NES will be determined based on the average of daily Pruritus NRS
scores dunng the 7 days immediately before the Day 1/Baseline visit. A munimum of 4 daily
scores out of the 7 days immediately before Day 1/Baseline visit 1s required for this calculation

10.4.6 Sleep-Loss Scale

Sleep loss will be assessed by all participants using a PRO instrument. Participants (and if
applicable. with help of parents/caregiver if required) will rate their sleep loss on a 5-point
Likert scale (with scores ranging from 0 [not at all] to 4 [unable to sleep at all]). Assessments
will be recorded by the participant using an eDiary.

The baseline Sleep-Loss Scale score will be determined based on the average of daily Sleep-
Loss Scale scores during the 7 days immediately before the Day 1/Baseline visit. A muinimum
of 4 daily scores out of the 7 days immediately before Day 1/Baseline 1s required for this
calculation.

10.4.7 Patient-Oriented Eczema Measure

The POEM 1s a 7-item, validated questionnaire completed by the participant (and. 1f applicable,
with help of parents/caregiver if required) to assess disease symptoms (Charman 2004).
Patients are asked to respond to questions on skin dryness, ttching, flaking, cracking, sleep loss,
bleeding, and weeping. All answers carry equal weight. with a total possible score ranging from
0 to 28 (answers scored as: No days=0; 1 to 2 days=1; 3 to 4 days=2; 5 to 6 days=3; every
day=4). A high score 15 indicative of a poor QoL. POEM responses will be captured using an
eDhary.

10.4.8 Dermatology Life Quality Index

The DLQI 15 a 10-item validated questionnaire completed by the participant or caregiver used
to assess the impact of skin disease on the participant’s QoL dunng the previous week (Finlay
1994). The 10 questions cover the following topics: symptoms, embamrassment, shopping and
home care, clothes, social and leisure, sport, work or study, close relationships, sex, and
treatment. Each question 1s scored from 0 to 3 (“not at all.” “a little.” “a lot.” and “very much™),
giving a total score ranging from 0 to 30. A high score 1s indicative of a poor QoL.

Adolescents younger than age of 16 years will use the CDLQIL which 1s based on a set of
10 questions different from those of the DLQI (Finlay 1994).
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10.4.9 Modified Total Lesion Symptom Score

The mTLS5S 1s a validated tool to quantify ((=none, 1=mld. 2=moderate, and 3=severe) the
seven features of AD of the hand (erythema scaling, hchemfication/hyperkeratosis,
vesiculation, oedema, fissures, pruritus/pain) for a maximuom score of 21 (Ruzicka 2008). The
most affected side (palmar or dorsal) of the hand most severely affected will be assessed and
scored.

10.5 Safety and Tolerability Assessments
10.5.1 Adverse Events

See Section 10.6 for adverse event defimtions and reporting requirements.
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10.5.2 Medical History

A detailed medical history of current medical conditions, including other atopic disorders, wall
be obtained by the Investigator or qualified designee at the Screeming visit and recorded 1n the
eCRF.

Participant history should include information on climcally sigmificant personal history
mcluding 1dentification of major cardiovascular risk factors, current and past smolking hastory,
current alcohol use, past history of infections, malignancies. and major cardiovascular
conditions.

Information on the participant’s AD and comorbidities (past history of asthma, allergic rhinitis,

food allergies, alopecia, eve disorders) will be collected and include the date of onset, extent
of involvement and past treatments for AD and comorbidities, and any family history.

For participants previously treated with dupilumab, the reason for having discontinued
dupilumab will be captured in the eCEF.

10.5.3 Physical Examinations

A complete physical exammnation will include, at a minimum  assessments of the
cardiovascular, respiratory, gastrointestinal, and neurological systems. Height and weight wall
also be measured and recorded to allow calculation of body mass mndex (BMI). For thas,
participants should be in light indoor clothes without shoes.

The presence of AD specifically on the [jilfand hands will be documented in the eCRF.
10.5.4 Laboratory Testing

Routine laboratory assessments will be performed at a designated central laboratory. Tests to
be performed are detailed i Table 5.

Table 5 Laboratory Testing Parameters
Assessment Specific Tests
Haematology Haematocrit, haemoglobin, erythrocytes (red blood cells count), mean

corpuscular volume, mean corpuscular haemoglobin, mean corpuscular
haemoglobin concentration, lencocytes (white blood cells count),
differential blood count (absolute and % of neutrophils, lymphocytes,
monocytes, eosinophils and basophils), thrombocytes (platelet count)
Blood chemistry Elecirolytes: Sodium, potassium, chloride, calcium, inorganic phosphate
Enrymes: alanine aminotransferase, aspartate aminotransferase, alkaline
phosphatase, gamma-glutamyl transferase, lactate dehydrogenase, and
creatine-kinase

Substrates: Glucose, total cholesterol, triglycerides, urea, creatinine, total
bilimibin, total protein, albumin, uric acid, and blood urea nitrogen

Pregnancy Testing A serum B-hCG test will be performed in all pre-menopausal women. All
pre-menopausal women who are not sterile at screening will also have a
urine pregnancy test performed locally according to the schedule in Table
1. Any woman with a confirmed positive pregnancy test during screening
is not eligible for study participation.
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Assessment Specific Tests

A positive urine pregnancy test during the treatment period of the trial
requires a serum B-hCG test in order to confirm the result.

Abbreviations: f-hCG=beta-luman chonionic gonadotropm

Blood samples for laboratory testing will be collected in appropriate sampling tubes according
to the Schedule of Assessments (Table 1).

All abnormal laboratory test results will be evaluated by the Investigator, and the evaluation of
climcally significant abnormalities will be specifically documented.

10.6 Adverse Events

The Investigator will closely momitor any AE and will adopt the necessary clinical measures to
ensure the safety of the participant.

10.6.1 Definitions
Adverse Event

An AFE 1s defined as any untoward medical occurrence 1n a climical tnial participant, regardless
of the admimstration of the IMP and its causal relationship to 1t.

An AE can therefore be any unfavourable and unintended medical occurrence during the
patient”s participation in the tnal, mcluding detenioration of a pre-existing medical condition,
an abnormal value in a laboratory assessment. ECG abnormality, or an abnormal finding in the
physical examination.

AEs must be temporally associated with the patient’s participation in the tnal. 12, occur after
signing the ICF. At the time of the occurrence of an AE. the administration of the IMP does
not need to have been imtiated yet. If initiated, 1t does not necessanly need to have a posttive
causal relationship to the event.

Adverse Event of Special Interest

The following treatment-emergent AEs are being designated as AESIs:

* conjunctivitis

* herpes simplex or zoster infection

® parasitic (helminthic) infections

Additional data will be collected for AESIs and a specific follow-up form for conjunctivitis

will be provided to the site. Participant records will mnclude any follow-up information
regarding these AESIs.

Serious Adverse Event

An SAE 1s an adverse event, which falls into one or more of the following categories:
® results in death,
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® 15 life-threatening (12, an event which, in the view of the Investigator, places the participant
at immediate risk of death from the event as it occurred.) It does not mean that the event
might hypothetically have caused death 1f 1t was more severe or lasted longer,

* requires inpatient hospitalisation or prolongs existing hospitalisation,
* results in persistent or significant disability or incapacity,
* 15 a congemtal anomaly or birth defect, or

® 15 any other medically important event that may jeopardise the participant or may require
mtervention to prevent one of the other above outcomes.

Medical and scientific judgement should be exercised 1 deciding whether other situations
should be considered serious reactions, such as important medical events that mmght not be
immediately life-threatening or do not result in death or hospitalisation but may jeopardize the
participant or may require intervention to prevent one of the other outcomes listed in the
defimtion above, should also be considered serious. These are considered “other important
medical events.”

Inpatient hospitalisation means that the participant has been admatted to the hospatal for
mnpatient care, either to the inpatient ward or to the emergency room for observation and/or
treatment that could not have been approprniate 1n the physician’s office or outpatient setting.

Prolongation of hospitalisation 15 defined as any extension of an inpatient hospitalisation
beyond the stay anticipated/required in relation to the onginal reason for the imitial admission,
as determined by the Investigator or treating physician.

The following events do not meet the critenia for seriousness:

* Hospitalisation for a treatment/surgical procedure which was elective or pre-planned for a
pre-existing condition that did not worsen during the participation in the trial does not meet
the criteria for seriousness.

10.6.2 Reporting of Adverse Events

Adverse events either reported by the participant or observed by the Investigator must be
recorded on the AE page of the eCERF and should be described in the following manner:

® The nature of the AE will be described in precise. standard medical termunology (ie, not
necessarily the exact words used by the participant). If known, a specific diagnosis should
be recorded instead of listing signs and symptoms (eg, allergic contact dermatitis).

® The duration of the AE will be described by the start date and end date.

® The location for cutaneous adverse events will be described as at or just around the
application area (<2 cm from the application area) or distant (=2 cm from the application
area).

® The mntensity of the AE will be described according to the Investigator's climcal judgement,
and assigned to one of the following categornes:
o Mild: Awareness of event, symptoms or signs, but easily tolerated (acceptable).

o Moderate: Sufficient discomfort and interferes with usual activity (disturbing).
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o Severe: Incapacitating with inability to do nommal daily living activities or significantly

affects clinical status and warrants intervention (unacceptable).

® The causal relationship of the event to use of the IMP will be described 1n terms of:

o

Not related: Event or laboratory test abnormality, defimitely not related to tnial drug, as
related to other drug, chemicals or underlying disease.

Unlikely related: Event or laboratory test abnormality, with a time to drug intake that
makes a relationship improbable; disease or other drugs. chemicals or underlying disease
provide plausible explanations.

Possibly related: Event or laboratory test abmormality, with a reasonable time
relationship to drug intake; could also be explained by underlying disease or other drugs
or chemicals; information on drug withdrawal may be lacking or unclear.

Related: Event or laboratory test abnormality, with a reasonable time relationship to drug
intake, unlikely to be attmbuted to underlying disease or other drugs or chemmcals;
response to withdrawal climcally reasonable (positive dechallenge).

Possibly related and related terms will be considered “related”™ terms for reporting purposes.
If the events are assessed as unlikely related or not related to the suspect IMP, the event
does not qualify for reporting purposes. In the absence of information on causality from the
reporting Investigator, the CRO will immediately contact the reporting Investigator to
request a cansality assessment. The case will be updated with the follow-up information and
reported accordingly. If no causality 1s provided by the Investigator, the Sponsor assessment
will be considered for submission purposes.

® The outcome of the event will be described in terms of:

o

o

o

o

o

o

Recovered/resolved
Recovenng/resolving
Recovered/resolved with sequelae
Not recovered/not resolved

Fatal

Unknown

® The action taken on the IMP will be captured as:

o

o

o

o

Drug withdrawn
Dose interrupted
Dose not changed
Mot applicable

AEs will be collected only once with 1ts maximum severity, except when the AE started before
first IMP administration. persisted after 1t and worsened 1n severity any time after first IMP. In
this latter case, the AE will be collected with each respective severity. AE term recorded must
be exactly the same in the different timepoints where AE 1s reported in the eCRF.
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10.6.3 Recording of Adverse Events

Adverse events will be recorded in the eCRF from signature of the ICF up to the Week 24 visit,
or the safety follow-up visit 4 weeks after last tnial drug admimstration for participants who
withdraw from the study.

Medical disorders present at the time of signing the informed consent that are part of the
participant’s medical history will only be considered AEs if they worsen after this time.

Abnormalities detected before IMP admimistration in physical exam_ laboratory tests, ECGs,
or other safety assessments will not be considered AEs if already known as part of the medical
history or in relation to prior medical conditions and will be recorded on the eCEF/CRF
Medical History/physical examunation form/page. However, abnommalities detected in
screeming/baseline tests, thought to be due to a trial procedure, will be considered AEs.

Medication errors and uses outside what 1s foreseen in the protocol, mcluding misuse and abuse
of the product, shall be subject to the same obligations to report as AEs.

Abnormalities (newly occurning or worsening of previously known abnormalities) detected
after IMP admimstration in physical exam, laboratory tests, or other safety assessments, which
are considered clinically significant by the Investigator or wiich require an intervention or a
diagnosis test, or may result in the IMP discontinuation, should be reported as AEs.

Reported terms should accurately characterise the adverse event. When a participant
expeniences unspecified imjury, signs and symptoms, active investigation should be conducted
to reach final diagnosis. Disease diagnosis would be the preferred reported term.

AEs will be elicited by asking the participants non-leading questions (eg, "How do/did you
feel?™) and by collecting AEs spontaneously reported by the participant to the Investigator or
a designee.

All AEs elicited by the Investigator during the defined AE collection period must be recorded
on the eCRF. In addition. when an AE meets the criteria of seniousness (1e, an SAE), 1t must
also be recorded on the SAE form and reported following the defined timelines in
Section 10.6 4.

10.6.4 Reporting of Serious Adverse Events

Senous adverse events will be recorded in the eCRF from signature of the ICF up to the Week
24 w1sit, or the safety follow-up visit 4 weeks after last tnal drug admimistration for participants
who withdraw from the study.

The Investigator must report any SAE within 24 hours from the moment she'he first leamns of
it to the Sponsor/CR.O pharmacowvigilance umit on a SAE report form. This reporting wall take
place regardless of whether the Investigator considers the event to be causally related to the
IMP(s). to any other medicinal product(s). to the clinical trial procedure or to any intervention
undergone by the participant.

Onginal reports are to be kept by the Investigator in the Investigator's File.
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The trial centre mmst transmmt the SAE report form and/or pregnancy form to the CRO
pharmacowvigilance umit. Contact details and specific mstructions on the flow of the SAE wall
be provided to all sites by the CRO.

The mimmum mnformation that must be included mn the mitial report 1s:

* An event meeting the criteria of SAE,

* A qualifiable reporter, defined as an Investigator of this trial or lus/her delegate,
* A qualified participant, defined as a patient who has consented to this trial,

* A suspect medicinal product, and

® The Investigator's causality assessment.

Unless the SAE has been sufficiently documented in the imitial report, the Investigator wall
provide all available additional information i follow-up reports by using a new form and
adhenng to the same routing and time frames as defined for the imitial report. This will be
contimied until the event has been fully documented and reported.

An event reported to the Sponsor/CRO pharmacowvigilance umit which does not meet the SAE
criteria shall be nullified by the Investigator by forwarding a follow-up report.

A regulatory report of the SAE (depending on the local requirements) will be produced by the
Sponsor/CRO pharmacovigilance unit and submatted to the Competent Authorities, IEC and/or
Investigators, when applicable according to local regulations.

10.6.5 Suspected Unexpected Serious Adverse Reactions

Adverse events that meet all of the following criteria will be classified as suspected unexpected
senious adverse reactions (SUSARs) and reported to the appropniate regulatory authorities in
accordance with applicable regulatory requirements for expedited reporting:

®  Serious

* unexpected (1e, the event 15 not consistent with the reference safety information, as reflected
in Section 4.8 of the SmPC)

® there is at least a reasonable possibility that there 1s a causal relationship between the event
and the study treatment

The Investigator will assess whether an event 1s causally related to study treatment. The
Sponsor (or designee) will consider the Investigator’'s assessment and determine whether the
event meets the criteria for being reportable as a 7-day or 15-day safety report. SUSARSs that
are fatal or life-threateming must be reported to the regulatory authonties and the IEC (where
required) within 7 days after the Sponsor (or designee) has first knowledge of them. with a
follow-up report submutted within a further 8 calendar days. Other SUSARs must be reported
to the relevant regulatory authorities and the IECs within 15 calendar days after the Sponsor
(or designee) first has knowledge of them.

The Sponsor (or designee) 1s responsible for reporting SUSARSs and any other events required
to be reported in an expedited manner to the regulatory authonities (including reporting to the
Eundravigilance database) and for informung Investigators of reportable events, in compliance
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with applicable regulatory requirements within specific timeframes. Investigators will notify
the relevant IECs of reportable events within the applicable timeframes.

10.6.6 Follow-up of Adverse events / Serious Adverse Events

Those AEs/SAEs recorded for the Screeming Failure patients will be followed-up until
resolution or until otherwise agreed between the Sponsor and the Investigator.

All AEs/SAEs that are still present after the last tnial drug admmmistration (including AEs that
have led to premature discontinuation), will be followed-up at least 4 weeks. unless otherwise
specified i the protocol after the last tnial drug admimstration, by means of a follow-up contact
or visit (whichever i1s considered more appropniate by the Investigator). In case the AE/SAE 1s
still ongoing after that timepoint, this will be followed-up until 1ts resolution or until otherwise
agreed between the Sponsor and the Investigator. The same timeframes will apply for AEs
from screeming failures which are ongoing at the time the participant 1s withdravwn from the
trnial.

Additional safety data collected after the follow-up contact/visit to follow-up the ongoing AE
will not be included into the climcal database, 1f this was already locked; therefore, the clinical
database lock will not be delayed due to this situation. Any SAE will be followed up if needed
after clinical database lock and the information will be only stored in the safety database.

10.6.7 Overdose

An overdose 1s defined as any dose higher than the maximum dose described in the study
protocol.

If an overdose leads to an AE. the AE will be recorded in the eCRF. In addition, 1f the overdose
leads to an AE meeting the criteria of sennousness (ie, an SAE). the SAE form will be completed
with all the available information and reported within the same timeframe and following the
same routing as for a SAE (see Section 10.6.4). The participant must be followed-up and the
Investigator will make every effort to obtain information on how the overdose was managed,
any treatment admnistered and the final outcome. This follow-up information will be reported,
following the same procedure and timeframes as for the imitial report.

10.6.8 Pregnancies

Investigators must instruct female participants to inform them immediately if they become
pregnant duning the tnal and up to 30 days or 1 menstrual peniod after last IMP dose, whichever
1s longer.

In case of pregnancy dunng the participation in the trial, the participant will be immediately
considered for discontinuation from the study.

All pregnancies beginning during the participant’s participation in the trial or up to 30 days or
1 menstrual period after last IMP admimstration, whichever 1s longer, which come to the
knowledge of the Investigator, after the climical tnal termnation will be reported to the
Sponsor/CRO pharmacovigilance unit as throughout the trial.

The Sponsor will be mmformed according to the safety reporting procedure: the Investigator
must complete a study-specific pregnancy form upon confirmation of a pregnancy and send 1t
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to the CRO pharmacowvigilance umit within 24 hours of confirmation of the pregnancy.
Pregnancy 1s not itself an AE or SAE; however, maternal/foetal complications or abnormalities
will be recorded as AEs or SAEs. as approprate.

The Investigator will follow the pregnancy until completion or until pregnancy termmnation
and, in the case of a live-bomn offspring, the follow-up period will be deemed to have ended
when the health status of the child has been determmined on its birth or after an appropniate
period post-delivery considered necessary to momitor the development of the newbomn is
completed.

The subject will be asked to provide information on the outcome of the pregnancy. including
premature termination should the case anse. Spontaneous miscamage, developmental delay,
foetal death, SAE in a neonate and congenital abnormalities will be reported as SAEs. The
Investigator will inform the CRO pharmacovigilance unit of the outcome as a follow-up to the
mitial pregnancy form. All pregnancies should be reported to the Sponsor and, when
applicable. to the ethics committee.

All pregnancies in the female partners of male subjects receiving at least one admimistration of
the study drug will be recorded from first dose to 12 weeks after last IMP dose. Investigators
must mstruct male subjects to mform them immediately if their female partner becomes
pregnant dunng the trial and up to 12 weeks after last IMP dose.

10.6.9 Unblinding for Safety Reasons
Not applicable.
10.6.10 Product Complaints

A product complaint 1s any written, electronic, or oral communication that alleges deficiencies
related to the identity, quality, durability, reliability, safety, effectiveness, or performance of a
trial mtervention. The Sponsor collects product complaints on mmvestigational products and
drug delivery systems used in clinical studies in order to ensure the safety of study participants,
momitor quality, and to facilitate process and product improvements. Participants will be
mstructed to contact the Investigator as soon as possible if he or she has a complaint or problem
with the mvestigational product or drug delivery system so that the situation can be assessed.

Time Period for Detecting Product Complaints:

* Product complaints that result in an AE will be detected. documented, and reported to the
Sponsor duning all periods of the study 1n which the drug 1s used.

o [f the Investigator leams of any product complaint at any time after a participant has been
discharged from the study. and such incident 1s considered reasonably related to a drug
provided for the study, the Investigator will promptly notify the Sponsor.

Prompt Reporting of Product Complaints to Sponsor:

* Product complaints will be reported to the Sponsor within 24 hours after the Investigator
becomes aware of the complaint.

® The Product Complaint Form will be sent to the Sponsor.

Follow-up of Product Complaints:
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* Follow-up applies to all participants, including those who discontinue study intervention.

® The Investigator 1s responsible for ensunng that follow-up includes any supplemental
mvestigations as indicated to elucidate the nature and/or causality of the product complant.

* New or updated information will be recorded on the onginally completed form with all
changes signed and dated by the Investigator and submuatted to the Sponsor.

10.7 Other Assessments

10.7.1 Genomics

A blood sample for DNA isolation (genomics) will be collected at baseline from all consenting
participants. Collection of blood samples for genomucs testing is voluntary. Should a
participant not wish to provide a sample for this research, he/she will still be allowed to
participate in the main study.

The Sponsor may only analyse samples from a subset of participants. Samples will be retaimned
for as long as the quality of the matenial permats evaluation but not longer than 15 years or as
per local regulations from the date of the last participant’s last visit, after which they will be
destroyed.
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11 Statistics

11.1 Sample Size Calculation

A total of approximately 240 participants 15 considered sufficient to achieve the objectives of
the trial. This number of participants will provide a precision of £6.2% in the estimate of the
proportion of participants achieving an EASI <7 at Week 24, which 1s expected to be
approximately 60% (1e, 95% confidence interval [CI]=53.8%, 66.2%).

In a retrospective analysis of data from the pivotal trials, ADwocate 1 and ADwvocate 2,
approximately 60% of participants treated with lebrikizumab 230 mg Q2W achieved EASI <7
at 24 weeks.

11.2 Structure and Methodology of the Statistical Analysis

Statistical analyses of demographic, baseline charactenstics. effectiveness, safety and
tolerability data will be performed by the CRO Biostatistics department. A fully specified
Statistical Analysis Plan (SAP) will be prepared by the CRO statistician under the CRO’s SOPs
prior to first participant enrolment. The Statistical Analysis System (version to be specified in
the SAP) will be the statistical software used to analyse the data sets. A complete set of raw
data listings will be appended to the Statistical Report. All tables, figures, and listings will be
presented in portable document format (PDF) without any manual editing, 12, they will appear
unmodified as programmed by means of the statistical package.

Full study results will be delivered once all participants have completed the study (Week 24)
or discontinned from the study prior to this point.

Tables, figures, and listings will be compiled 1n the statistical report and appended to the CSE.
11.3 Analysis Populations
The following analysis sets are defined:

® The Full Analysis Set (FAS) includes all enrolled participants

® The Safety Analysis Set (SAF) includes all enrolled participants who recerved at least 1 dose
of the trial drug

The analysis of all the effectiveness variable and patient- and Investigator-reported outcomes
will be performed on the FAS population; all safety aﬂdﬁ analyses
will be conducted using the SAF population.

11.4 Descriptive Statistics

Categornical variables will be summansed with counts (n) and percentages (%) and will be
tabulated. For contimious vanables, the number of non-mussing observations (n). mean,
standard dewviation (SD). standard error (SE) of the mean, 95% CI of the mean. median, first
(Q1) and third (Q3) quartiles, mmimum (min) and maximum (max) will be tabulated. When
applicable. these summaries will be provided by visit and time-point of assessment.
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11.5 Participant Disposition

The number of participants included i each analysis set, the nmumber of participants who
complete the tnal, the oumber of participants who discontinued., and the reasons for
discontinuation will be summarised using descriptive statistics. Summaries of disposition wall
be based on the FAS.

11.6 Demographic and Baseline Characteristics

The tnal population will be described using demographic and baseline charactenstics recorded
dunng the screening period. Analyses of demographic and baseline characteristics will be
based on the FAS; additional populations may be analysed as appropnate.

Appropriate descriptive statistics according to Section 114 will be provided for the
demographic and baseline charactenistics. No statistical tests will be performed. Full details of
the summanes to be produced will be provided mn the SAP.

11.7 Endpoints
See Section 6.1 for a full listing of the study objectives and their associated endpoints. The

estimands are detailed in Section 6.2 and summansed in Table 6 below. Any additional
estimands will be described 1n the SAP.

Tahle 6: Summary on Study Estimands
Estimand Intercurrent Event Missing Data
. ] } ] N . Imputation
Treatment Discontinnation Use of Prohibited Method
Medication for AD
Due to Lack of | For Any Other
Effectiveness Reason

Estimand of Composite: Set | Hypothetical: Set | Treatment policy: MCMC-MI
the primary to baseline to missing Observed
and secondary
objectives
(hybrid)
Supportive Composite: Set | Hypothetical: Set | Composite: Set to MCMC-MI
estimand to baseline to missing baseline
(hybrid)

Abbreviations: AD=atopic dermatitis; MCMC-MI=Markov Chain Monte Carlo-mmltiple imputation
11.8 Statistical Methods

No inferential statistical analysis will be ormed. Effectiveness, patient- and Investigator-
reported outcome, safety, and will be summarised by means of descriptive
statistics (see Section 11.4).

Subgroup analyses include but are not limited to prior exposure to dupilumab (yes/no), baseline
disease seventy (EASI score), and country.

SED-0002178 v6.0 CONFIDENTIAL 5874



Copy produced by PhlexTMF

-A33T-TA4ASTTOFF4A

Clinical Trial M-17923-33 Z Imirall
Clinical Trial Protocol Version No. 3.0, 29 July 2024 (& almira

11.9 Handling of Missing Data

Every effort will be made to prevent participants withdrawing from the study, and for

participants who permanently discontinue study drug (and are not lost to follow-up) every
effort will be made to continue to collect data after treatment discontinuation as outlined in

Section 8.4.2.

For the estimand of the pnmary and secondary objectives, mussing data including those as a
result of ICE (see Section 6.2) will be imputed based on MCMC-MI as descnbed in Table 6.

Further details on the handling of missing data and any sensitivity analyses will be provided 1n

the SAP.

11.10 Multiplicity Strategy
Not applicable.

11.11 Interim Analysis

An mtenim analysis would allow a preliminary evaluation of assessments not
performed 1in study participants treated with lebnikizumab, including

cipant and Investigator satisfaction questionnaires, and
% and . Additionally, it would inform on chinical outcomes in patients

previously treated wi pilumab.

An mterim analysis (ie, based on a data cut-off) may be performed when approximately 100
participants have completed the study (Week 24), if relevant clinical mmformation may be
gained in a timely manner prior to the completion of the full study. depending upon the study
recruitment rate. For example, in the event of rapid study recruitment (eg, full enrolment within
6 months or so), the conduct of an interim analysis may not be beneficial. as the interim results
may not be received much in advance of study completion. The decision on the need for an
mterim analysis will be made once approximately 100 participants have completed Week 24,
based on considerations of the anticipated time remamning before all participants have
completed the study, and the decision will be documented in the Tnal Master File.

12 Data Handling, Processing, and Record Keeping

The Investigator will conduct the trial in accordance with the protocol and Intemational
Council for Harmonisation (ICH) E6 GCP guidelines. In addition to the routine momitoring
procedures, tramning records should be 1n place to ensure Investigators and CROs understand
the data processing in any of the computerized systems to be used to ensure the confidence in
the reliabality, quality, and integnity of the participant data.

Sponsors. CROs, data safety momtorning boards. and other authonized personnel can view the
trial data elements in the eCRF before and after the clinical Investigator(s) has electromically
signed the completed eCRF. Reviewing tnial data dynamically will allow early detection of
trial-related problems (eg, safety concems, protocol deviations) and problems with conducting
the trial (eg. missing data, data discrepancies).

According to the eCRF entry guidelines, eCRFs must be completed for each participant by
qualified and authorized personnel. Any data entry and corrections made on the eCRF mmust
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have a respective audit trail where the comrection 1s dated, the individual making the cormrection
15 identified, the reason for the change 1s stated. and the original data are not obscured. Only
data required by the protocol for the purposes of the trial should be collected.

A list of all authorized data onginators (12, persons, systems, devices, and instruments) should
be developed and maintained by the CRO and made available at each clinical site.

The eCRF is an auditable electronic record of information reported to the Sponsor on each tnal
participant, according to this clinical mmvestigation protocol. The eCRF enables climical
mvestigation data to be systematically captured, reviewed. managed, stored, analysed., and

reported.
12.1 Data Collection
12.1.1 Identification of the Trial Data Sources

Source data includes all information in original records and certified copies of onginal records
of climcal findings. observations, or other activities m a climical investigation used for
reconstructing and evaluating the investigation.

When a device or instrument 1s the data onginator (eg, blood pressure momitoring device or
glucometer) and data are automatically transmmtted directly to the eCRF, the eCRF 1s the
source.

Access to source data 1s critical to the review and inspections of clinical investigations. Source
data should be attributable, legible, contemporaneous, ongmal, accurate, complete, consistent,
enduring, and available (ALCOA+) and must meet the regulatory requirements for record

keeping.
The trial data sources are outlined below:
e Signed ICFs

® Participant medical records will include: AD diagnosis and inclusion/exclusion critena, age,
gender, physical examination. previous medication, original or certified copy of a laboratory
reports, mstrument printouts, trial progress notes of the physician, reason for withdrawal,
dose, contraception methods, and change 1n child beanng potential

o Effectiveness assessments:

o Clinical signs: EASL IGA |35 A. mTLss. scoraD

o ADiatient—rﬁrtad toms: Pruritus NRS, Sleep-Loss Scale. POEM. [ RNNNEGIN

o L. and impact of disease: DLOQLCDLQI:
and

e Safety assessments — AEs. physical exanmunations, climical laboratory assessments
(haematology, chemistry, and serum/urine pregnancy test for WOCBP).

* Blood sampling for genomics

+ Blood ssmpling or S

® Participant eDiaries
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* «CRF
12.1.2 Electronic Case Report Forms

To comply with the requirement to maintain accurate case histories Investigators should review
and electromically sign the completed eCRF for each participant before the data are archived or
submitted. Use of electronic signatures must comply with United States Title 21 CFR part 11.

For trial data elements transcribed from paper or electronic to the eCRF, the electronic or paper
documents from which the data elements are transcribed are the source.

These data must be maintained by the Investigators and available to the momnitor or inspector if
requested (eg, an onginal or certified copy of a laboratory report, instrument printout, progress
notes of the physician, the trial participant’s hospital chart(s), nurses™ notes.

Direct Entry of Data Into the eCRF

Direct entry of electronic data coming from other electromic systems (ie, eDiary, electromic
patient reported outcomes [ePRO)]. etc.) used for the tnal will eliminate error transcription from
manual data entry eCRF. For the following data elements, the eCRF 1s the source:

® [Inclusion and exclusion critena confirmation
s EASI IGA, BSA, SCORAD for Investigator, SCORAD, Investigator-Reported

Satisfaction tionnaire
Note: Central laboratory portal 1s the source for laboratory results.
* Unne pregnancy test results

For the above trial data elements, the eCEF 1s the source. If a paper transcription step 1s used,
then the paper documentation should be retained and made available for monitoring or

mspection.

Direct data entry should be in compliance with ALCOA+. In case trial data cannot be entered
at the time of the participant visit, eg. laboratory tests results, then Investigators are requested
to make their entries at the time when the report with the results 1s recerved.

All non-CRF entered external data (eg. images. [[RI- ctc) will not be loaded into the
eCREF, but 1t will be mntegrated i SAS datasets and reconciled frequently with the eCRF data
by the CRO Data Management (DM) group.

The source data venification will be performed by the CRO CRA/momitor according to the
requirements specified in the Monitoring Plan.

At the trial end. the CRO will generate one certified “true copy™ of the completed case report
forms at site and will send to the Investigator(s) that copy certification together with the
completed eCEFs (in PDF) from all participants enrolled at his or her location.

12.1.3 Participant Diary

A mobile application named the Study App will be used during the study. Research personnel
will be mnstructed on the use of the Study App in order that they further instruct the participants
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at the Baseline Visit and as many times as deemed necessary. Participants wall also receive
written instructions on the Study App use and remunders, mncluding but not limited to, to
complete the questionnaires and diary during the study, and treatment dosing.

The Study App data will be available for the site 1 real time through the Study App admin
portal. The site will be able to follow the progress and compliance of the participant.

When an instrument 1s used by a participant or Investigator to transmut participant data
elements directly to the eCRF, the participant or Investigator 1s the data ongimator and the
eCRF is the source of data. If a process 15 used by which the participant or Investigator uses
the instrument to transmit data to a technology service provider database, the service provider
database 1s the source.

The Study App will allow participants to complete PRO questionnaires and a diary. The
participants will be asked to have the Study App on their own mobile phone There will also
be the possibility to provide participants with a mobile phone, if necessary.

For this study, each participant will complete the following PROs through the ePRO module:

¢ Pruntus NRS

« POEM

DLQI/CDLQI

Sleep-Loss Scale

B -

o SCOFRAD (only those questions addressed to participants)

The Study App recording will be transferred to the database. The Study App will work across
all smartphones and tablet operation systems.

At the study end the Investigator will recerve a CD/DVD/USB with the mobile application data
(in PDF) from the participants enrolled at his'her location. The Investigator will keep this
CD/DVD/USB with the rest of the onginal data for as long as required by local regulations.
The mobile application files are relevant documentation for registration.

The mobile app data is the sole property of the Sponsor and should not be available in any form
to thard parties without the wrtten pemnmssion of the Spomsor, except to authonze
representatives of appropniate Competent Authorities.

12.2 Data Management and Quality Control

Data Management of the trial will be performed by the CRO DM department and supervised
by the Sponsor’s DM department. according to the Sponsor templates and CRO SOPs.

To facilitate the collection of accurate and complete data, the CRO will target the risks
associated to cnfical tnal data and will be documented into the Data Management Plan (DMP)
and the Momnitoring Plan.
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Investigators will respond within 48 hours or less as per the DM documents to any critical
query generated by the DM group or any data nsk indicator reported.

Main DM activities and procedures will be accurately described in the DMP, created by the
CRO and sent to the Sponsor for review.

Database checks and listings will be programmed by the CRO, according to the Data Validation
Plan document provided in the DMP. Database checks and listings programming will be
appropnately validated by the CRO.

Reconciliation of trial data and SAEs between Clinical and Drug Safety databases will be
performed by the CRO in ongoing basis and before database soft lock at the CRO. Procedures
to be followed will be detailed in the DMP.

Encoding of specific data will be carnied out by the CRO. For this trial, medical listory, AEs,
and concomitant medications will be coded; the Medical Dictionary for Regulatory Activities
and WHODmg Global dictionanes will be used, version number of each dictionary will be
documented in the DMP.

A Quality Control check to ensure the accuracy of the data will be done by the CRO, when
data 15 cleaned on an ongoing basis and just before the database lock Specifications of the
Quality Control check will be found i the DMP.

An audit trail will be mamntained to protect the authenticity and integrity of the clinical data.
12.3 Investigator’s and Trial Master Files

The Investigator's file and Sponsor Tnal Master File will contain all tnal documents mndicated
in the ICH GCP guidelines and local regulations.

At the trial end the Investigator will recerve one CD/DVD/USB drive with the EDC data, as
well as one CD/DVDYUSB drive with the electromic Particapant Dhary data from the participants
enrolled at his’/her location. The Investigator will keep these in the Investigator’s file.

The Sponsor’s Trial Master File will contain at a mnimum all documents mdicated m the ICH
GCP gmdelines. The documents needed in the Sponsor’s file (onginals and copies) generated
or obtained by the CRO will be sent to the Sponsor following adequate time points and in the
format defined by the Sponsor.

All records must be stored 1 a secure facility protected from fire, flood. and unauthorised
access where they may be readily accessed in the event of an audit or inspection.

12.4 Documents and Record Keeping

The Investigator should retain control of the records (ie, completed and signed eCRF or
certified copy of the eCRF). The Investigator maybe requested by mspectors with access to the
records that serve as the electronic source data.

When data elements are transcribed from paper sources into an eCRF, the Investigator must
also retain the paper sources, or certified copies, for later review. Other records (electronic and
paper) required to corroborate data in the eCRF may also be requested dunng an mspection
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All tnial data (including electromic data). all hard copies mncluding protocol, consent forms,
CRFs, quenies and printouts, and all essential documents relating to the conduct of the climical
trial will be stored at the research site for a period of 25 years after completion of the tnal,
unless otherwise communicated in writing by the Sponsor.

CROs/vendors will store the databases, including audit trails and related documentation. for a
period of 25 years after completion of the trial, unless local regulations or mstitutional policies
require a longer retention period. No records may be destroyed during the retention period
without the wnitten approval of the Sponsor. No records may be transferred to another location
or party without wrnitten notification to the Sponsor.

13 Quality Control and Quality Assurance

13.1 Training of Staff

During the set-up phase of the tnal. appropniate kick-off meetings will be performed between
the Sponsor and the CRO and/or vendors (eg, eCRF, laboratories), to train CRO staff on tnal

procedures.

An Investigators’ meeting will be held. including traimng on GCP procedures, tnial protocol,
effectiveness and safety assessments, laboratory procedures, eCRF completion, usage of any
specific device and any other applicable process/procedure/method as applicable.

An mitiation visit will be performed at each site by the tnial CRA designated by the CRO to
assess if all the matenial and supplies (eg. case report form, IMP) ammived 1n good conditions
and to train the site staff for protocol compliance.

Appropriate Trial Manuals will be provided to the research sites as written help to support all
trainings on all tnal procedures (eg, laboratory samples, eCEF).

13.2 Monitoring

The tnal will be monttored by the designated CRO according to the details specified i the
Monitoring Plan.

The trial CRA/Momtor will conduct momitoning visits according to a pre-agreed schedule and
with enough frequency to perform source data venification, check the accuracy of entries on
the CRFs. the adherence to the protocol and to Good Climcal Practice. the progress of
enrolment and to ensure that trial medication 15 being stored, dispensed, and accounted for,
according to specifications and report any dewviation as soon as possible to the Clinical Tnial
Manager. The schedule can adapt to monitoring workload and/or prevailing circumstances at
the site.

Standard monttoring reports will be produced by the tnnal CRA(s) after each visit and filed 1n
the Tnal Master File. Key trial personnel must be available to assist the CRA(s) during these
visits.

The Investigator must also keep the ongimal ICF signed by the participant (or
parents/caregivers, if applicable) and mamtain source documents for each participant in the
trial, case and wvisit notes medical records, all information on case report forms must be
traceable to these source documents 1n the participant s file.
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A close out visit to solve pending 1ssues and to agree on the shipment of remaming trial
materials to the Sponsor (eCREF/CEFs and other data source, medication) will be performed by
the trial CRA/Monitor once all participants have completed the trial.

13.3 Inspections and Audits

The tnal site, tnal processes, CRO, providers and/or tnial documents may be subject to Quality
Assurance audits by the Sponsor (or authorised partner companies) as well as inspection by the
appropriate Competent Authorities durmg the tnal or after trial completion. Audits and
mspections may mclude, but are not limited to, drug supply, presence of required documents,
ICF process. medical records, general protocol compliance and comparison of data recorded
on the eCRF and quenes against source documents. Investigator will ensure direct access to
source medical records for inspection and audit purposes.

14 Ethics

This tnial will be conducted in accordance with the recommendations gmding physicians in
biomedical research involving humans adopted by the 18th World Medical Assembly of
Helsinka (1964). as amended in Fortaleza, Brazil (2013). as well as in compliance with ICH
GCP gmdelines, and local laws of the countries 1n which the trial centres are located.

14.1 Responsibilities

The Investigator is responsible for conducting the tnal in accordance with the procedures
described 1n this protocol. All the personnel involved in the clinical trial will be fully informed
about the drug and the nature of the trial and will be subject to protocol procedures concerming
their duties i the trial.

The Investigator, the CRO/vendors and the Sponsor should ensure that all work and services
described herein, or incidental to those described heremn, shall be conducted in accordance to
the highest standards of Good Clinical Practice (ICH GCP gmidelines) and local regulations.

The Investigator, the CRO and the Sponsor will work according to the ICH guidelines and the
EU Clinical Trial Regulation 536/2014.

The Investigator shall admimister the trial medication to participants under his or her personal
supervision or under the supervision of any co-Investigator reporting to him'her who are
identified in the delegation of responsibilities and signatures log. The Investigator and
designees will be responsible for the participant’s compliance throughout the trial.

At the completion of treatment (or premature discontinuation) participants will be instructed to
resume the medication they were taking before starting the climical trial, or any other as deemed
approprate by the Investigator. Medical care after discharge from the trial should be provided
by the participant's fammly practitioner or specialist that usually treats his/her condition.

14.2 Participant Information and Informed Consent

As the first act of recruitment mnto the study, participants will be informed by the Investigator
in detail of the characteristics of the drug to be admimstered, the nature of the climical
mvestigation, the risks and the discomfort that can reasonably be expected as a result of their
participation and the uses of the data, as described mn the Patient Information Sheet.
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The participants will be informed that they are free to withdraw their consent and suspend their
participation in the trial at any time with no penalty or loss of benefits to which the participant
15 otherwise entitled. Admimistration of the drug may be mterrupted, and a participant
withdrawn from the tnal at the discretion of the Investigator. The Investigator should justify
his decision in the participant's eCRF. Any retained samples from participants who withdraw
consent will be destroyed.

Any participant considered by the Investigator to be suitable for inclusion must document his
or her willingness to participate in the trial by giving his or her consent in writing before starting
any trial procedure by signing the ICF/TAF. which must be dated by the participant and the
Investigator. At such tume the participant must be given adequate time to understand the
information provided and ask questions, if required. Participants who are below the age of
majority (1e, <18 years) at the Baseline Visit will be asked to give their assent to participate in
the tnal by signing the assent form. and their parent(s) or legal guardian must sign the ICF. A
copy of the signed ICF/TAF will be given to the participant, parent(s), and/or legal guardian.
The onginal(s) shall be kept on file by the Investigator. Any new relevant mformation that
becomes available during the trial will be provided to the participant. If during the trial, a minor
reaches the age of majonity, his or her express informed consent shall be obtamed through the
signing of the ICF before that participant can continue to participate in the clinical trial.

The Patient Information Sheet and ICF/TAF will include all elements required according to the
applicable legislation. These documents or any modification will have been authorized by the
Sponsor and approved by the relevant IEC/IRB before use.

After the completion of the tnal, lay summanes summanzing main results from the trial wall
be made available for participants.

14.3 Independent Ethics Committee or Institutional Review
Board Review

This protocol, patient information, and the informed consent form should be submuatted to an
IRB or IEC for review and approval. Notification in writing of approval must be obtained from
the EC by the Investigator before imtiation of participant enrolment.

The Investigator/Sponsor or CRO (per regulations: 1e, Investigator in the United States or
Sponsor i the European Union) must promptly report to the [EC/IRB all changes in research
(protocol amendments) and will not make such changes without IEC/IRB approval except
where necessary to eliminate apparent immediate hazards to the tmal participants or
admimstrative changes.

Senious adverse events reasomably related to the tmal drug will be communicated by the
Investigator/CRO to the IEC/IRB.

Within 1 year after completion of the tmal, the responsible person according to local
regulations, Investigator/CRO will send to the IEC/IRB and to the Competent Authonty a bnef
summary explaiming the results obtained in the tnal.

The Investigator/CRO 1s required to maintain accurate and complete records of all written
correspondence sent to and recerved from the IEC/IRB and must agree to share these
documents and any reports with the Sponsor.
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14.4 Participant Data Protection

The trial participants shall be informed by the Investigator that complete confidentiality wall
be maimntained concerming theiwr identity. On eCRFS/EDC and all tnal data records (eg.
electronic participant diary) participants will be identified only by the assigned participant
identification number and year of birth.

A signed wnitten ICF signifies the explicit acceptance by the individual that data from the trial
will be available to the Investigator and his'her staff, the authorized representatives of the
Sponsor and, if required, by the IEC/IRB and Competent Authonties. However, all data
contained in the participant’s medical history will be considered as confidential. The Sponsor
will treat data according to personal data Regulation (EU) 2016/679, and any other applicable
national and international regulation.

All clinical trial findings and documents will be regarded as confidential. The Investigator and
members of lis/her research team mwust not disclose such mformation without prior wntten
approval from the Sponsor.

The Sponsor has in place a program for personal data protection and prevention and
management of Personal Data breaches: Policy PCG-24 (Personal Data Protection Policy);
SOP-24/01 (Personal Data Management SOP). and a Protocol for Information Securty
Incident Management defining a procedure to properly manage and handle information secunty
mcidents, with or without impact on personal data, and the comresponding responsibilities,
mininnzing the potential damage and making sure all impacts are managed appropriately.

In case of data breach. the Sponsor shall be notified without undue delay, gathering as much
information as possible to permit an assessment by 1ts Data Protection Officer (DPO) 1n relation
to whether the breach 1s likely to result in a high nisk to the nights and freedoms of natural
persons and to arrange any necessary measures to secure the data and to minimize any possible
adverse consequences for data subjects, as applicable. Any data breach will pass through five
phases of incident handling (Detection. Analysis, Response, Recovery, and Post-incident
Management), involving different stakeholders. Depending on the nature of the breach an
Incident Response Team will form, where the DPO shall participate to nummize the adverse
impacts to data subjects. Depending on the nature and impact of the data breach, the DPO wall
notify supervisory authorities of the personal data breach without undue delay and. where
feasible, no later than 72 hours, where applicable.

15 Financing and Insurance
The Sponsor will set up a contract with the CRO with the economic aspects for tnal funding.

All participants recruited will have an msurance policy provided by the Sponsor to cover any
possible nisk resulting from their participation in the clinical trial.

Except 1 the proven case of clinical malpractice, the msurance company will mndemnify
against any claim or claims made by participants or their dependents which may result from
administration of the IMP.
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16 Publication Policy

The Sponsor will disclose clinical trials in a manner consistent with applicable national laws
and rules governing personal data pnivacy and protection of intellectual property nghts. Clinical
trials will be registered. and results disclosed by means of recognized public databases. such
as climcaltrials gov 1n the US and the Clinical Trial Information System (euclinicaltrials.eu) in
the EU.

The Investigator understands and accepts that his’her name and tnal centre may be disclosed
in the context of this national or intermational legislation.

All the information related to this clinical tnial 1s considered strictly confidential and 1s the
property of the Sponsor. This information will not be grven to a third party without the wnitten
consent of the Sponsor.

By signing this tnal protocol, the Investigator affirms to the Sponsor that he/she will maintain
in confidence all information furmished to him/her or resulting from this trial. The Investigator
will only divulge such information as may be necessary to the IEC/IEB. the members of the
staff, and the participants who are involved in this trial.

All relevant aspects regarding publication will be part of the contract (or similar document)
between the Sponsor and CRO.

In all cases, the trial results shall be reported 1n an objective, accurate, balanced. and complete
manner, with a discussion of the strengths and limitations of the trial. All authors will be given
the relevant statistical tables, figures, and reports needed to support the planned publication.

Publication and/or presentation whether complete or partial, of any part of the data or results
of this trial will not be allowed until global publication and tnal results disclosure by the
Sponsor as per European Medicines Agency and/or US Food & Dmug Administration
regulatory compliance obligations, and only after mutual agreement between the Investigator

and the Sponsor.
17 Other Practical Considerations
17.1 Summary of Product Characteristics

European marketing authornisation was granted for lebnikizumab on 16 November 2023
(EMEA/H/C/005894) for the treatment of moderate-to-severe AD in adults and adolescents
12 years and older with a body weight of at least 40 kg who are candidates for systemic therapy.
In this study, lebnkizumab 1s used within the scope of this authorisation, thus the approved
Summary of Product Charactenistics (SmPC) serves as the clinical reference document. The
Ebglyss® (lebrikizumab) SmPC provides details on the product identity and composition,
climcal particulars including undesirable effects, and pharmacological and pharmaceutical
properties.

17.2 Final Clinical Trial Report
The CSR will be wrnitten following the ICH guidelines requirements. It will be approved and

signed by the Pnncipal/Coordinating Investigators and the Sponsor’s representatives according
to mtemnal SOPs.
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The CSR will be audited by CRO and/or the Sponsor before 1ssuing the final version.

The final version of electronic CSE will be e-published (hyperlink. bookmarks, etc.) including
all appendices according to ICH Guidelines.

The summary of the CSR will be sent to all the Investigators participating in the clinical tnal
as well as to the [ECs and/or Competent Anthornities according to the local regulation.

17.3 Protocol Modifications

Modifications of the oniginal protocol are referred to as “amendments™ to the tnal protocol
Modifications of the onginal protocol may only be made with the Sponsor’s approval. Two
types of amendment maybe produced:

® Substantial Amendments (related to the safety or physical or mental integnty of the
participants, scientific value of the tnal. conduct or management of the tnal or the quality
or safety of any IMP used) must be notified to the IEC/IRB and/or Competent Authorities
and approved by them before implementation.

* Non-substantial Amendments do not require notification but should be recorded and be
available on request for inspection at the trial site and/or Sponsor premuses as appropriate.

174 Protocol Deviations

Any protocol deviations during the conduct of the trial will be recorded by CRA/Monitors as
detected or derived from data collected in the clinical database.

Relevant deviations will be promptly reported to the Sponsor after detection. Important
protocol deviations will be included 1n the corresponding listing of the CSE.

Additionally, protocol deviations will be reported to the IECs and/or Competent Authonities
according to the local regulation 1n each country.
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