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PROTOCOL AUTHORIZATION

Title: A 2-Stage Adaptive Design, Phase 2 Study to Evaluate the Efficacy, Safety and
Tolerability of CBL-514 Injection for Reducing Abdominal and Thigh Subcutaneous Fat

As Caliway Biopharmaceuticals Australia Pty Ltd. (“Sponsor”) representative, I confirm that the
study protocol was subjected to critical review. The information it contains is consistent with
current knowledge of the risks and benefits of the investigational product (IP), as well as with the
moral, ethical, and scientific principles governing clinical research as set out in the current
Declaration of Helsinki (Ethical Principles for Medical Research Involving Human Subjects) and
the International Conference on Harmonisation guidelines on Good Clinical Practice (GCP).

Signature Date

I / Dircctor

Name / Title

Caliway Biopharmaceuticals Australia Pty Ltd
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INVESTIGATOR’S AGREEMENT

Title: A 2-Stage Adaptive Design, Phase 2 Study to Evaluate the Efficacy, Safety and
Tolerability of CBL 514 Injection for Reducing Abdominal and Thigh Subcutaneous Fat

All documentation for this study that is supplied to me and that has not been previously
published will be kept in the strictest confidence. This documentation includes this study
protocol, Investigator's Brochure(s) (IB), electronic Case Report Forms (¢CRFs), and other
scientific data.

The study will not be commenced without the prior written approval of a properly constituted
Institutional Review Board (IRB)/Independent Ethics Committee (IEC). No changes will be
made to the study protocol without the prior written approval of the Sponsor and the Ethics
Committee, except where necessary to avert an immediate hazard to the subjects.

I have read the protocol and agree to conduct this trial in accordance with all stipulations of the
protocol and in accordance with GCP guidelines, the Declaration of Helsinki, and local
regulations (as applicable).

I acknowledge that I am responsible for the overall study conduct. I agree to personally conduct
or supervise the described clinical study. I agree to ensure that all associates, colleagues, and
employees assisting in the conduct of the study at my site are informed about their obligations.
Mechanisms are in place to ensure that site staff receive the appropriate information throughout
the study.

Investigator:

Printed name

Investigational Site:

Signed: Date:

Signature of Investigator
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PROCEDURES IN CASE OF EMERGENCY

Table 1: Emergency Contact Information

Role in Study Name Address and Telephone Number

Study Project Manager ] Caliway Biopharmaceuticals Australia Pty
Ltd
|
|
|

Medical Monitor / I |

24-hour Emergency Contact e
]
|
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2. SYNOPSIS

Name of Sponsor/Company:
Caliway Biopharmaceuticals Australia Pty Ltd.

Name of Investigational Product:
CBL-514

Name of Active Ingredient:

Protocol Number:
CBL-0202

Title of Study:

A 2-Stage Adaptive Design, Phase 2 Study to Evaluate the Efficacy, Safety and Tolerability of CBL-
514 Injection for Reducing Abdominal and Thigh Subcutaneous Fat

Study Center(s):
Multicenter

Phase of Development:
Phase 2

Objectives:
Primary Objectives:

Stage 1:
e Evaluate the safety and tolerability of injection lipolysis with CBL-514.

Stage 2:

e Assess the proportion of subjects who lose at least 150 mL of subcutaneous fat volume as
measured by ultrasound compared with placebo

Secondary Objectives:

Stage 1:
o Assess the efficacy of single course of CBL-514 at applicable dose levels in reducing
subcutaneous fat over the treated area as measured by ultrasound compared with Baseline.

Note: no efficacy endpoints/objectives will be assessed for Group 1 of Stage 1 study.

Stage 2:

e Assess the proportion of subjects who lose at least 200 mL of subcutaneous fat volume as
measured by ultrasound compared with placebo

o Evaluate the number of treatments required to first occurrence of reducing at least 150 mL of
subcutaneous fat volume over the treated area as measured by ultrasound in CBL-514 group

o Assess the efficacy of up to 4 courses of CBL-514 in reducing subcutaneous fat volume over the
treated area as measured by ultrasound compared with placebo

o Assess the efficacy of up to 4 courses of CBL-514 in reducing subcutaneous fat volume over the
treated area as measured by ultrasound compared with Baseline

e Evaluate safety following up to 4 courses of CBL-514 when compared with placebo.

Methodology:
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Caliway Biopharmaceuticals Australia Pty Ltd
CBL-514

This is a 2-stage adaptive design, Phase 2 study to evaluate the efficacy, safety, and tolerability of

CBL-514 injection for reducing subcutaneous fat. This Phase 2 study has an integrated design

consisting of a single ascending dose (SAD) part in Stage 1 followed by a parallel-arm, placebo-

controlled design in Stage 2. A total of approximately 99 adult subjects (n = 24 [Stage 1]; n="75

[Stage 2]) with

. thigh subcutaneous fat thickness of at least 1.00 cm (10.0 mm) and up to 4.00 cm (40.0 mm)
measured by ultrasound at Screening and Day 1, for Group 1 in Stage 1,

. abdominal subcutaneous fat thickness of at least 2.00 cm (20.0 mm) and up to 5.0 cm (50.0 mm)
measured by ultrasound at Screening and Day 1 for Group 2-4 in Stage 1,

. and abdominal skinfold thickness of at least 3.00 cm (30.0 mm) and up to 8.00 cm (80.0 mm) by
pinch method (measured by calibrated caliper) at Screening for Stage 2,

will be enrolled across the 2 stages of the study.

Stage 1 (single dose, open label, dose escalation)

The Stage 1 will include a total of 24 subjects enrolled in 4 sequential escalating CBL-514 dose
groups: 320 mg, 480 mg, 640 mg and 800 mg. The groups will be open label. The 4 groups will each
include 6 subjects.

Subjects in Group 1 (320 mg) will receive CBL-514 injections on thighs, with total allocated dose of
IP evenly divided into 2 thighs. Subjects from Group 2 to 4 (480 mg-800 mg) will receive CBL-514
injections on abdomen with allocated dose of IP.

Based upon Safety Review Committee (SRC) recommendation intermediate doses may be explored.

Local effects of CBL-514 injection will be evaluated, and blood samples will be taken and analyzed
to assess the safety of CBL-514. The dosing scheme is presented in the Table S1 below:

Table S1: Dosing Scheme - Stage 1
Administration for one dose
Injection
CBL- | | lume per Total
Treatment | 514 Dose D Iniecti
Group Level injection No. of njection
area evel, in 4 cm? Injeé tion Volume of Total CBL-514 (mg)
(mg/cm?) grid space CBL-514
(mL)
40/20 64 /32 ?
1 ThlghS 2.0 1.6 mL (total/ per (total/ per 320
thigh) thigh) I
|
|
2 Abdomen 2.0 1.6 mL 60 96 480 _
I
|
[
3 Abdomen 2.0 1.6 mL 80 128 640 -
L
|
4 | Abdomen | 2.0 1.6 mL 100 160 goo | N
I
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*The concentration of CBL-514 is 5 mg/mL.

Subjects will be screened for inclusion and exclusion criteria during a 28-day screening period
(Day -28 to Day -1). At the Treatment visit (Day 1), eligible subjects will be sequentially assigned to
receive one course of allocated CBL-514 dose.

Subjects will visit the site on each of the study visits. Subjects will remain onsite for observation for
at least 1 hour after the administration of the IP, or longer at the discretion of the Investigator, and
until all planned assessments for the visit are completed.

An Early Termination (ET) visit has been planned for subjects who are withdrawn from the study
earlier than planned for assessment as soon as possible after early withdrawal, no later than 6 weeks
from the last dose received.

A subject diary will be provided to each subject, to record if there are any changes to the injection
site/s or any discomforts from Day 1 until last clinic visit or when all injection site reactions (ISRs)
have resolved or stabilized. Subjects will be instructed to bring the subject diary with them for all
visits to the clinic.

During Stage 1 of the study, the SRC will meet after all subjects in a dose group complete the Week 1
visit. The SRC will review all reported adverse events (AEs), adverse event of special interests
(AESIs), laboratory trends, and vital signs of all subjects from each dose group. Based upon review of
available safety and tolerability data from each preceding dose group, the SRC will make a decision
on progressing to the next dose group.

The safety and tolerability data of CBL-514 from Stage 1 will be reviewed by the SRC before
commencement of Stage 2. A top-level summary of safety data will be submitted to the relevant
Institutional Review Board /Independent Ethics Committee (IRB/IEC) for review before proceeding
to Stage 2 of the study.

Stage 2 (multiple-dose, randomized, single-blind, parallel-group, placebo-controlled study)

Stage 2 of the study will be initiated after IRB/EC review of a top-level summary of safety data from
Stage 1 of the study. Stage 2 will be conducted as a single-blind, placebo-controlled study and will
assess a single dose level of CBL-514. The dose of CBL-514 used in the Stage 2 will be set no higher
than the highest safe dose from Stage 1. Each subject will receive up to 4 treatments of allocated
CBL-514 (2 mg/cm?) or placebo administered on abdomen, once every 4 weeks. The minimum dose
is 300 mg per treatment and the maximum dose is 600 mg per treatment. The dose adjustment will
depend on the level of fat accumulation on subject’s abdomen at the discretion of the Investigator.

The minimum dose of 300 mg with 25 injections must be administered. It is at the
discretion of the Investigator to perform dose adjustment for any dose over the minimum dose
administration, which will depend on the level of fat accumulation on subject’s abdomen. The
maximum dosing scheme is presented in Table S2 below.

Table S2: Maximum Dosing Scheme - Stage 2
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Injection Administration for one dose
CBL-514 volume per Total
Group Dose Level | injection in No. of Injection
(mg/em?) | 6.0 cm’grid | ypiection Volume of 1p | 1°tal CBL-514 (mg)
space (mL)
]
CBL-514 2.0 2.4 mL 50 120 600
I
Placebo - 2.4 mL 50 120 - -

In Stage 2 of the study, considering drop-out rates (16% CBL-514 group vs 44% placebo group),
approximately 75 subjects are planned to be enrolled and randomized 2:1 (50 subjects in the CBL-514
group and 25 subjects in the placebo group) in order to have a total of 56 evaluable subjects.
Randomization scheme is shown in Table S3: Randomization Scheme — Stage 2, below.

Table S3: Randomization Scheme - Stage 2

Planned Enrolled Subjects: 75 (2:1)

Planned Evaluable Subjects 56 (3:1)

CBL-514 Group
- pre-drop out

Placebo Group
- pre drop out

CBL-514 Group
- post drop-out

Placebo Group
- post drop-out

50

25

42

14

Subjects should have sufficient subcutaneous fat on the abdomen to receive injections on Day 1. This
will be based on eligibility criteria as set out in inclusion criterion 3. Before administration, the
Investigator should evaluate whether a subject is able to receive the minimum dose, 300 mg (25
injections) as defined by Study Drug Administration Manual. |

If a subject is not able to receive the minimum dose, the ongoing treatment
and post-dose assessments will be cancelled, and the remaining treatment visits would not be required
for that subject. For subjects that do not complete 4 treatments due to not enough residual fat, the
subject will be requested to continue with follow-up visits (Visits 6 and 7). This arrangement would
not be regarded as missing protocol required visits, or as discontinuation from the study.

According to the schedule of assessments, the first follow up visit (Visit 6) should be performed 4
weeks post the final treatment. If treatment is cancelled at Visits 3, 4 or 5 due to the insufficient
abdominal fat, it is recommended that the first follow up visit is performed on the same day of the
treatment cancellation. If not, then +7 days visit window should be utilized to schedule another day to
complete the first follow up visit.

If a subject cannot complete the 4 treatments and withdraws from the study for reasons other than
dose adjustment, only the ET visit should be performed for final follow-up.

Subjects will be screened for inclusion and exclusion criteria during a 28-day screening period

(Day -28 to Day -1). At Visit 2 (Day 1), eligible subjects will be randomized (2:1) to receive either
CBL-514 or placebo. As Stage 2 of the study is a randomized, single-blind, parallel-group, placebo-
controlled study, Subjects will be blinded to IP allocation in Stage 2.

Subjects will visit the site on each of the study visits and will remain onsite for observation for 1 hour
after the administration of IP, or shorter/ longer at the discretion of the Investigator and until all
planned assessments for the visit are completed.

An ET visit has been planned for subjects who are withdrawn from the study earlier than planned for
assessment as soon as possible after early withdrawal, no later than 6 weeks from the last dose
received.
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A subject diary will be provided to each subject to record if there are any changes to the injection
site/s or any discomforts in between visits. Subjects will be instructed to bring the subject diary with
them for all visits to the clinic.

SRC meeting

Safety oversight will be provided by an SRC comprising the Investigator, the Sponsor’s
Representative and Medical Monitor (MM). The SRC will be established prior to Screening. The
details of SRC will be set out in an SRC Charter.

During Stage 1 of the study, the SRC will meet after all subjects in a dose group complete the Week 1
visit. The SRC will review all reported AEs, AESIs, laboratory trends, and vital signs of all subjects
from each dose group. Based upon review of available safety and tolerability data from each
preceding dose group, the SRC will make a decision on progressing to the next dose group.

Before commencement of Stage 2, the SRC will review and evaluate safety data. A top-level
summary of safety data will be submitted to the relevant IRB/IEC for review before proceeding to
Stage 2 of the study. Planned dosing for Stage 2 will be based on a review of the safety data from
Stage 1.

In addition, occurrence of any of AESI or any AE that, based on the judgment of Investigator, raises a
medical concern, should trigger a review by the SRC before proceeding with the dose escalation/s in
Stage 1 or before proceeding with the next course of treatment in Stage 2.

For SRC meetings, safety assessments will include the following:
e Incidence of all AEs
e AESI
e Changes from Baseline in clinical laboratory test results
e Changes from Baseline in vital signs.

If at any time the study is terminated, a written statement fully documenting the reasons for
termination will be provided to the relevant IRB/IEC.

Definition of Adverse Event of Special Interest

An AESI is any event which may be of medical concern specific to the IP.

Occurrence of any of the below mentioned AESI should trigger a review by the SRC before
proceeding with the dose escalation/s (Stage 1) or the next dose (Stage 2):
1. Fat atrophy that extends > 2 ¢cm from an injection point or is > 10% of the treated area
or is associated with tenderness lasting > 24 hours.
2. Pain limiting self-care activities of daily living (ADL) lasting more than 72 hours after
active intervention (e.g. analgesic).
3. Skin atrophy that extends beyond area of any erythema or induration or is > 10% of the
treated area or is associated with tenderness lasting > 24 hours.
4.  Any skin hyper or hypopigmentation at the target area and/or the surrounding skin
lasting for > 4 weeks.
* The color change reflecting from the bruising color is not included. The color changes
due to deposition or loss of pigment in epidermal tissue is considered as hyper or
hypopigmentation.

5. Any skin ulceration at the target area and/or the surrounding skin.
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6. Any urticaria at the target area and/or the surrounding skin requiring oral treatment,
lasting for > 72 hours.

7.  Telangiectasia at the target area and/or the surrounding skin lasting for > 7 days.
8. Local numbness and/or paresthesia lasting for > 7 days.

Above mentioned AESIs are to be reported to the Sponsor within 24 hours upon notification by
Investigator and/or delegates.

Study Stopping Criteria:

Administration of IP in a dose group may be paused, and additional subjects will not receive further
treatments, until a consultation has taken place between the Investigator, the MM, and the Sponsor
representative under the following circumstances:

e Any subject experiences an adverse event as Grade 3 (as defined in the National Cancer
Institute-Common Terminology Criteria for Adverse Events [NCI-CTCAE)] version 5.0)
for cardiovascular, renal or hepatic event considered to be at least possible related to IP,

e Except for cardiovascular, renal, or hepatic events specified in Criterion #1, any
participant experiences an AE as Grade 4 and considered to be at least possibly related to
IP;

e Any subject experiences a serious adverse event (SAE) that is considered to be at least
possibly related to IP;

e An AE or group of AEs that singularly or in aggregate suggests to the Investigator or
Sponsor that the IP is poorly tolerated and further treatment per protocol (PP) may not be
safe.

If any of these criteria occur, consultation between the Sponsor representative, the Investigator, and
the MM will take place as soon as possible to evaluate the event. Subjects should remain in the study
and be followed until the adverse event resolves or stabilizes.

Prohibitions and Restrictions in the Study
Medication

During the entire duration of the study (from Screening visit to end of study [EOS]/ET visit) use of
following medications, treatment modalities, or diets are prohibited:

a. Use of drugs for weight loss e.g. Orlistat (Xenical), Naltrexone HCI/Bupropion HCI
(Contrave), etc.,

b. Use of anticoagulant/antiplatelet therapy or medications or dietary supplements which
impede coagulation or platelet aggregation,

c. Any cosmetic or interventional surgery procedures on area to be treated,

d. Use of terfenadine (Teldane), buspirone (Buspar), fexofenadine (Fexotabs, Tefodine,
Telfast, Xergic, Allegra, etc.), any medication that is known to strongly inhibit or induce
CYP enzymes (please refer to Section 24.1), sensitive CYP substrates or drugs with
narrow therapeutic index, in the opinion of the investigator, may affect the evaluation of
the study product or place the participant at undue risk.

If a subject requires the use of above mentioned therapeutic agents during the study for
any reason, these therapeutic agents should not be used at least for 2 days prior to dosing
and until 1 day post-dose.

e. Use of other investigational drug or device within 4 weeks prior to Screening.

f.  Use of medication which is delivered via subcutaneous injection at the treatment area
during the study period
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Subjects should be advised not to take any prescription and over-the-counter (OTC) medications
without consulting the Investigator.

Contraception

Highly effective contraceptive methods that can achieve a failure rate of less than 1% per year when
used consistently and correctly should be used. The list below is based on the recommendation of the
Clinical Trial Facilitation Group (CTFG 2014).

e combined (estrogen and progestogen containing) hormonal contraception associated with
inhibition of ovulation:
o oral
o intravaginal
o transdermal
e progestogen-only hormonal contraception associated with inhibition of ovulation':
o oral
o injectable
o implantable!
e intrauterine device (IUD)!
e intrauterine hormone-releasing system (IUS)!
e bilateral tubal occlusion'
e vasectomized partner 2
e sexual abstinence®
e condom used by male partner during sexual intercourse.

Contraceptive requirements for male subjects with Women of childbearing potential (WOCBP)
partner: A male subject should use condom during heterosexual intercourse and avoid sperm donation
from the time of the first dose of study drug, throughout study participation until 12 weeks after the
last study drug dose. For the WOCBP partner, contraception recommendations should also be
considered.

! Contraception methods that in the context of this guidance are considered to have low user dependency.

2 Vasectomized partner is a highly effective birth control method provided that partner is the sole sexual partner
of the WOCBRP trial participant and that the vasectomized partner has received medical assessment of the
surgical success.

3 In the context of this guidance sexual abstinence is considered a highly effective method only if defined as
refraining from heterosexual intercourse during the entire period of risk associated with the study treatments.
The reliability of sexual abstinence needs to be evaluated in relation to the duration of the clinical trial and
the preferred and usual lifestyle of the subject. Periodic abstinence (calendar, symptothermal, post-ovulation
methods) and withdrawal (coitus interruptus) are not acceptable methods of contraception. This is applicable
for both female and male subjects.

Number of Subjects (Planned):
Approximately 99 adult male or female subjects will be enrolled for the 2-stage study.

A total of 24 subjects are planned to be enrolled in 4 sequential groups in Stage 1 of the study.
Approximately 75 subjects are planned to be enrolled in Stage 2 of the study. Subjects in Stage 2 will
be randomized 2:1 (i.e., CBL-514 group: 50 subjects; placebo group: 25 subjects) in order to have 56
evaluable subjects for the 2 groups. The sample size for stage 2 of the study was calculated based on
currently accepted standards for exploratory investigation design.

Inclusion Criteria:
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To be eligible for this study, a subject must meet all of the following inclusion criteria:
1. Male or female, aged 18 years to 64 years old (at Screening), inclusive.

2. Body mass index (BMI) > 18.5 and < 35 kg/m? and body weight > 50 kg at Screening and
Day 1.

3. Subject has sufficient subcutaneous fat thickness surrounding the center of localized area of
treatment.
a. For Group 1 (320 mg) in Stage 1, thigh subcutaneous fat thickness of at least 1.00 cm
(10.0 mm) and up to 4.00 cm (40.0 mm) measured by ultrasound at Screening and Day 1.
b. For Group 2-4 (480 mg-800 mg) in Stage 1, abdominal subcutaneous fat thickness of at
least 2.00 cm (20.0 mm) and up to 5.00 cm (50.0 mm) measured by ultrasound at
Screening and Day 1.
c. For Stage 2, abdominal skinfold thickness of at least 3.00 cm (30.0 mm) and up to 8.00
cm (80.0 mm) by pinch method (measured by calibrated caliper) at Screening.
4. Subject has stable body weight (identified as = 5% weight change per subject report) for at
least 3 months before Screening and during the study.

5. Subject who has maintained a stable lifestyle (e.g. exercise, eating patterns, and smoking
habit) per subject report for at least 3 months before Screening and during the study.

6. Voluntarily signs the Informed Consent Form (ICF) and, in the opinion of the Investigator or
delegate, is physically and mentally capable of participating in the study, and willing to
adhere to study procedures.

Exclusion Criteria:
A subject who meets any of the following exclusion criteria must be excluded from the study:

1. Female subject of childbearing potential who is not willing to commit to an acceptable
contraceptive regimen with her partner from the time of Screening and throughout study
participation until 90 days after the last IP dose, or who is currently pregnant or lactating.
Male subject who is not willing to commit to an acceptable contraceptive method.

Note: Subjects who are not of childbearing potential are not required to use contraception.
Females with no childbearing potential are defined as who have been surgically sterilized
(hysterectomy or bilateral oophorectomy) or who are post-menopausal (defined as at least 50
years with > 12 months of amenorrhea with a follicle stimulating hormone (FSH) > 40 IU/L).

2. Subject diagnosed with coagulation disorders or is receiving anticoagulant/antiplatelet
therapy or medications or dietary supplements, which impede coagulation or platelet
aggregation.

3. Subject has hemoglobin Alc (HbAlc) > 9%, delayed wound healing, or any diabetic risks
which, in the opinion of Investigator, is inappropriate to participate in the study.

4. Subject has a clinically significant cardiovascular disease and abnormal findings in
electrocardiogram (ECG).

5. Subject with active or prior history of malignancies within 5 years before Screening or being
worked-up for a possible malignancy. Except adequately treated basal cell carcinoma of skin
and in situ squamous cell carcinoma of skin would be eligible as per Investigator’s discretion.

6. Subject with a history of human immunodeficiency virus (HIV)-1, infection or subjects with
active HIV infection at Screening with positive HIV antigen/antibody (Ag/Ab) combo test.
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7.

10.

11.

12.

13.
14.

15.

Subject with a history of Trypanophobia, the extreme fear of medical procedures involving
injections or needles, or who experience vasovagal syncope and faint or pass out at the sight
of blood or a needle.

Subject has abnormal skin or local skin conditions at the treatment area, which in the opinion
of Investigator, is inappropriate to participate in the study, including but not limited to any of
the following:

a. Skin manifestations of a systemic disease,

b. Any abnormality of the skin or soft tissues of the area to be treated,

c. Grade III cellulite (Niirnberger and Muller scale, Niirnberger F, 1978) at the area to be
treated,

d. Skin folding or fat folding on abdomen
Sensory loss or dysesthesia in the area to be treated,

f. Evidence of any cause of enlargement in the area to be treated other than localized
abdominal or thigh subcutaneous fat,

g. Tattoos on the area to be treated.
Subject who has undergone the following procedures:

a. Previous surgery which caused scar tissues on the anticipated treatment area before
Screening or during the study, except laparoscopic surgery and surgery which cause very
small scar tissues would be eligible as per Investigator’s discretion,

b. Liposuction to the region to be treated before Screening or during the study,

Esthetic procedure e.g. cryolipolysis, ultrasonic lipolysis, low level laser therapy (LLLT),
lipolysis injection to the region to be treated within 12 months before Screening or during
the study.

d. Using medication which is delivered via subcutaneous injection at the treatment area
during the study period.

Subject is on prescription or OTC weight reduction medication or weight reduction programs
within 3 months before Screening or during the study.

Subject is undergoing chronic steroid or immunosuppressive therapy, with the exception of
oral steroid inhalation indicated for asthma management or topical steroid application for skin
conditions that are not directly applied or indirectly affect the treatment area.

Requiring continual use of the following therapeutic agents during the study: terfenadine
(Teldane), buspirone (Buspar), fexofenadine (Fexotabs, Tefodine, Telfast, Xergic, Allegra,
etc.), any medication that is known to strongly inhibit or induce CYP enzymes (please refer to
Section 24.1), sensitive CYP substrates or drugs with narrow therapeutic index, in the opinion
of the investigator, may affect the evaluation of the study product or place the participant at
undue risk.

If a subject needs to use the above mentioned therapeutic agents during the study for any
reason, these therapeutic agents should not be used at least for 2 days prior to dosing and until
1 day post-dose.

Unable to receive local anesthesia (e.g., history of hypersensitivity to lidocaine).
Subjects with known allergies or sensitivities to the IP or its components.

Subjects with liver cirrhosis, with inadequate liver function at Screening defined as aspartate
aminotransferase (AST), alanine aminotransferase (ALT), alkaline phosphatase (ALKP), total
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bilirubin (TBIL), or gamma-glutamyl transferase (GGT) > 3.0 x upper limit of normal
(ULN), or with any hepatic medical condition that would interfere with assessment of safety
or efficacy or compromise the subject's ability to undergo study procedures or provide
informed consent.

16. Subjects with any renal impairment, defined as abnormal serum creatinine, and urea
>1.5 x ULN or estimated glomerular filtration rate (¢GFR) < 90 mL/min/1.73 m?. Subjects
who are currently on dialysis should be excluded.

Subjects with an eGFR > 60 and < 90 mL/min/1.73 m? at Screening should be evaluated by
the Investigator to exclude pre-existing renal disease or associated dysfunction. If mild
decrease in eGFR is assessed by the Investigator as not clinically significant or not related to
dysfunction, the subjects may be eligible upon the Investigator’s assessment.

17. Use of other investigational drug or device within 12 weeks prior to Screening.

Withdrawal criteria

A subject must be removed from the study at any time, if any of the following criteria is met:
Stage 1

1. Subject withdraws consent.

2. Between Screening and Day 1, subjects whose overall body weight change of > 3kg.
3. Subject has body weight change > 5 % based on Day 1 body weight.
4

Any other clinical AE, medical condition, or situation that in the opinion of the Investigator
would not be in the best interest of the subject.

5. Subject who cannot complete follow-up visits within 6 weeks post treatment visit.
Stage 2
1. Subject withdraws consent.

2. Subject has body weight change > 3 kg compared to Day 1 body weight during the whole
study period.

3. Subject has body weight change > 3 kg during the follow-up period compared to the body
weight from the last treatment visit.

4. Any other clinical AE, medical condition, or situation that in the opinion of the Investigator
would not be in the best interest of the subject.

5. Subjects has a treatment interval > 6 weeks in length between any of the dosing courses.

6. Subject cannot complete at least the first follow-up visit (Visit 6 / end of treatment [EOT])
within 6 weeks post final treatment visit, or cannot complete the second follow-up visit (Visit
7 / EOS) within 10 weeks post final treatment visit.

7. Subject has efficacy related major protocol violation at Day 1 (baseline)

Investigational Product, Dosage and Mode of Administration:
Table S4: CBL-514 Product Details

Name CBL-514

Dosage Form Solution for Injection
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Dose Concentration Per Vial 5 mg/mL
Size of Vial 20 mL/vial
Active Ingredient -
]
Mode of Administration Subcutaneous injection
Storage Store at 4°C (39°F), excursions are permitted between 2°C
and 8°C

Duration of Treatment:
The Screening period is 28 days (Day -28 to Day -1) for both stages of the study.
Stage 1

Each subject will participate in Stage 1 of the study for approximately 4 weeks, including a Baseline
visit on Day 1, and 3 follow-up visits at Week 1, Week 2, Week 4, respectively.

Stage 2
Each subject will participate in Stage 2 of the study for approximately 20 weeks, including a Baseline

visit on Visit 2 (Day 1), 1 visit every 4 weeks during the treatment period (Visits 3, 4, and 5), and
2 follow-up visits at Visit 6 (Visit 5+ 4 weeks) and 7 (Visit 5+ 8 weeks).

Duration of study participation is defined as the period between the day the subject provides written
consent and until all study required examinations have been completed.

Reference Therapy, Dosage and Mode of Administration:
Placebo

The placebo to be used in the study will be commercially available (isotonic) Sodium Chloride for
injection (0.9% NaCl). Equivalent volume of Sodium Chloride injection will be administered by
subcutaneous injection.

Criteria for Evaluation:

Primary Endpoints
Stage 1
The primary endpoints of Stage 1 of the study are:

e Safety and tolerability following single dose of CBL-514 as assessed by recording of
treatment emergent adverse events (TEAEs), laboratory assessments, vital signs, ECGs,
physical examinations, and injection site assessment.

Stage 2
The primary endpoints of Stage 2 of the study are:

o The proportion of subjects who lose at least 150 mL of subcutaneous fat as measured by
ultrasound from Baseline to follow-up visits compared with placebo.

[Time frame: Visit 2 (Baseline), Visit 6 and Visit 7]

Secondary Endpoints

Stage 1
The secondary endpoints of Stage 1 of the study are:

e Reduction of subcutaneous fat thickness as measured by ultrasound compared with Baseline.
[Time frame: Day 1 and Week 4]
e Reduction of subcutaneous fat volume over the treated area as measured by ultrasound
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compared with Baseline.
[Time frame: Day 1 and Week 4]

*Note: no efficacy endpoints/objectives will be assessed for Group 1 of Stage 1 study.

Stage 2
The secondary endpoints of Stage 2 of the study are:

e The proportion of subjects who lose at least 200 mL of subcutaneous fat as measured by
ultrasound from Baseline to follow-up visits compared with placebo.
[Time frame: Visit 2 (Baseline), Visit 6 and Visit 7]

e Number of treatments required to first occurrence of reducing at least 150 mL of
subcutaneous fat volume over the treated area as measured by ultrasound in CBL-514 group
[Time frame: from Visit 2 (Baseline) to Visit 7]

e Reduction of subcutaneous fat volume over the treated area as measured by ultrasound from
Baseline to follow-up visits compared with placebo.

[Time frame: Visit 2 (Baseline), Visit 6 and Visit 7]

e Reduction of subcutaneous fat volume over the treated area of the CBL-514 group as
measured by ultrasound compared with individual Baseline.

[Time frame: Visit 2 (Baseline), Visit 3, Visit 4, Visit 5, Visit 6 and Visit 7]

e Safety as assessed by recording of TEAES, laboratory assessments, vital signs, ECGs,
physical examinations, and ISRs compared with placebo.

Statistical Methods

Complete details of the statistical analyses and methods, including data conventions, will be provided
in the statistical analysis plan (SAP). The SAP will be finalized before the database is locked.
Descriptive statistics will be used to summarize the safety and efficacy data. No formal hypothesis
testing is planned, and dose comparisons will be exploratory in nature.

No adjustments will be made for missing or incomplete data, except for missing efficacy data which
may be imputed using multiple imputation.

The Baseline value is defined as the last available result collected/derived prior to the first treatment
administration. The change from Baseline value is defined as the difference between the result at the
post-Baseline time point and the Baseline value.

Descriptive statistics will consist of the number of observations (n), mean, standard deviation (SD),
minimum, median, and maximum for continuous data. Where applicable, 95% confidence intervals
(CIs) for the mean may be presented.

Categorical data will be summarized using counts and percentages. Unless specifically stated
otherwise, the denominator for all percentage calculations will be the number of subjects in the
treatment group for the specific analysis set. Where applicable, 95% Cls (Clopper-Pearson) may be
presented.

All collected and derived data will be listed.

Analysis Populations
Intent-to-treat population:

The intent-to-treat (ITT) population will include all enrolled or randomized subjects who received at
least one course of IP treatment

Safety Population:

CONFIDENTIAL Page 17



Caliway Biopharmaceuticals Australia Pty Ltd CBL-0202 Protocol
CBL-514 Version 8.0 Dated 01-Mar-2023

All subjects who receive at least one confirmed dose of [P will be included in the safety population.
Subjects will be analyzed according to the treatment they actually receive. The safety population will
be used for summaries and listings of safety, tolerability, and drug exposure data.

Per protocol population:

Stage 1

However, a subject who was discontinued due to an AE, or died before the required exposure could
be met, will still be included in this population.

Stage 2

However, a subject who was discontinued due to an AE, or died before the required exposure could
be met, will still be included in this population.

Safety and Tolerability Assessment

Safety and Tolerability assessment is the primary objective of Stage 1 of the study and secondary
objective of Stage 2 of the study.

All safety assessments, including AEs, laboratory evaluations, vital signs, ECGs, physical
examination, ISR and other safety assessments, will be analyzed using the Safety population.

Safety data from Stage 1 will be reviewed during the SRC meeting before commencement of Stage 2
of the study. A top-level summary of safety data will be submitted to the relevant IEC/IRB for review

A subset of ITT

Subjects without any efficacy related major protocol violations

Subjects who complete the proposed dosing schedule of study drug and complete all follow-up
visits after treatment

Subjects whose body weight remain stable throughout the study, identified as having body
weight change < 3% based on Day 1 body weight

A subset of ITT
Subjects without any efficacy related major protocol violations

Subjects who complete all proposed dosing schedules of study drug and complete 2 follow-up
visits after treatment (including the subject who has dose adjustment judged by the Investigator)

Subjects have all visits of [P administration within 6 weeks.

Subjects whose body weight remain stable throughout the study, identified as having body
weight change < 2.5 kg compared to last visit and change of body weight < 3 kg compared to
Day 1 body weight.

Subjects whose Visit 6 is performed 3 to 5 weeks post final treatment
Subjects whose Visit 7 is performed 7 to 9 weeks post final treatment

AEs will be coded using the most current version of the Medical Dictionary for Regulatory
Activities (MedDRA®) available at the start of the study. A by subject AE data listing,
including verbatim term, Preferred Term (PT), System Organ Class (SOC), treatment, severity,
and relationship to IP, will be provided. The number of subjects experiencing TEAEs and
number of individual TEAEs will be summarized among treatment groups (or sequences), by
SOC and PT. TEAEs will also be summarized among treatment groups (or sequences), by
severity and by relationship to IP.

Clinical laboratory tests and vital signs of observed values and changes from Baseline will be
summarized using descriptive statistics. Physical examination findings, injection site
assessments, and ECGs will also be summarized descriptively.
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before proceeding to Stage 2 of the study.

Efficacy Assessments

Efficacy will be analyzed in both Stage 1 and Stage 2 of the study.

Stage 1

Efficacy endpoints to be analyzed in Stage 1 are:

. Reduction of subcutaneous fat thickness as measured by ultrasound compared with Baseline

. Reduction of subcutaneous fat volume over the treated area as measured by ultrasound
compared with Baseline.

*Note: no efficacy assessments will be done for Group 1 of Stage 1 study.

The reduction of subcutaneous fat thickness and subcutaneous fat volume over the treated area will be
summarized with descriptive statistics. An estimate of the 95% CI for the mean reduction in
subcutaneous fat thickness and corresponding p-value will also be provided.

The analysis set for the primary efficacy analysis is the ITT population. The primary analysis will be
repeated using the PP population, as relevant. Exploratory analyses may be performed to assess
differences between the dose levels.

Full det