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1. Protocol Summary

1.1. Synopsis

Protocol Title: A Phase 1, Participant- and Investigator-blinded, Randomized, Single-dose
Study to Investigate the Safety and Pharmacokinetics of Lebrikizumab in Healthy Chinese
Participants

Brief Title: A study to investigate the safety and pharmacokinetics of a single subcutaneous dose
of lebrikizumab compared with placebo in healthy Chinese participants

Regulatory Agency Identifier Number: Not applicable
Rationale: Study J2T-MC-KGBYV will assess the safety, tolerability, and pharmacokinetics (PK)

of 250- and 500-mg subcutaneous (SC) single doses of lebrikizumab (LY3650150) in healthy
Chinese participants.

Objectives and Endpoints:

Objectives Endpoints

Primary

To describe the safety of single SC doses of Incidence of TEAEs and SAEs
250 mg and 500 mg lebrikizumab in healthy
Chinese participants

Secondary

To evaluate the PK of single SC doses of Cmax> AUC(0-0), and AUC(0-tjast) of
250 mg and 500 mg lebrikizumab in healthy lebrikizumab
Chinese participants

Abbreviations: AUC(0-t},5) = area under the concentration versus time curve from time zero to t, where t is the last

time point with a measurable concentration; AUC(0-c0) = area under the concentration versus time curve from time
zero to infinity; Cp,x = maximum observed drug concentration; PK = pharmacokinetic; SAE = serious adverse

event; SC = subcutaneous; TEAE = treatment-emergent adverse events.
Overall Design:

This is a Phase 1, participant- and investigator-blinded, randomized, placebo-controlled, single-
dose study to investigate the safety, tolerability, and PK of lebrikizumab in healthy Chinese
participants.

Brief Summary:

Participants will be assigned sequentially into 1 of 2 cohorts, each with 12 participants. Within
each cohort, participants will be randomized in a blinded manner to lebrikizumab or placebo.
The planned doses are as follows:
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1 Cohort 1: single 250 mg dose of lebrikizumab or placebo via SC injection (n=12;
10 lebrikizumab, 2 placebo)

] Cohort 2: single 500 mg dose of lebrikizumab or placebo via SC injection (n=12;
10 lebrikizumab, 2 placebo)

Screening period
All participants will be screened within 28 days prior to enrollment.
Inpatient period

Eligible participants will be admitted to the clinical research unit (CRU) on Day -1. On Day 1,
participants will be randomized, and will receive either lebrikizumab or placebo via SC injection.

Participants may be allowed to leave the CRU after completing assessments on Day 8, or later at

Follow-up period

Participants will return for PK and immunogenicity sampling and safety assessments at
predefined times up to approximately 120 days postdose.

Safety and tolerability will be assessed through safety laboratory assessments, 12-lead
electrocardiograms, vital sign measurements, recording of adverse events, and physical
examinations.

Study Population:

Overtly healthy male and female participants aged 18 to 65 years, inclusive, with a body mass
index within the range of 18.0 to 28.0 kg/m?, inclusive, who are native Chinese and born in

1 CHT@ CT T O O T O T (CT CLQ T I T T T I
grandparents are of Chinese origin. Due to effect of body weight on PK, enrolment of
participants with similar body weights between the cohorts is preferred.

Number of Participants:

Approximately 24 healthy Chinese participants who have satisfied the entry criteria and
completed all screening assessments will be enrolled to ensure at least 20 evaluable participants
complete the study.

Intervention Groups and Duration:
The duration of the study is approximately 21 weeks, and will consist of 3 periods:
1 Screening period: Day -28 to Day -2
1 Inpatient period: Day -1 to Day 8
o single SC dose of 250 mg or 500 mg lebrikizumab, or placebo, on Day 1
"1 Follow-up period: discharge until Day 120 + 3 days.
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Ethical Considerations of Benefit/Risk:

No clinically significant safety concerns have been identified to date for lebrikizumab up to the
highest SC dose given of 500 mg. The highest SC dose of 500 mg has been investigated in Study
J2T-DM-KGAS/ILR4660g, a Phase 2 dose-ranging study to evaluate 125, 250, or 500 mg SC of
lebrikizumab in adult participants with stable asthma. The safety findings from Study KGAS
showed that lebrikizumab was generally well tolerated. Although there was a greater proportion
of lebrikizumab-treated participants in the 500 mg dose group, 75% had 1 or more AEs
compared with the 2 lower dose groups, 64.2% in both the 125- and 250-mg dose groups; most
AEs were mild or moderate in severity, and of the AEs with the highest severity, most were
considered not related to the study drug. No SAEs related to the drug or deaths were reported in
the 500-mg dose group.

There is no anticipated therapeutic benefit for the participants in this study. However,
participants may benefit from the screening procedures, through detection of unknown health
issues, even if they receive no therapeutic benefit from the study.

Data Monitoring Committee: No

Approved on 01 Sep 2023 GMT



CONFIDENTIAL

1.2. Schema

Screening Resident in CRU
A

Protocol number J2T-MC-KGBV

Outpatient visits

|

|
| | |
HEEERER
2 5 8

Day -28to-2 -1 1

Lebrikizumab or Placebo
Administration

Abbreviations: CRU = clinical research unit; ED = early discontinuation.
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1.3.

Schedule of Activities (S0A)

Protocol number J2T-MC-KGBV

Screening Inpatient Period Follow-up Period Comments
Visit 1 2 314|567 8 9 10 | 11 | 12 | 13 | 14 15
Day | -28to -2 -1 1 2 |5 11 [15]22]29|36| 43 | 50 | 57 | 64 | 71 | 85 | 99| 120
+ |+ | £ | £ | £ | £2 | £2 | £2 | £2 | £3 | £3 | £3 | F3 or

Procedure 1 yla21 212 ED

Informed consent X

Medical history

and demographics

Review and

confirm inclusion/ X X

exclusion criteria

Admission to %

CRU

Discharge from

CRU

Outpatient visit X X[ X[ X X[ X | X X X X X X | X X

Randomization X

Height X

Weight and BMI X X X
Ultrasound
examination (for

Ultrasound example,

L X .

examination abdominal) as
deemed clinically
necessary.

Serology X See Section 10.2

TB testing X See Section 10.2
A lateral chest

Chest x-ray x-ray may be

. . performed if
(posterior-anterior X

view)

clinically or
radiologically
indicated.
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Ethanol test and
urine drug screen

May be repeated at
additional time
points at

(T I

discretion.

FSH (females
only)

See Sections 10.2
and 10.4.

Pregnancy test
(WOCBP only)

Serum test at
screening only.
Urine test at all
other time points.
See Sections 10.2
and 10.4.

Lebrikizumab or

placebo X See Section 6.1.

administration
Full physical
examination at
screening or

. Day -1.

Phy51.ca1 . X Syr}rllptom-directed

examination .
examinations at
other times, and at
[T IO TITg
discretion.
Predose D1
conducted within

Vital signs 2h predose.

(sitting pulse rate P Postdose

and blood 3}’1 24h X[ X[ X[ X |X]| X X assessment 3+1h.

pressure) and Time points may

body temperature be added at
(T TIOTTTIIg
discretion.
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May be obtained
at additional times,

Single 12-.1ead X P, 24h X if deemed
ECG (supine) 3h ..
clinically
necessary.
Hematology, D1 collected
chemistry, and X X | P X | X X X X X X X X within 2h predose.
urinalysis See Section 10.2.
cpz)lilj(r)ll(rilitant If an AE of an ISR
. X X [ X X [ XIX| X[ X|X|X|X| X X X X X X | X X is reported, see
medication :
. Section 8.2.6.2.
recording
Lebrikizumab PK ploan I xIxl x| x| x| x x % x % x D.l clollected
sample within 2h predose.
Immunogenicity p x x % x D.l clollected
sample within 2h predose.

Abbreviations: AE = adverse event; BMI = body mass index; CRU = clinical research unit; D = day; ECG = electrocardiogram; ED = early discontinuation;
FSH = follicle-stimulating hormone; h = hour; ISR = injection site reaction; PK = pharmacokinetic; P = predose; TB = tuberculosis; WOCBP = women of
childbearing potential.

Note: if multiple procedures take place at the same time point, the following order of the procedure should be used: ECG, vital signs, and venipuncture.

12
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2. Introduction

2.1. Study Rationale

Study J2T-MC-KGBV (KGBV) will assess the safety, tolerability, and PK of 250- and 500-mg
SC single doses of lebrikizumab (LY3650150) in healthy Chinese participants.

2.2. Background

Lebrikizumab (LY3650150) is a monoclonal antibody based on the human immunoglobulin G4
antibody stabilized by a mutated Fc region. Lebrikizumab binds specifically to soluble IL-13 and
blocks IL-13 signaling through the IL-4 receptor alpha/IL-13 receptor alpha 1 pathway, thereby
preventing the downstream effects of human IL-13 with high potency.

Lebrikizumab has been investigated for the treatment of
e atopic dermatitis (AD)
e asthma
e chronic obstructive pulmonary disease
e idiopathic pulmonary fibrosis, and
e refractory Hodgkin lymphoma.
Currently, lebrikizumab is being actively developed for the treatment of AD.

A detailed description of the chemistry, pharmacology, efficacy, and safety of lebrikizumab is
provided in the IB.

Safety summary

As of the IB cutoff date of 01 May 2023, 552 healthy participants and an estimated

6360 participants have been exposed to at least 1 dose of lebrikizumab. Single IV doses up to 10
mg/kg and multiple SC doses up to 500 mg have been administered to humans in clinical trials
without dose-limiting toxicity.

Healthy participants

Lebrikizumab has been evaluated in 6 healthy participant studies. Single IV doses administered
comprised 0.1, 0.3, 1.0, 3.0, and 5.0 mg/kg. Single SC doses administered comprised 1 mg/kg,
and 37.5, 125, 250, and 375 mg.

No deaths were reported in healthy participant studies. Eight treatment-emergent SAEs were
reported in lebrikizumab-treated participants. All events were assessed by the investigator as not
related to lebrikizumab. No SAE preferred term was reported in more than 1 participant. No
participants discontinued the study treatment due to AEs. The most commonly reported TEAE in

13
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greater than 5% of participants was headache. The majority of events were mild or moderate in
severity.

Participants with atopic dermatitis, asthma, and other indications

Lebrikizumab has been evaluated in 2562 participants with AD, 3321 participants with asthma,
and 477 participants with other indications. Multiple SC doses administered included 37.5 to 500
mg, and IV doses of 0.1 to 10 mg/kg. In participants with AD, the overall frequency of
participants with at least 1 TEAE was similar in the lebrikizumab and placebo groups.
Conjunctivitis, nasopharyngitis, and headache were the most frequently reported events for
lebrikizumab-treated participants. Most TEAEs were mild or moderate in severity. The
frequency of participants reporting at least I SAE was 1.1% in the lebrikizumab group and 1.8%
in the placebo group. No SAEs were reported by more than 1 participant. Four deaths were
reported in the lebrikizumab treatment group, none of which were assessed by the investigator as
related to treatment. The overall safety profile of lebrikizumab in other indications was
consistent with the safety profile of lebrikizumab in the AD population, with the exception of
events that have been observed in the underlying disease state being studied or known associated
comorbidities.

Pharmacokinetic summary

In clinical studies to date, lebrikizumab has exhibited linear PK in humans with no
target-mediated drug disposition over a dose range of 37.5 to 500 mg. A 2-compartment
population PK model with first-order absorption and linear clearance best described the PK of
lebrikizumab in participants with AD and healthy participants over this dose range. Maximal
serum concentrations were generally achieved 7 to 8 days after SC administration. Based on the
population PK model, the elimination half-life of lebrikizumab was approximately 25 days, the
estimated bioavailability following SC administration was 86%, and exposure was dose
proportional over a dose range of 37.5 to 500 mg SC. Clearance was approximately 0.154 L/day,
with 24.7% inter-individual variability.

The PK profiles were compared for the 2 maintenance dosing regimens studied in Phase 3,
lebrikizumab 250 mg Q2W and 250 mg Q4 W, following the 500 mg loading doses at Weeks 0
and 2. The median lebrikizumab concentrations were approximately 50% lower for 250 mg Q4W
dosing compared to 250 mg Q2W. Some overlap in lebrikizumab concentrations was predicted
in comparison of the 5™ and 95 percentiles between 250 mg Q2W and 250 mg Q4W.

Based on the evaluation of the influence of intrinsic and extrinsic factors on lebrikizumab PK
across time, no significant effects of the following covariates were identified: age, sex, race,
injection site location, disease state, and markers of hepatic and renal function (ALT, AST, and
estimated glomerular filtration rate). Body weight was the only factor identified as a significant
covariate on lebrikizumab PK, but the Exposure-Response model suggests no dose adjustment
on the basis of body weight is needed for the population in the AD studies.

The PK of lebrikizumab in Japanese and White healthy participants was investigated in a Phase 1
study J2T-DM-KGAZ (KGAZ)/GB25741 following single SC administration of 125, 250, and

14
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375 mg doses. Based on this study, there were no meaningful differences in PK between
Japanese and White participants at all 3 dose levels.

Anti-lebrikizumab antibodies

In the completed studies of participants with AD, 2.8% to 3.4% of participants developed ADA.
In general, the presence of anti-lebrikizumab antibodies had no apparent impact on PK results,
and overall there was no relationship between anti-lebrikizumab antibody status and efficacy or
safety events. In a completed Phase 1 study of healthy participants, the incidence of TE ADA+
participants ranged between 4.2% and 5.0% depending on the adopted injection system,
autoinjector or prefilled syringe, respectively. Due to the low immunogenicity, no conclusion
could be drawn on the impact of TE ADA on safety.

2.3. Benefit/Risk Assessment

This study will evaluate single SC doses of 250 and 500 mg lebrikizumab. The justification of
these doses can be found in Section 4.3.

No clinically significant safety concerns have been identified to date for lebrikizumab up to the
highest SC dose given of 500 mg as described in Section 2.2. The highest SC dose of 500 mg has
been investigated in Study J2T-DM-KGAS/ILR4660g, a Phase 2 dose-ranging study to evaluate
125, 250, or 500 mg SC of lebrikizumab in adult participants with stable asthma (Noonan et al,
2013). The safety findings from Study KGAS showed that lebrikizumab was generally well
tolerated. Although there was a greater proportion of lebrikizumab-treated participants in the 500
mg dose group, 75% had 1 or more AEs compared with the 2 lower dose groups, 64.2% in both
the 125- and 250-mg dose groups; most AEs were mild or moderate in severity, and of the AEs
with the highest severity, most were considered not related to the study drug. No SAEs related to
the drug or deaths were reported in the 500-mg dose group.

There is no anticipated therapeutic benefit for the participants in this study. However,
participants may benefit from the screening procedures, through detection of unknown health
issues, even if they receive no therapeutic benefit from the study.

Detailed information about the known and expected benefits, risks, and reasonably expected AEs
of lebrikizumab may be found in the IB.
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Objectives

Endpoints

Primary

To describe the safety of single SC doses of
250 mg and 500 mg lebrikizumab in healthy
Chinese participants

Incidence of TEAEs and SAEs

Secondary

To evaluate the PK of single SC doses of
250 mg and 500 mg lebrikizumab in healthy
Chinese participants

Ciax, AUC(0-0=CTT( — :T-tj5¢) of
lebrikizumab

Exploratory

To assess the immunogenicity of single SC
doses of 250 mg and 500 mg lebrikizumab in
healthy Chinese participants

Incidence of TE ADA

Abbreviations: AUC(0-t},5;) = area under the concentration versus time curve from time zero to t, where t is the last

time point with a measurable concentration; AUC(0- = (LI IO T T CCTnq e (I O
zero to infinity; Cp,x = maximum observed drug concentration; PK = pharmacokinetic; SAE = serious adverse

event; SC = subcutaneous; TE ADA = treatment-emergent anti-drug antibody; TEAE = treatment-emergent adverse

events.
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4, Study Design

4.1. Overall Design

This is a Phase 1, participant- and investigator-blinded, randomized, placebo-controlled, single-
dose study to investigate the safety, tolerability, and PK of lebrikizumab in healthy Chinese
participants.

Approximately 24 healthy Chinese participants who have satisfied the entry criteria and
completed all screening assessments will be enrolled to ensure at least 20 evaluable participants
complete the study. Due to effect of body weight on PK, enrolment of participants with similar
body weights between the cohorts is preferred. Participants will be assigned sequentially into 1
of 2 cohorts, each with 12 participants. Within each cohort, participants will be randomized in a
blinded manner to lebrikizumab or placebo. The planned doses are as follows:

e Cohort I: single 250 mg dose of lebrikizumab or placebo via SC injection (n=12;
10 lebrikizumab, 2 placebo)

e Cohort 2: single 500 mg dose of lebrikizumab or placebo via SC injection (n=12;
10 lebrikizumab, 2 placebo)

The duration of the study is approximately 21 weeks, and will consist of 3 periods:
e Screening period: Day -28 to Day -2
e Inpatient period: Day -1 to Day 8
o single SC dose on Day 1
e Follow-up period: discharge until Day 120 + 3 days.
Screening period
All participants will be screened within 28 days prior to enrollment.
Inpatient period

Eligible participants will be admitted to the CRU on Day -1. On Day 1, participants will be
randomized, and will receive either lebrikizumab or placebo via SC injection.

Participants may be allowed to leave the CRU after completing assessments on Day 8, or later at
the investigator’s discretion.

Follow-up period

Participants will return for PK and immunogenicity sampling and safety assessments at
predefined times up to approximately 120 days postdose.

Safety and tolerability will be assessed through safety laboratory assessments, 12-lead ECGs,
vital sign measurements, recording of AEs, and physical examinations.

4.2. Scientific Rationale for Study Design
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4.3. Justification for Dose

4.4. End of Study Definition
The end of the study is defined as the date of the last visit of the last participant in the study.
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A participant is considered to have completed the study if the participant has completed all
periods of the study including the last visit or the last scheduled procedure shown in the SoA for
the last participant.
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5. Study Population

Participant eligibility for enrollment in the study is based on the criteria listed in this section. The
inclusion and exclusion criteria used to determine eligibility should only apply at screening or
other specified visits, and not continuously throughout the study.

Prospective approval of protocol deviations to recruitment and enrollment criteria, also known as
protocol waivers or exemptions, is not permitted.

5.1. Inclusion Criteria
Participants are eligible to be included in the study only if all of the following criteria apply:
Age

1. Participant must be 18 to 65 years of age, inclusive, at the time of signing the informed
consent.

Type of participant and disease characteristics

2. Are overtly healthy as determined by medical evaluation including medical history,
physical examination, safety laboratory assessments, ECGs, and vital signs.

3. Participants must be native Chinese and born in China@ | [ [ [T (C LTI TIOIEE T
parents and all 4 [T(TIT( (OO O T COO (O

4. Have safety laboratory assessment results within normal reference range for the
population or investigative site, or results with acceptable deviations that are judged to be
not clinically significant by the investigator.

5. Have venous access sufficient to allow for blood sampling as per the protocol.

Agree not to donate blood or plasma until after the end of their participation in the study.

7. Are reliable and willing to make themselves available for the duration of the study and
are willing to follow study procedures.

Weight

3

8. Have a body mass index within the range of 18.0 to 28.0 kg/m?, inclusive.
Sex and contraceptive/barrier requirements

9. Male or female
1 Males may participate in this study. No male contraception is required except in
compliance with specific local government study requirements.
"1 Females of childbearing potential and females not of childbearing potential may
participate in this study.

Contraceptive use by participants should be consistent with local regulations regarding the
methods of contraception for those participating in clinical studies. For the contraception
requirements of this protocol, see Section 10.4.
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Informed consent

10.

S5.2.

Are capable of giving signed informed consent as described in Section 10.1, which
includes compliance with the requirements and restrictions listed in the ICF and in this
protocol.

Exclusion Criteria

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

Medical conditions

11.

12.

13.

14.

15.

16.
17.

18.

19.

20.

21.

22.
23.

Have known allergies to lebrikizumab, related compounds, or any components of the
formulation, or history of anaphylaxis as defined by the Sampson criteria (Sampson et al.
20006).

Have an abnormality in the 12-lead ECG that, in the opinion of the investigator, increases
the risks associated with participating in the study or may confound ECG data analysis.
Have an abnormal blood pressure or pulse rate as determined to be clinically significant
by the investigator.

Have a history or presence of cardiovascular, respiratory, hepatic, renal, gastrointestinal,
endocrine, hematological, or neurological disorders capable of significantly altering the
absorption, metabolism, or elimination of drugs; of constituting a risk when taking the
investigational product; or of interfering with the interpretation of data.

Have a history or presence of psychiatric disorders deemed clinically significant by the
investigator.

Have significant allergies to monoclonal antibodies.

Clinically significant multiple or severe drug allergies, or severe posttreatment
hypersensitivity reactions, including, but not limited to, erythema multiforme major,
linear immunoglobulin A dermatosis, toxic epidermal necrolysis, history of anaphylaxis,
and exfoliative dermatitis.

Current or chronic history of liver disease. This includes, but is not limited to, hepatitis
virus infections, drug- or alcohol-related liver disease, nonalcoholic steatohepatitis,

O CLT(C LI T (O CITCII (LTI ITQ +] antitrypsin deficiency,
primary biliary cholangitis, primary sclerosing cholangitis, or any other liver disease
considered clinically significant by the investigator.

Known hepatic or biliary abnormalities, with the exception of Gilberts syndrome or
asymptomatic gallstones.

Have donated blood of more than 500 mL within the previous 4 weeks of study
screening.

Have had lymphoma, leukemia, or any malignancy within the past 5 years except for
basal cell or squamous epithelial carcinomas of the skin that have been resected with no
evidence of metastatic disease for 3 years.

Have had breast cancer within the past 10 years.

Are females who are pregnant or intend to become pregnant, or lactating.
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Prior/concomitant therapy

24.

25.

26.

27.

Have received treatment with biologic agents, such as monoclonal antibodies, including
marketed drugs, within 3 months or 5 half-lives, whichever is longer, prior to dosing.
Have previously completed or withdrawn from this study or any other study investigating
lebrikizumab.

Have used or intend to use over-the-counter, prescription medication including herbal
medications and traditional Chinese medicines within 7 days, or 14 days if the drug is a
potential enzyme inducer, or 5 half-lives, whichever is longer, prior to dosing. Stable
doses of hormone contraceptives, hormone-replacement therapy or thyroid replacement
are permitted, at the discretion of the investigator. Supplements, for example vitamin
supplements, may be permitted at the discretion of the investigator.

Have received a live vaccine, including attenuated live vaccines, within 12 weeks prior to
screening or plan to receive such vaccines during the study. It is suggested that
participants do not receive non-live or inactivated vaccinations from 2 weeks prior to
until 2 weeks after lebrikizumab dosing.

Prior or concurrent clinical study experience

28.

29.

Are currently enrolled in any other clinical study involving an investigational product or
any other type of medical research judged not to be scientifically or medically compatible
with this study.

Have participated in a clinical trial involving an investigational product within 30 days or
5 half-lives, whichever is longer, prior to screening. If the clinical trial involved treatment
with biologic agents, such as monoclonal antibodies, including marketed drugs, at least

3 months or 5 half-lives, whichever is longer, should have elapsed prior to dosing.

Diagnostic assessments

30.
31.

32.

33.

34.

Regularly use known drugs of abuse or show positive findings on drug screening.
Show evidence of human immunodeficiency virus infection or positive human
immunodeficiency virus antibodies.
Have a positive HCV antibody test. Participants with a positive HCV antibody test at
screening can be included only if a confirmatory HCV RNA test is negative.
Show evidence of hepatitis B and/or positive hepatitis B surface antigen or hepatitis B
core antibody.
Show evidence of active or latent TB, as documented through
"] medical history
1 examination
] posterior to anterior chest x-rays read by a radiologist, pulmonologist, or
designee; a lateral chest x-ray may be performed if clinically or radiologically
indicated, or
1 positive, not indeterminate, QuantiFERON®-TB Gold test or T-SPOT® TB test or
have had household contact with a person with active TB, unless appropriate and
documented prophylaxis treatment has been given. If a repeat test is also
indeterminate, the participant will not be eligible. Participants with any history of

22
Approved on 01 Sep 2023 GMT



CONFIDENTIAL Protocol number J2T-MC-KGBV

35.
36.

37.

active TB are excluded from the study, regardless of previous or current TB
treatments. The choice to perform a QuantiFERON-TB Gold test or a T-SPOT TB
test will be made by the investigator according to local standard of care.

ALT or AST greater than 1.5 x ULN.

Total bilirubin greater than 1.5 x ULN. Isolated bilirubin greater than 1.5 X ULN is

acceptable if TBL is fractionated and direct bilirubin is less than 35%.

Absolute eosinophil count greater than ULN.

Infections

38.

39.

40.

41.

Have had a serious infection, such as pneumonia, cellulitis, sepsis; have been hospitalized
or have received IV antibiotics for an infection within 12 weeks prior to Day 1; have had
a serious bone or joint infection within 24 weeks prior to Day 1; have ever had an
infection of an artificial joint; or are immunocompromised to an extent that participation
in the study would pose an unacceptable risk to the participant as determined by the
investigator.

Have or have had an infection typical of an immunocompromised host or that occurs with
increased incidence in an immunocompromised host, including, but not limited to,
Pneumocystis jirovecii pneumonia, histoplasmosis, or coccidioidomycosis, or have a
known immunodeficiency.

Have or have had a herpes simplex infection, herpes zoster infection, or any other
clinically apparent varicella zoster virus infection within 12 weeks of Day 1.

Have had any other active or recent infection within 4 weeks of Day 1 that, in the opinion
of the investigator, would pose an unacceptable risk to the participant if participating in
the study; these participants may be rescreened once at least 4 weeks after documented
resolution of symptoms.

Other exclusion criteria

42.

43.

44,

45.
46.

47.

48.

Are Lilly employees or are employees of a third-party organization involved with the
study.

Are investigator site personnel directly affiliated with this study or their immediate
families. Immediate family is defined as a spouse, parent, child, or sibling, whether
biological or legally adopted.

Have an average weekly alcohol intake exceeding greater than 21 units for males or
greater than 14 units for females. One unit is equivalent to 8 g of alcohol, which is
equivalent to a half pint, approximately 240 mL, of beer, one 125 mL glass of wine, or
one 25 mL measure of spirits.

Are unwilling to stop alcohol consumption 24 hours prior to each study visit.

Smoke more than 10 cigarettes per day or the equivalent including electronic cigarettes or
are unable to abide by CRU smoking restrictions.

Have excessive tattoos, scars, moles, skin hyperpigmentation, birth marks, or stretch
marks over either arm, either thigh, or either side of the abdomen that would interfere
with injection-site assessments.

In the opinion of the investigator, are unsuitable for inclusion in the study.
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5.3. Lifestyle Considerations

Throughout the study, participants may undergo medical assessments and review of compliance
with requirements before continuing in the study.

5.3.1. Meals and Dietary Restrictions

Participants will receive a light breakfast on the morning of Day 1 prior to dosing. Standard
meals will be provided at all other times while participants are resident at the CRU, per the
| o —I(CTITTE

5.3.2. Substance Use: Caffeine, Alcohol, and Tobacco

Caffeine

Participants will not be allowed to consume caffeinated products during study visits and while
resident at the CRU, but otherwise participants will be allowed to maintain their regular caffeine
consumption.

Alcohol

Alcohol consumption is not permitted while participants are resident at the CRU and for
24 hours prior to each study visit. Alcohol intake during outpatient periods should not exceed
3 units per day for males or 2 units per day for females.

Tobacco

Participants must abide by the CRU smoking restrictions during study visits and while resident at
the CRU.

5.3.3. Activity

Exercise

Participants will be advised to maintain their regular levels of physical activity or exercise;
however, they should not undertake vigorous or prolonged exercise within 48 hours prior to any
visit in which laboratory safety tests will occur. While certain study procedures are in progress at
the site, participants may be required to remain recumbent or sitting.

Blood or blood products donation

Study participants should be instructed not to donate blood or blood products during the study
until the end of study participation.

5.4. Screen Failures

A screen failure occurs when a participant who consents to participate in the clinical study is not
subsequently assigned to study intervention.

Rescreening is not permitted. Repeating of laboratory tests during the screening period or
repeating screening tests to comply with the protocol-designated screening period does not
constitute rescreening.
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5.5. Criteria for Temporarily Delaying Randomization of a Participant

Not applicable.
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6. Study Interventions and Concomitant Therapy

Study intervention is defined as any medicinal products or medical devices intended to be
administered to or used by a study participant according to the study protocol.

6.1. Study Interventions Administered

This table lists the interventions used in this clinical study.

Intervention Name Lebrikizumab Placebo

Dosage Formulation 250 mg (125 mg/mL), 2 mL solution for Placebo solution in a prefilled syringe
injection in a prefilled syringe with needle | with needle safety device
safety device

Dosage Levels Cohort 1: 250 mg (1 injection of 250 mg) | Not applicable

Cohort 2: 500 mg (2 injections of 250 mg)

Route of Administration Subcutaneous Subcutaneous
Dosing Instructions Single dose administration Single dose administration
Packaging and Labeling Study interventions will be supplied by the sponsor or its designee in accordance

with current Good Manufacturing Practice. Study interventions will be labeled as
appropriate for country requirements.

6.1.1. Administration Details

Lebrikizumab or placebo will be administered by the investigator or designee, using a prefilled
syringe with needle safety device. Each prefilled syringe is intended for a single 2 mL dose,
250 mg, administered subcutaneously in the abdomen, thigh, or back of the upper arm.
Whenever possible, study drug administration should be carried out by the same personnel. The
location of the injection(s) will be recorded. Multiple injections making up a single dose for
Cohort 2 should be apart from each other, so ISRs, if any, can be observed separately.
Administration of placebo will match that for lebrikizumab as either 1 or 2 injections.
Participants may stay in the semi-recumbent position for 2 hours following study drug
administration, where possible.

6.2. Preparation, Handling, Storage, and Accountability

The investigator or designee must confirm appropriate storage conditions have been maintained
during transit for all study intervention received and any discrepancies are reported and resolved
before use of the study intervention.

Only participants enrolled in the study may receive study intervention. Only authorized study
personnel may supply, prepare, or administer study intervention.
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All study intervention must be stored in a secure, environmentally controlled, and monitored,
manual or automated, area in accordance with the labeled storage conditions with access limited
to the investigator and authorized study personnel.

The investigator or authorized study personnel are responsible for study intervention
accountability, reconciliation, and record maintenance, that is, receipt, reconciliation, and final
disposition records.

Further guidance and information for the final disposition of unused study interventions are
provided in the pharmacy manual.

Note: In some cases, sites may destroy the material if, during the investigative site selection, the
evaluator has verified and documented that the site has appropriate facilities and written
procedures to dispose of clinical materials.

6.3. Assignment to Study Intervention

On Day 1, participants will be assigned a unique randomization number in ascending numerical
order. The randomization number will indicate [T (I ION(C LTI CEI( I (Iebrikizumab or
placebo, according to the randomization schedule generated prior to the study by the statistics
department at the sponsor or its designee. Due to effect of body weight on PK, enrolment of
participants with similar body weights between the cohorts is preferred. Each participant will be

CIOEE T T T L T T (@ (O (O OO O T ]

number.

6.4. Blinding

This is a participant- and investigator-blind study. The sponsor will not be blinded to treatment
assignment; however, to preserve the blinding of the study, a minimum number of Lilly
personnel and staff at the CRU, namely, CRU pharmacy staff, will see the randomization table
before the study is complete. Individuals involved in the blinding of the study intervention will
not be involved in any of the clinical aspects of the study, including study intervention
administration and AE assessments.

Participants will be randomly assigned in a 5:1 ratio to receive lebrikizumab and placebo. All
study site personnel, except staff who prepare or dispense study medication, will remain blinded
I EERE (RRREEN (R (RN RN (RN E AT (I (R (N (W )

To maintain this blind, an otherwise uninvolved third party, unblinded site or CRU pharmacy
staff, will be responsible for the removal of the tear-off portion of the label and dispensation of
all study intervention and will endeavor to ensure that there are no differences in time taken to
dispense following randomization.

In the event of a quality assurance audit, the auditor will be allowed access to unblinded study
intervention records at the site to verify that randomization or dispensing has been done
accurately.

Emergency codes will be available to the investigator. A code, which reveals the study
intervention for a specific study participant, may be opened during the study only if the
CTTMM T TR T O QI IO T O (T (T TR
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In case of an emergency, the investigator has the sole responsibility for determining if unblinding

CTQCCT A I T QO CET Q) O C Q) CETI CEC CETETq( B[ 1(
COTAMI T CT T ) CRQCITT C T T T T T T O (T T
Where feasible and when timing of the emergent situation permits, the investigator should
NI (0T Qu (] (L ( (O OO T OO (T

assignment. If the investigator decides that unblinding is warranted, it is the responsibility of the
investigator to promptly document the decision and rationale and notify Lilly as soon as possible.

Upon completion of the study, all codes must be returned to Lilly or its designee.

If an investigator, site personnel performing assessments, or participant is unblinded, the
participant must be discontinued from the study. In cases where there are ethical reasons to have
the participant remain in the study, the investigator must obtain specific approval from a sponsor
clinical research physician or clinical pharmacologist for the participant to continue in the study.
6.5. Study Intervention Compliance

Study intervention will be administered under medical supervision by the investigator or
designee. The dose of study intervention and study participant identification will be confirmed
prior to the time of dosing. The date and time of each dose administered will be recorded in the
source documents and will be provided to the sponsor as requested.

6.6. Dose Modification

Dose adjustments are not permitted in this study.

6.7. Continued Access to Study Intervention after the End of the Study

Study intervention will not be made available after conclusion of the study to participants.

6.8. Treatment of Overdose

For this study, any dose of study intervention greater than the dose of study intervention assigned
through randomization will be considered an overdose.

The sponsor does not recommend specific treatment for an overdose.
In the event of an overdose, the investigator should
1 contact the medical monitor immediately

1 evaluate the participant to determine, in consultation with the medical monitor, whether
study intervention should be interrupted or whether the dose should be reduced

1 closely monitor the participant for any AE or SAE and laboratory abnormalities as
medically appropriate, and

] obtain a blood sample for PK analysis if requested by the medical monitor, determined on
a case-by-case basis.
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6.9. Prior and Concomitant Therapy

Any medication or vaccine, including over-the-counter or prescription medicines, vitamins, or
herbal supplements, or other specific categories of interest that the participant is receiving at the
time of enrollment or receives during the study must be recorded along with the

] reason for use
] dates of administration including start and end dates, and

71 dosage information including dose and frequency for concomitant therapy of special
interest.

The medical monitor should be contacted if there are any questions regarding concomitant or
prior therapy.

Participants must abstain from taking over-the-counter, prescription medication including herbal
medications and traditional Chinese medicines within 7 days, or 14 days if the drug is a potential
enzyme inducer, or 5 half-lives, whichever is longer, prior to dosing and throughout the study. In
addition, prior to dosing, the participant must also abstain from taking

1 biologic agents, s