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Confidentiality Notice

This document contains confidential information of Amgen Inc.

This document must not be disclosed to anyone other than the site study staff and
members of the institutional review board/independent ethics committee/institutional

scientific review board or equivalent.

The information in this document cannot be used for any purpose other than the

evaluation or conduct of the clinical investigation without the prior written consent of
Amgen Inc.

If you have questions regarding how this document may be used or shared, call the
Amgen Medical Information number: US sites, 1- 800-77-AMGEN; Canadian sites,
1-866-50-AMGEN; Amgen’s general number in the US, 1-805-447-1000.
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forth therein.
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Guideline on Good Clinical Practice (GCP), Declaration of Helsinki, and applicable

national or regional regulations/guidelines.

| agree to ensure that the confidential information contained in this document will not be
used for any purpose other than the evaluation or conduct of the clinical investigation

without the prior written consent of Amgen Inc.
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1. Protocol Summary
1.1 Synopsis

Protocol Title: A Phase 3, 24-week, Randomized, Placebo-controlled, Double-blind
Study to Assess the Effect of Rocatinlimab on Vaccine Antibody Response in Adult
Subjects With Moderate-to-severe Atopic Dermatitis (AD) (ROCKET — VOYAGER)

Short Protocol Title: A Phase 3 Study Assessing Rocatinlimab on Vaccine Antibody
Response in Moderate-to-severe AD (ROCKET — VOYAGER)

Study Phase: 3
Indication: Moderate-to-severe Atopic Dermatitis (AD)
Study Rationale

Atopic dermatitis (AD) is a chronic relapsing and remitting, inflammatory skin disease
dominated by reactive T helper type 2 (Th2) cells. The proximate pathophysiologic
mechanism for eczematous lesions is now understood to be largely due to inflammation
related to dysregulation of Th2 cells (Guttman-Yassky, 2018). OX40 (CD134) is
expressed predominantly on T-cells, including effector cells, shortly after their activation
(Croft, 2010). OX40 and its ligand, OX40L, are crucial for the generation of Th2 memory
cells, and may thus play a central role in the pathogenesis and chronicity of AD

(Sitrin et al, 2017). Blocking OX40 signaling has resulted in inhibition of T-cell
responses and pathogenic symptoms in animal models of autoimmune diseases
(Salek-Ardakani and Croft, 2006; Croft et al, 2009). Rocatinlimab (formerly known as
AMG 451 and KHK4083) is a human, afucosylated, immunoglobulin G1 (IgG1)
monoclonal antibody that binds and inhibits the OX40/OX40L interaction, and thereby,
suppresses clonal T-cell expansion. In a phase 2 study (Study 4083-006) evaluating the
efficacy, safety, and tolerability of repeated doses of rocatinlimab in subjects with
moderate-to-severe AD, and conducted by Amgen partner Kyowa Kirin Co., Ltd,
statistically significant improvements in percent change from baseline to week. in
Eczema Area and Severity Index (EASI) score was observed in all rocatinlimab-treated
cohorts versus placebo. In this study, the- mg every 2 weeks (Q2W) dose was well

tolerated with an acceptable adverse event profile.

Rocatinlimab targets a pathway for T cell activation, and it is not known whether
rocatinlimab impacts the response to vaccines. Since vaccination programs are an

important part of health maintenance and globally recommended, it is relevant to
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investigate if rocatinlimab affects development of vaccination-induced immune

responses.

This trial will assess the development of immunization responses against 2 vaccines
(tetanus vaccine and meningococcal vaccine) in adults with moderate-to-severe AD who
are treated with rocatinlimab. These 2 standard vaccines have been selected to enable
a broader assessment of the effect of rocatinlimab on immune activation. The selected
types of vaccines are known to result in an immune response involving both T- and
B-cells as well as other key cell types of the immune system. Tetanus vaccine is
considered as a T-cell dependent vaccine by which protective immunoglobulin G (IgG)
antibody is produced through T-cell activation immunity and meningococcal vaccine (eg,
meningococcal polysaccharide vaccine [MPSV4]) is a polysaccharide vaccine which is
considered to elicit its humoral immunity and B-cell activation independent of T-cell

(Leo et al, 2011 and Blauvelt et al, 2019).

Benefit/Risk Assessment

In the phase 2b Study 4083-006, 3 dose levels and 2 dosing frequencies (- mg -
I B o 300 mg Q2wW, and [} mg Q2W) were tested in subjects
with moderate to severe AD. All doses were associated with improved Investigator's
Global Assessment (IGA) and achievement of = 75% reduction from baseline in EASI
score (EASI 75) responses compared with placebo.

Rocatinlimab has been generally well tolerated and no adverse events with fatal

outcome attributed to rocatinlimab have been reported in the completed studies.
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Only the SC route of administration is planned, which limits the risk of adverse effects

associated with 1V infusion. Overall, SC administration is associated with a lower
incidence of systemic reactions and/or lower severity of acute reactions that tend to be
local (Mateos et al, 2020; Davies et al, 2017; Assouline et al, 2016). Eligibility criteria
have been implemented to exclude subjects vulnerable to acute allergic reactions and
infections. All subjects will be observed after investigational product administration and
will be monitored throughout the study with hematology and standard adverse event

and serious adverse event reporting.

Overall, the above benefit risk assessment supports the conduct of this clinical trial.
Reference should be made to the Investigator’s Brochure for further data on

rocatinlimab.

Objective(s) and Endpoint(s)/Estimand(s)

Objectives Endpoints
Primary
e To estimate vaccine response in o Positive anti-tetanus response at week 24
rocatinlimab group vs placebo group, defined as the antibody response to
assessed using antibody anti-tetanus tetanus vaccine assessed by measuring
response at week 24 serum anti-tetanus immunoglobulin G
(IgG) by an immunoassay
e To estimate vaccine response in e Positive anti-meningococcal response at
rocatinlimab group vs placebo group, week 24 defined as the antibody
assessed using antibody response to meningococcal vaccine
anti-meningococcal response at week 24 assessed by measuring serum
anti-meningococcal IgG by an
immunoassay

Safety and Immunogenicity

e To characterize the safety and tolerability | e Treatment-emergent adverse events and
of rocatinlimab in the proposed population serious adverse events

Overall Design

This is a phase 3, 24-week, double-blind study to evaluate the efficacy of anti-tetanus

and anti-meningococcal vaccination in rocatinlimab-treated adult subjects with
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moderate-to-severe AD. Previous biologic or targeted-small molecules (eg, Janus
kinase [JAK] inhibitors) use is allowed with an adequate washout period. Approximately
[l cligible subjects will be randomized [ to either rocatinlimab [Jfj mg SC [} for
24 weeks with a loading dose at week |] or placebo [ for a duration of 24 weeks with
a loading dose at week. Randomization will be stratified by baseline disease severity
(moderate [VIGA-AD score = 3] versus severe [VIGA-AD score = 4]). Subjects will
undergo a screening visit to confirm eligibility requirements. The screening period,
which starts with the initial screening visit and ends with the day 1 prerandomization
visit, will be a minimum of.days (inclusive) and a maximum of. days. Atthe day 1

prerandomization visit, subjects who meet all eligibility criteria will be randomized.

Subjects who do not meet all eligibility requirements at screening and/or day 1
prerandomization visits will be considered screen failures. Subjects may be allowed to

rescreen once.

Tetanus and meningococcal vaccines will both be administered at the week. visit for

each subject.

Treatment Period

The maximum study duration for a single subject will be approximately. weeks,

including = |1

At a subset of sites, subjects will have the option to participate in the |Gz
- for exploratory purposes. Subjects in this substudy will be asked to complete
daily electronic diary (eDiary) and wear an activity monitor to measure their activity
and sleep up to week 24. Subjects are required to wear the device every day except
when charging. The watch should be particularly worn before going to sleep and
throughout the duration of sleep. The activity monitor generates data that is then
captured by a mobile application on the study provided mobile device. Participants will
be instructed to wear the activity monitor on their non-dominant wrist and use the mobile
device to upload the activity monitor data at home until the deployment period is

completed. Refer to Section 8.4.2 for more details on the eDiary data collection

anc I
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Concomitant Use of TCS/TCI
Topical corticosteroids (TCS) of low to medium potency with or without topical

calcineurin inhibitors (TCI) will be considered adjunctive therapy, which could be
tapered or stopped and restarted, as clinically required at the discretion of the

investigator, during the study.

Rescue Therapies for AD

Use of TCS of high or super-high potency, topical phosphodiesterase type 4 (PDE4)
inhibitors, oral or topical JAK inhibitors, phototherapy, or systemic therapies for AD
during the 24-week treatment period will be considered use of rescue therapy in the
analysis (Table 6-3). Allowed rescue therapies are those approved for treatment of AD
as well as local standard of care. Subjects may continue investigational product if
there is concurrent use of topical rescue therapies (excluding topical

JAK inhibitors), or phototherapy. Subjects may require temporary interruption of
investigational product if systemic corticosteroids are used for <2 consecutive
weeks to avoid concurrent administration with investigational product. Subjects
must permanently discontinue investigational product if there is use of specific
prohibited therapies: systemic corticosteroids for > 2 consecutive weeks,
conventional non-biologic, non-targeted immunosuppressive systemic therapies,
biologics, targeted systemic AD rescue therapies, or topical JAK inhibitors (see
Table 6-2 and Table 6-3 for additional details).

Discontinuation of Study Treatment and Subject Discontinuation

Subjects who permanently discontinue investigational product for any reason during the
study are encouraged to complete all remaining study visits and procedures through
week 24, which will correspond to their EOT visit, including the vaccine
administrations at week. and the vaccine response assessment at week 24, with
the exception of investigational product administration and post-dose monitoring

procedures through week 24 for the evaluation of the primary endpoints.

Subjects who permanently discontinue investigational product and do not complete the
remaining study visits through week 24 should complete the EOT visit at the next

scheduled visit following the last dose of the investigational product.

Subjects who do not permanently discontinue investigational product through week 24

due to safety-related reasons or protocol-defined stopping rules will be eligible to enroll
in the long-term maintenance study (Study |-
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Safety Follow-up

An SFU visit is required- after the last dose of investigational product for all

subjects who do not enroll into the long-term maintenance study.

The overall study design is described by a study schema in Section 1.2. The endpoints

are defined in Section 3.
Number of Subjects

A total of [ subijects will be randomized in [ ratio to rocatinlimab [ mg (N =i}
and placebo (N =

A maximum of up to [ subjects will be included in in the ||| G

Summary of Subject Eligibility Criteria

o Age 18 to 54 years with a diagnosis of AD (according to the American Academy of
Dermatology Consensus Criteria; Eichenfield, 2014), that has been present for at
least 12 months before the date of informed consent.

o History of inadequate response to TCS of medium-potency or high-potency (with or
without TCI as appropriate) or for whom topical treatments are otherwise medically
inadvisable (eg, because of important side effects or safety risks).

For a full list of eligibility criteria, please refer to Sections 5.1 to 5.2.
Treatments

Subjects will be randomized in . ratio to receive:

Amgen Investigational Product: Rocatinlimab- mg

Placebo

For full understanding of the study treatment groups, see Study Schema below
(Figure 1-1).

Statistical Considerations

A total of [} subjects will be randomized in [ ratio to 2 treatment groups as follows:
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« Rocatinlimab [ mg (N =)

« Placebo (N =[Jj}).
The analyses will be descriptive in nature; therefore, the sample size is based on the

A sample size of [ is planned.

Planned Analyses
The primary analysis will be conducted when all subjects have completed the

week 24/EOT visit, and the data have been entered, cleaned, and locked. The objective
of the primary analysis is to assess complete efficacy and safety data through week 24
and additional safety data available during SFU as of the data cutoff date.

Primary endpoints
Positive anti-tetanus response at week 24 and positive anti-meningococcal response at

week 24 are binary endpoints. The difference in response rates between the treatment
groups (rocatinlimab — placebo) will be calculated using the Mantel-Haenszel estimate of

the risk difference stratified by the randomization strata together with the 95% CI.

The primary analysis of the primary endpoints will be analyzed using the respective
immune response analysis set (IRS) including all randomized subjects who received at
least 1 dose of investigational product, vaccine injection of the interest at week. and
had measurement response to vaccine at week. and week 24.

Safety Analyses
Subject incidence of all treatment-emergent adverse events will be tabulated by

treatment group and by system organ class, preferred term, and worst grade of severity.
Summary tables of fatal adverse events, serious adverse events, adverse events leading

to discontinuation from investigational product, treatment-related adverse events, and
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events of interest will also be provided. Subject incidence of device-related adverse

events, if applicable, may also be provided by system organ class and preferred term.

The analysis of safety laboratory results will include summary statistics over time by
treatment group. Shifts in grades of selected safety laboratory values between baseline

and the worst on-study value will be tabulated by treatment group, as applicable.

The analysis of vital signs will include summary statistics of change from baseline over
time by treatment group. Shifts in vital sign values between baseline and the worst

on-study value will be tabulated by treatment group.

The incidence and percentage of subjects who develop ||| GGG -t

any time will be tabulated by treatment group.

For a full description of statistical analysis methods, please refer to Section 9.
Statistical Hypotheses

No formal statistical hypothesis will be tested in this study, all analyses will be

descriptive.

Sponsor Name: Amgen, Inc.
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1.2 Study Schema

Figure 1-1. Study Schema
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1.3 Schedule of Activities (SoA)

Table 1-1. Schedule of Activities

Screening
(Up to. Days)? Treatment Period®

Initial Day 1 Day 1

Screening Prerand Postrand® Unsched Visit"

Procedure

GENERAL AND SAFETY ASSESSMENTS

Informed consent X

Inclusion and exclusion criteria Xe

Demographics

Physical examination®®

Vital signs®

Height

Body weight

Medical history

Cardiovascular medical history

Dermatologic medical history

Immunologic medical history

XXX | X[ X [X|X|X|[X]|X]|X

Medication history

‘Substance use history9

co X A N S S
Page 1 of 5

Footnotes defined on last page of this table.
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Table 1-1. Schedule of Activities

Screening
(Up to. Days)? Treatment Period®
Initial Day 1
Screening | Prerand Unsched Visit"
Procedure
Cardiovascular risk factors X
Adverse events X
Serious adverse events' X
Concomitant therapies review X X X X X X X X X X X X
I
Screening TB risk assessment X
questionnaire
((q);eztt?:nya;rrzorisk assessment X X X
LABORATORY ASSESSMENTSk
Coagulation X Xv
HIV, Hepatitis B and C screening' X X
Hepatitis B DNA X X
(reactivation monitoring only)®2
Serum pregnancy test (females of X v
child-bearing potential only)™
; v
child-bearing potential oy X x| x| x| x| x]ox )X ’
Hematology X X X X X X X XV
Chemistry X X X X X X XV
Urinalysis" X XV
Page 2 of 5

Footnotes defined on last page of this table.
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Table 1-1. Schedule of Activities

Screening
(Up to. Days)? Treatment Period®
Initial Day 1 Unsched
Screening Prerand Visit¥
Procedure
QuantiFERON GOLD®° X xv
Tetanus IgG antibody levels Xx X
Meningococcal IgG antibody
XX X
levels

EFFICACY/CLINICAL OUTCOME ASSESSMENTS — ASSESSED BY INVESTIGATOR USING E-TABLET

vIGA-AD™ X X X X X Xw
AD morphology assessmentP X X X xXw
EASI X X X X Xw

EFFICACY/CLINICAL OUTCOME ASSESSMENTS — ASSESSED BY SUBJECT USING E-TABLET

HADS X X X X X X X X X X xd
Page 3 of 5

Footnotes defined on last page of this table.
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Table 1-1. Schedule of Activities

Screening
(Up toJjj Days)®

Treatment Period®

reviewc®e

EFFICACY/CLINICAL OUTCOME ASSESSMENTS — ASSESSED BY SUBJECT USING E-DIARY

Initial Day 1 Unsched
Screening | Prerand Visit"
Procedure
STUDY TREATMENT
Randomization
Mental Health recommendation X X X X X X

Site assigns e-diary X

Worst pruritus NRS% ¥ < Daily e-Diary: >
AD skin pain NRS' < Daily e-Diary: >
Sleep disturbance NRS" < Daily e-Diary: >
Sleep assessments” < Daily e-Diary >

Footnotes defined on last page of this table.
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Table 1-1. Schedule of Activities

Screening
(Up to. Days)? Treatment Period®
Initial Day 1 Unsched
Screening Prerand Visit"
Procedure
EFFICACY/CLINICAL OUTCOME ASSESSMENTS — ASSESSED BY INVESTIGATOR USING E-TABLET
SCORAD (investigator-facing) X X X X X X X X
EFFICACY/CLINICAL OUTCOME ASSESSMENTS — ASSESSED BY SUBJECT USING E-TABLET
POEM X X X X X X X X
PGI-S X X X X X X X X
PGI-C X X X X X X X
SCORAD (subject-facing) X X X X X X X X
Page 5 of 5

AD = atopic dermatitis: : D = day; DNA = deoxyribonucleic acid; EAS| = Eczema Area and Severity Index; m

; = electrocardiogram; ; HADS = Hospital Anxiety and Depression Scale;

uman immunodeficiency virus; IgG = immunoglobulin G; JAK = Janus kinase; = numeric rating scale; PGI-C = Patient Global Impression of Change;

PGI-S = Patient Global Impression of Severity;“; POEM = Patient Oriented Eczema Measure; SCORAD = severity scoring of atopic dermatitis;
SFU = safety follow-up; TB = tuberculosis; TCI = topical calcineurin inhibitors; ; Unsched = unscheduled; vIGA-AD™ = Validated
Investigator's Global Assessment for Atopic Dermatitis; W = week

@ The screening period, which starts with the initial screening visit and ends with the day 1 prerandomization visit, will be a minimum ofl days (inclusive) and a
maximum of.odays At the day 1 prerandomization visit, subjects who meet all eligibility criteria will be randomized.

b Subjects who permanently discontinue investigational product for any reason during the study are encouraged to complete all remaining study visits and procedures
through week 24, including the vaccine administrations at week [l and the vaccine response assessment at week 24, for the evaluation of the primary
endpoints. Subjects who permanently discontinue investigational product and do not complete the remaining study visits through week 24 should complete the EOT
visit (see— in Table 1-1) at the next scheduled visit following the last dose of the investigational product. A safety follow-up visit is required after
the last dose of investigational product for all subjects who do not enroll into the long-term maintenance study (Study—

¢ Only certaln eligibility criteria will be re- evaluated at the day 1 prerandomlzatlon VISIt These crlterla are required to be met for enrollment/randomization. All baseline

e Sistolic/diastolic blood iressurel heart rate resiiratori rate| and temierature measured before investiiational iroduct administration.

9 Alcohol, recreational drugs, and tobacco use.
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! Once the study has ended, the investigator will report to Amgen immediately and no later than 24 hours following the investigator's awareness of the event, any
serious adverse event(s) suspected to be related to the investigational product that they become aware of. Refer to Section 8.5.6 for additional details.

i Can be performed at a later timepoint during the study if not previously performed.

kTo be collected predose.

I Hepatitis B DNA testing may be performed at subsequent visits at the discretion of the investigator.

™ Additional on-study pregnancy testing may be performed at the investigator’s discretion if there is suspicion that a female subject is pregnant or per local laws and
regulations.

n Additional urinalysis can be performed on-study at the investigator’s discretion per standard of care.

° Refer to Section 8.10.1 for additional information on TB assessments.

P Only for subjects who achieve vIGA-AD score of 1.

9 This screening assessment will be collected using the site tablet at the initial screening visit and will have a 7-day recall. Throughout the rest of the study, the daily
recall NRS will be collected on the subject’s handheld device.

" Daily diary entries to begin the day after the initial screening visit through ||l visit

s Subjects must be monitored for 2 hours following at least the first 2 doses of investigational product at day 1 and week |§ treatment period. If no systemic
injection-related reactions, including immediate type hypersensitivity reactions, are observed after the first 2 doses, the post-dose monitoring period may
be reduced to at least 30 minutes for subsequent open-label doses. If systemic injection-related reactions are observed after the first 2 doses, the 2-hour
post-dose monitoring period will remain as needed. Refer to Section 8.4.2 for additional information on post-dose monitoring.

t Systolic/diastolic blood pressure, heart rate, respiratory rate, and temperature measured at the end of the 2-hour post-dose monitoring period before subject is
discharged. [X] as needed.

Y Unscheduled visits may occur at any timepoint during the treatment period.

v Laboratory assessments may be completed at unscheduled visits at the investigator’s discretion.

W Efficacy/clinical outcome assessments at unscheduled visits are optional and may be performed at the discretion of the investigator.
. : . " .

aa For subjects with positive HBsAg and/or HBV core Ab at initial screening. Any additional testing may be performed per investigator’s discretion.

bb Complete physical examination will be conducted at screening, and symptom-directed physical examination at subsequent study visits at the discretion
of the investigator per standard of care. Refer to Section 8.2.4 for additional information.

¢ Investigator must review latest recommendation prior to enroliment and/or dosing.
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2. Introduction
21 Study Rationale

Atopic dermatitis (AD) is a chronic relapsing and remitting, inflammatory skin disease
dominated by reactive Th2 cells. The proximate pathophysiologic mechanism for
eczematous lesions is now understood to be largely due to inflammation related to
dysregulation of Th2 cells (Guttman-Yassky, 2018). OX40 (CD134) is expressed
predominantly on T-cells, including effector cells, shortly after their activation (Croft,
2010). OX40 and its ligand, OX40L, are crucial for the generation of Th2 memory cells,
and may thus play a central role in the pathogenesis and chronicity of AD (Sitrin et al,
2017). Blocking OX40 signaling has resulted in inhibition of T-cell responses and
pathogenic symptoms in animal models of autoimmune diseases (Salek-Ardakani and
Croft, 2006; Croft et al, 2009). Rocatinlimab (formerly known as AMG 451 and
KHK4083) is a human, afucosylated, immunoglobulin G1 (IgG1) monoclonal antibody
that binds and inhibits the OX40/OX40L interaction, and thereby, suppresses clonal
T-cell expansion. In a phase 2 study (Study 4083-006) evaluating the efficacy, safety,
and tolerability of repeated doses of rocatinlimab in subjects with moderate-to-severe
AD, and conducted by Amgen partner Kyowa Kirin Co., Ltd, statistically significant
improvements in percent change from baseline to week. in Eczema Area and Severity
Index (EASI) score was observed in all rocatinlimab-treated cohorts versus placebo. In
this study, the- mg every 2 weeks (Q2W) dose was well tolerated with an acceptable

adverse event profile.

Rocatinlimab targets a pathway for T cell activation, and it is not known whether
rocatinlimab impacts the response to vaccines. Since vaccination programs are an
important part of health maintenance and globally recommended, it is relevant to
investigate if rocatinlimab affects development of vaccination-induced immune

responses.

This trial will assess the development of immunization responses against 2 vaccines
(tetanus vaccine and meningococcal vaccine) in adults with moderate-to-severe AD who
are treated with rocatinlimab. These 2 standard vaccines have been selected to enable
a broader assessment of the effect of rocatinlimab on immune activation. The selected
types of vaccines are known to result in an immune response involving both T- and
B-cells as well as other key cell types of the immune system. Tetanus vaccine is
considered as a T-cell dependent vaccine by which protective IgG antibody is produced

through T-cell activation immunity and meningococcal vaccine (eg, meningococcal
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polysaccharide vaccine [MPSV4]) is a polysaccharide vaccine which is considered to
elicit its humoral immunity and B-cell activation independent of T-cell (Leo et al, 2011
and Blauvelt et al, 2019).

2.2 Background

2.21 Disease

Atopic dermatitis (AD) is one of the most prevalent inflammatory skin diseases. It
usually develops in childhood and may persist into adulthood; less frequently, it starts in
midlife or late life (Barbarot et al, 2018). The disorder is characterized by recurrent,
pruritic, localized eczema, often with seasonal fluctuations. Many patients also have
allergic asthma, allergic rhino-conjunctivitis, food allergies, and other immediate
hypersensitivity (type 1) allergies (Stander, 2021). The prevalence and incidence of AD
have increased over the past several decades. Globally, the prevalence of AD is up to
10% among adults and up to 20% among children, making AD the 15" most common
nonfatal disease and the skin disorder with the highest disease burden, in terms of
disability-adjusted life-years (Laughter et al, 2021; Stander, 2021).

In clinical practice, AD is classified as mild, moderate, or severe based on a variety of
clinical features, including severity of skin lesions and pruritus, and extent of disease
(body surface area [BSA] involved). The goals of treatment are to reduce symptoms
(pruritus and dermatitis), prevent exacerbations and minimize therapeutic risks
(Eichenfield et al, 2014). Current AD therapeutic armamentarium includes
emollients/skin care, topical or systemic corticosteroids, phototherapy, topical calcineurin
inhibitors (TCI), crisaborole, delgocitinib, systemic immunosuppressants, and biologics
(Wollenberg et al, 2018). Patients with moderate-to-severe AD are often given topical
treatments before or in conjunction with a systemic treatment or as maintenance therapy

after tapering off systemic treatment.

Until recently, the lack of safe and effective systemic treatments meant that most
patients with moderate-to-severe AD were not well controlled. Emerging, narrow
targeting biologic agents blocking specific cytokine or cytokine receptors have shown
significant clinical benefit in these patients. Dupilumab, a monoclonal antibody that
binds to the interleukin 4Ra (IL-4Ra) subunit shared by the interleukin 4 (IL-4) and
interleukin 13 (IL-13) receptor complexes, is the first biologic approved in the United
States (US) for patients 6 months and older with moderate-to-severe AD, in the
European Union for patients 12 years and older with moderate-to-severe AD and

patients 6 months to 11 years with severe AD who are candidates for systemic
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therapy, and in Japan for adults with moderate-to-severe AD. While dupilumab has
shown favorable efficacy data in moderate-to-severe AD, nearly half of the patients
receiving 300 mg every 1 or 2 weeks fail to reach EASI 75 at week. (Snast et al,
2018). Additionally, exacerbation or new onset head and neck dermatitis and
conjunctivitis have been reported in up to 10% of adults on dupilumab after a median
time of 65 days (Jo et al, 2021). Therefore, there is still a large unmet need for novel
biologic therapies with different mechanism of action and with improved safety profile for

this population.

222 Amgen Investigational Product Background

2221 Rocatinlimab

Rocatinlimab is an investigational human, afucosylated IgG1 mAb specific for inhibiting
0OX40/0X40L interaction to treat the chronic inflammation in AD and other autoimmune
diseases. To date, the efficacy and safety of intravenous (IV) and subcutaneous (SC)

rocatinlimab has been evaluated in 5 early phase clinical studies.

A detailed description of the chemistry, pharmacology, efficacy, and safety of

rocatinlimab is provided in the investigator's brochure (IB).

2222 Tetanus and Meningococcal Vaccines

This trial will assess the development of immunization responses against 2 vaccines:
tetanus vaccine and meningococcal vaccine. These 2 standard vaccines have been
selected to enable a broader assessment of the effect of rocatinlimab on immune
activation. The tetanus and diphtheria (Td) vaccines (for example TENIVAC® and
TDVAX®); tetanus, diphtheria, and pertussis (Tdap) vaccines (for example Adacel® and
Boostrix®); and meningococcal vaccines (for example Menactra®, Menveo®, and
MenQuadfi®) that are approved in the US for adult administration will be allowed in the
US in this study. Tetanus, Tdap and meningococcal vaccines that are approved in
Canada are allowed in Canada in this study. The selected types of vaccines are
known to result in an immune response involving both T- and B-cells as well as other
key cell types of the immune system. Tetanus vaccine is considered as a T-cell
dependent vaccine by which protective IgG antibody is produced through T-cell
activation immunity and meningococcal vaccine (eg, MPSV4) is a polysaccharide
vaccine which is considered to elicit its humoral immunity and B-cell activation
independent of T-cell (Leo et al, 2011 and Blauvelt et al, 2019).
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2.3 Benefit/Risk Assessment

In the phase 2b Study 4083-006, 3 dose levels and 2 dosing frequencies (- mg -
I o[l 300 mg Q2w, and [} mg Q2W) were tested in subjects with moderate to
severe AD. All doses were associated with improved Investigator's Global Assessment
(IGA) and achievement of 2 75% reduction from baseline in EASI score (EASI 75)
responses compared with placebo.

Rocatinlimab has been generally well tolerated and no adverse events with fatal

outcome attributed to rocatinlimab have been reported in the completed studies.

Only the SC route of administration is planned, which limits the risk of adverse effects

associated with 1V infusion. Overall, SC administration is associated with a lower
incidence of systemic reactions and/or lower severity of acute reactions that tend to be
local (Mateos et al, 2020; Davies et al, 2017; Assouline et al, 2016). Eligibility criteria
have been implemented to exclude subjects vulnerable to acute allergic reactions and
infections. All subjects will be observed after investigational product administration and
will be monitored throughout the study with hematology and standard adverse event

and serious adverse event reporting.

Overall, the above benefit risk assessment supports the conduct of this clinical trial.

Reference should be made to the IB for further data on rocatinlimab.
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2.31 CoVvID-19

Amgen closely monitors the coronavirus disease 2019 (COVID-19) pandemic around the
world. As part of this effort, Amgen performs a rigorous assessment, considering the
study design, patient safety, public health risk, benefit-risk assessment, as well as the
burden on country healthcare systems. Decisions are made on a study-by-study and
country-by-country basis to minimize risk to patients and avoid undue burden on

healthcare facilities.

Patients who display symptoms consistent with COVID-19 infections or who have tested
positive for COVID-19 should contact the investigator to ensure appropriate care as well

as documentation and management of study activities.

Amgen considers that it is important to continue the proposed development of
rocatinlimab in this study in order to advance potential therapy options for patients as
rapidly as possible, while balancing this with appropriate measures to monitor and

mitigate the potential impact of COVID-19.

Subijects enrolled in this study are permitted to receive vaccinations for COVID-19 as
described in Section 6.8.2.

3. Objective(s) and Endpoint(s)/Estimand(s)
Objectives Endpoints
Primary
o To estimate vaccine response in e Positive anti-tetanus response at week 24
rocatinlimab group vs placebo group, defined as the antibody response to
assessed using antibody anti-tetanus tetanus vaccine assessed by measuring
response at week 24 serum anti-tetanus immunoglobulin G
(IgG) by an immunoassay
e To estimate vaccine response in o Positive anti-meningococcal response at
rocatinlimab group vs placebo group, week 24 defined as the antibody
assessed using antibody response to meningococcal vaccine
anti-meningococcal response at week 24 assessed by measuring serum
anti-meningococcal IgG by an
immunoassay

Safety and Immunogenicity

e To characterize the safety and tolerability | e Treatment-emergent adverse events and
of rocatinlimab in the proposed population serious adverse events
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Objectives Endpoints

CONFIDENTIAL




Product: Rocatinlimab (AMG 451)
Protocol Number: 20210158
Date: 30 June 2023 Page 33 of 124

4. Study Design

41 Overall Design
The overall study design is described by a study schema in Section 1.2. The endpoints

are defined in Section 3.

This is a phase 3, 24-week, double-blind study to evaluate the efficacy of anti-tetanus
and anti-meningococcal vaccination in rocatinlimab-treated adult subjects with
moderate-to-severe AD. Previous biologic or targeted-small molecules (eg, Janus
kinase [JAK] inhibitors) use is allowed with an adequate washout period. Approximately
[l cligible subjects will be randomized [ to either rocatinlimab [Jfj mg SC i} for
24 weeks with a loading dose at weekl or placebo- for a duration of 24 weeks with
a loading dose at weekl Randomization will be stratified by baseline disease severity
(moderate [VIGA-AD score = 3] versus severe [VIGA-AD score = 4]). Subjects will
undergo a screening visit to confirm eligibility requirements. The screening period,
which starts with the initial screening visit and ends with the day 1 prerandomization
visit, will be a minimum ofl days (inclusive) and a maximum of. days. Atthe day 1

prerandomization visit, subjects who meet all eligibility criteria will be randomized.
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Subjects who do not meet all eligibility requirements at screening and/or day 1
prerandomization visits will be considered screen failures. Subjects may be allowed to

rescreen once.

Tetanus and meningococcal vaccines will both be administered at the [Jiij visit for

each subject.

Treatment Period

The maximum study duration for a single subject will be approximately. weeks,

nciucine

At a subset of sites, subjects will have the option to participate in the |Gz
I o exploratory purposes. Subjects in this substudy will be asked to complete
daily electronic diary (eDiary) and wear an activity monitor to measure their activity
and sleep up to week 24. Subjects are required to wear the device every day except
when charging. The watch should be particularly worn before going to sleep and
throughout the duration of sleep. The activity monitor generates data that is then
captured by a mobile application on the study provided mobile device. Participants will
be instructed to wear the activity monitor on their non-dominant wrist and use the mobile
device to upload the activity monitor data at home until the deployment period is

completed. Refer to Section 8.4.2 for more details on the eDiary data collection

and I
Concomitant Use of TCS/TCI

Topical corticosteroids (TCS) of low to medium potency with or without topical

calcineurin inhibitors (TCI) will be considered adjunctive therapy, which could be
tapered or stopped and restarted, as clinically required at the discretion of the

investigator, during the study.

Rescue Therapies for AD

Use of TCS of high or super-high potency, topical phosphodiesterase type 4 (PDE4)
inhibitors, oral or topical JAK inhibitors, phototherapy, or systemic therapies for AD
during the 24-week treatment period will be considered use of rescue therapy in the
analysis (Table 6-3). Allowed rescue therapies are those approved for treatment of AD
as well as local standard of care. Subjects may continue investigational product if

there is concurrent use of topical rescue therapies (excluding topical
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JAK inhibitors), or phototherapy. Subjects may require temporary interruption of
investigational product if systemic corticosteroids are used for < 2 consecutive
weeks to avoid concurrent administration with investigational product. Subjects
must permanently discontinue investigational product if there is use of specific
prohibited therapies: systemic corticosteroids for > 2 consecutive weeks,
conventional non-biologic, non-targeted immunosuppressive systemic therapies,
biologics, targeted systemic AD rescue therapies, or topical JAK inhibitors (see
Table 6-2 and Table 6-3 for additional details).

Discontinuation of Study Treatment and Subject Discontinuation

Subjects who permanently discontinue investigational product for any reason during the
study are encouraged to complete all remaining study visits and procedures through
week 24, which will correspond to their EOT visit, including the vaccine
administrations at week. and the vaccine response assessment at week 24, with
the exception of investigational product administration and post-dose monitoring

procedures through week 24 for the evaluation of the primary endpoints.

Subjects who permanently discontinue investigational product and do not complete the
remaining study visits through week 24 should complete the EOT visit at the next

scheduled visit following the last dose of the investigational product.

Subjects who do not permanently discontinue investigational product through week 24

due to safety-related reasons or protocol-defined stopping rules will be eligible to enroll
in the long-term maintenance study (Study |||

Safety Follow-up

An SFU visit is required | i|j after the last dose of investigational product for all

subjects who do not enroll into the long-term maintenance study.

The overall study design is described by a study schema in Section 1.2. The endpoints

are defined in Section 3.

A total of [ subijects will be randomized in [ ratio to rocatinlimab JJjfj mg (N = |||}
and placebo (N =[J]). A maximum of up to [ subjects will be included in in the

Subjects in this clinical investigation shall be referred to as “subjects”. For the sample

size justification, see Section 9.2.
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4.2 Patient Input Into the Study Design

Patient input was not obtained for this study.

4.3 Justification for Dose

4.3.1 Justification for Investigational Product Dose

This study will be used to investigate rocatinlimab- mg - for 24 weeks with an
additional ] mg dose on week ||}

In the phase 2 Study 4083-006, 3 dose levels and 2 dosing frequencies (fj mg ||}
I o[l 300 mg Q2w, and [} mg Q2W) were tested in subjects with moderate to
severe AD. All doses were associated with improved IGA and EASI 75 responses

compared with placebo. The adverse event profile was overall consistent across the

different active treatment groups.

4.4 End of Study
The end of study (EOS) date for the entire study is defined as the date when the last
subject across all sites is assessed or receives an intervention for evaluation in the study

(ie, last subject last visit), including any additional parts in the study (eg, long-term

follow-up, _), as applicable.
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An individual subject is considered to have completed the study if they have completed
the last visit shown in the Schedule of Activities (see Section 1.3). The total study

duration for an individual subject is approximately. weeks.

5. Study Population

Investigators will be expected to maintain a screening log of all potential study
candidates that includes limited information about the potential candidate (eg, date of
screening). This log may be completed and updated via an Interactive Response
Technology (IRT).

Eligibility criteria will be evaluated during screening through the day 1 prerandomization
visit.
Before any study-specific activities/procedures, the appropriate written informed consent

must be obtained (see Section 11.3).

Prospective approval of protocol deviations to recruitment and enrollment criteria, also

known as protocol waivers or exemptions will not be provided.

Both subjects naive to meningococcal and/or tetanus vaccine and those who have

received prior vaccine doses are eligible to participate in the study.

5.1 Inclusion Criteria

Subjects are eligible to be included in the study only if all of the following criteria apply:

101  Subject has provided informed consent/assent prior to initiation of any study
specific activities/procedures.

102 Age 18 to 54 years.

103  Subject has a diagnosis of AD (according to American Academy of Dermatology
Consensus Criteria [Eichenfield, 2014]) that has been present for at least
12 months before signing of informed consent.

104  Prior to informed consent, history of inadeguate response TCS

to higher potency (refer to Table 11-4)

of medium or high
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105  VvIGA-AD score > 3 (on the 0 to 4 vIGA-AD scale, in which 3 is moderate and 4 is
severe) at initial screening.

106  VvIGA-AD score > 3 (on the 0 to 4 vIGA-AD scale, in which 3 is moderate and 4 is
severe) at day 1 prerandomization.

5.2 Exclusion Criteria

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

Other Medical Conditions

201

202

203
204

205

206

207

208

209

Active malignancy, multiple myeloma; myeloproliferative or lymphoproliferative
disorder; or a history of any of these conditions within 5 years prior to informed
consent (except curatively treated in situ cervical carcinoma, cutaneous basal
cell carcinoma, or cutaneous squamous cell carcinoma).

History of major immunologic reaction (eg, serum sickness, anaphylaxis, or
anaphylactic reaction) to any other biologic product or any excipient of
rocatinlimab.

History of Guillain-Barré syndrome (GBS).

Known sensitivity to any of the products or components to be administered
during dosing.

Diagnosis of a helminth parasitic infection within 6 months prior to day 1
prerandomization that had not been treated with or had failed to respond to
standard of care therapy.

Evidence of human immunodeficiency virus (HIV) infection or positive for HIV
antibodies at initial screening or current acquired, common variable or inhibited,
primary or secondary immunodeficiency.

Positive for hepatitis C virus (HCV) antibody at initial screening with confirmed
positive HCV ribonucleic acid (RNA).

Active and non-virally suppressed hepatitis B infection at initial screening,
defined as detectable hepatitis B deoxyribonucleic acid (DNA) polymerase chain
reaction (PCR) test in a subject with detectable hepatitis B surface antigen
(HBsAg) and/or antibodies to hepatitis B core. Subjects with detectable HBsAg
are required to be virally suppressed with an approved hepatitis B antiviral
therapy during the study.

Positive or indeterminate QuantiFERON GOLD from central laboratory at initial
screening

e Exception: A positive or indeterminate QuantiFERON test is allowed if ALL of
the following are present at Day 1 Prerandomization per Screening
Tuberculosis (TB) Risk Assessment Questionnaire provided by Amgen:

— No symptoms of TB as per the worksheet provided by Amgen

— Documented history of a completed course of adequate prophylaxis
(completed treatment for latent TB per local standard of care prior to start
of investigational product)

— No known exposure to a case of active TB after most recent prophylaxis

— No evidence of active TB on chest radiograph obtained within 3 months
prior to day 1 prerandomization
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210

211

212
213

214

A corrected QT interval (QTc) of > 450 msec in males or > 470 msec in females
at initial screening as assessed by the investigator, or history of long QT
syndrome

Active chronic or acute infection requiring treatment with systemic antibiotics,
antiviral, antiparasitic, antiprotozoal, or antifungals within 4 weeks before day 1
prerandomization.

Superficial skin infections within 2 weeks before day 1 prerandomization.

Severe depression, poorly controlled schizophrenia, or subjects who have had an
inpatient psychiatric admission within the last year. Subjects who are receiving a
psychiatric treatment regimen must be stable on treatment for at least 8 weeks
prior to study day 1.

Any of the following laboratory abnormalities at screening:
e Estimated glomerular filtration rate < 30 mL/min/1.73 m?

o Aspartate aminotransaminase (AST) or alanine aminotransaminase
(ALT) = 2.5 times the upper limit of normal (ULN)

e Neutrophil count < 1.5 x 10%/uL

Prior/Concomitant Therapy

217

218

219

220

221

222

Subjects for whom administration of the meningococcal vaccine provided in this
trial is contraindicated or medically inadvisable, according to local label of the
vaccine.

Subjects for whom administration of the tetanus, diphtheria, and pertussis
vaccine provided in this trial is contraindicated or medically inadvisable,
according to local label of the vaccine.

Subject is a recipient of any vaccine (except influenza virus vaccines or
coronavirus disease 2019 [COVID-19] vaccines) within 3 months prior to
screening, any meningococcal vaccine within 1 year prior to screening, or any
tetanus-, diphtheria-, or pertussis-containing vaccine within 5 years prior to
screening.

Treatment with any biologic immunosuppressive or immunomodulatory therapy
for AD or any other autoimmune, inflammatory, or allergic diseases

(eg, dupilumab, tralokinumab, lebrikizumab, other interleukin inhibitors,
anti-immunoglobulin E [IgE], tumor necrosis factor [TNF] inhibitors) within

12 weeks or 5 half-lives, whichever is longer, prior to day 1 prerandomization.

Any cell depletion therapy within 12 months from initial screening or until cell
count returns to normal before screening, whichever is longer.

Treatment with any of the following medications or therapies within 4 weeks or
5 half-lives, whichever is longer, prior to day 1 prerandomization:
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223

224

e Systemic corticosteroids (inhaled corticosteroids, intra-articular steroid
injection, eye, ear, or nasal drops containing corticosteroids are allowed,
suppositories, or enemas containing corticosteroids are not allowed)

e Systemic treatment with methotrexate, mycophenolate, calcineurin inhibitors,
or other immunosuppressants

e Phototherapy
e Oral or topical JAK inhibitors

Treatment with any of the following agents within 1 week before day 1
prerandomization:

e TCS of any potency

o TCI

e Topical PDE4

e Other topical immunosuppressive agents

« Combination topical agents containing aF
I FDE4 inhibitors, or other topical Immunosuppressive
agents

Treatment with live virus including live attenuated vaccination 12 weeks prior to
day 1 prerandomization.

Prior/Concurrent Clinical Study Experience

225

226

Previous participation in a study including rocatinlimab (formerly AMG 451 and
KHK4083) or any therapy selectively targeting OX40/0X40L and receipt of active
investigational product.

Currently receiving treatment in another investigational device or drug study, or
less than 30 days (16 weeks for Japan) since ending treatment on another
investigational device or drug study(ies) prior to day 1 prerandomization.
Other investigational procedures while participating in this study are excluded.

Other Exclusions

227

228

229

230

231

Female subjects of childbearing potential unwilling to use protocol-specified
method of contraception see Appendix 5 (Section 11.5) during treatment and for
an additional 16 weeks after the last dose of investigational product.

Female subjects who are breastfeeding or who plan to breastfeed while on study
through 16 weeks after the last dose of investigational product.

Female subjects planning to become pregnant while on study through 16 weeks
after the last dose of investigational product.

Female subjects of childbearing potential with a positive pregnancy test
assessed at initial screening and day 1 prerandomization by a highly sensitive
serum or urine pregnancy test, respectively.

Subiject likely to not be available to complete all protocol-required study visits or
procedures, and/or to comply with all required study procedures (eg, Clinical
Outcome Assessments [COAs]) to the best of the subject and investigator’s
knowledge.
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232  History or evidence of any other clinically significant disorder (including
concomitant dermatologic conditions such as psoriasis) or disease, including
non-AD dermatologic conditions (with the exception of those outlined above) that,
in the opinion of the investigator or Amgen physician, if consulted, would pose a
risk to subject safety, or interfere with the study evaluation, procedures or

completion.
5.3 Lifestyle Considerations
5.31 Meals and Dietary Restrictions

The pathogenesis of AD associated with food allergy is complex. The importance of diet
as a potential trigger of AD has been a subject of debate for a long time (Lever, 2001).
However, there is not enough evidence that can demonstrate improvement in AD
through dietary elimination, so this is not recommended routinely. Study subjects should
be encouraged to adhere to their usual diet and avoid any foods known to trigger allergic

sensitivity of their AD for the duration of the study.

5.3.2 Activity

Emotional stress, defined as general response of the body to external or internal
challenges to the AD pathology, can impact disease severity. Factors like lifestyle and
leisure activities may change the behavior of immune cells in AD with an impact on the
evolution of the disease (Bridgette and Noren, 2017). However, there is not enough
evidence that can demonstrate improvement in AD through specific activity elimination,
so this is not recommended routinely. Study subjects should be encouraged to adhere

to usual activity and avoid any activities known to affect their AD.

54 Subject Enroliment

Before subjects begin participation in any study-specific activities/procedures, Amgen
requires a copy of the site’s written instit