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Amendment 4

Overall Rationale for the Amendment:

The purpose of this amendment is to add an exploratory endpoint to assess changes in social
bchaviors [ : ' - +-.

extension period to the study, allowing subjects to continue to receive the investigational
product, if receiving benefit. Additionally, the previous country-specific protocols for Canada
and Australia (see Document History table below) have been incorporated into one harmonized
document to serve all three participating countries (Canada, Australia, and United States).

DOCUMENT HISTORY

Document Date
Amendment 4/v3.0 19 Jun 2019
Amendment 3 (AUS)/v2.2 15 Mar 2019
Amendment 2 (CAN)/v2.1 20 Dec 2018
Amendment 1/v2.0 17 Sep 2018
Original Protocol 8 Aug 2018

Please see protocol Section 13 for a summary of changes from the previous version of the
protocol.
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INVESTIGATOR STATEMENT

e [ confirm agreement to conduct the study in compliance with the protocol.

e [ confirm that I have read the Investigator’s Brochure.

e [ acknowledge that I am responsible for overall study conduct. I agree to personally
conduct or supervise the described study.
I agree to ensure that all associates, colleagues, and employees assisting in the conduct of
the study understand their obligations and will comply with the study protocol.
Mechanisms are in place to ensure that site staff receives the appropriate training and
information throughout the study.

Principal Investigator Name (Printed) Signature

Date Site
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Synopsis
Protocol Title:

Phase 3, Randomized, Double-Blind, Placebo-Controlled, 8-week Clinical Study to Assess the
Efficacy, Safety, and Tolerability of Intranasal Carbetocin (LV-101) in Prader-Willi Syndrome

(PWS) with Long Term Follow-Up: CARE-PWS

Sponsor:

Levo Therapeutics, Inc.

Number of Sites:

Approximately 20 sites

Planned Study Period:

Enrollment time: Approximately 12 months

Study Duration: Approximately 66 weeks per subject

Objectives and Endpoints:

Levo Therapeutics, Inc.

Protocol LV-101-3-01 v3.0/Amendment 4.0
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Objectives

Endpoints

Primary

To assess the efficacy of 9.6 mg intranasal
carbetocin (LV-101) 3 times per day
versus placebo on PWS behavioral
symptoms

Change in Hyperphagia Questionnaire for
Clinical Trials (HQ-CT) total score from
baseline to Week 8

Change in Children's Yale Brown
Obsessive Compulsive Scale (CY-BOCS)
Severity Rating total score from baseline
to Week 8

Secondary

To assess the efficacy of 3.2 mg intranasal
carbetocin (LV-101) 3 times per day
versus placebo on PWS behavioral
symptoms

Change in HQ-CT total score from
baseline to Week 8

Change in CY-BOCS Severity Rating
total score from baseline to Week 8
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Objectives and Endpoints (continued):

Objectives Endpoints
e To assess the treatment effect of intranasal | ® Change in PWS Anxiety and Distress
carbetocin (LV-101) versus placebo on a Questionnaire (PADQ) score from
broader range of maladaptive behavioral baseline to Week 8
symptoms, first assessing 9.6 mg/dose e C(Clinical Global Impression — Change
intranasal carbetocin (LV-101) then (CGI-C) score at Week 8

assessing 3.2 mg/dose intranasal
carbetocin (LV-101)

e To further characterize the treatment e Change in score of a subset of HQ-CT
effect of intranasal carbetocin (LV-101) items (Questions 1,2,5,6,8,9) from
versus placebo on hyperphagia-related baseline to Week 8
behavioral symptoms (as assessed by the | ® Change in score of Question 9 of HQ-CT
caregiver), looking specifically at factors from baseline to Week 8

that may be less impacted by
environmental controls (ie, food security),
first assessing 9.6 mg/dose intranasal
carbetocin (LV-101) then assessing

3.2 mg/dose intranasal carbetocin

(LV-101)

Safety

e To assess the safety and tolerability of e Frequency, severity, and seriousness of
intranasal carbetocin (LV-101) adverse events during the study

e C(Clinically significant changes in physical
examinations, laboratory assessments,
electrocardiograms, and vital signs during
the study
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Objectives and Endpoints (continued):

Objectives Endpoints
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Study Design:

This is a Phase 3 study to assess the efficacy, safety, and tolerability of intranasal carbetocin
(LV-101) in subjects with PWS. A randomized, double-blind, placebo-controlled study with an
8-week placebo-controlled period will be conducted in subjects who are 7 to 18 years of age with
genetically confirmed PWS, documented Nutritional Phase 3 criteria, screening and baseline
HQ-CT total scores >13, and screening and baseline CY-BOCS total scores >9. Approximately
175 subjects will be randomized and dosed (1:1:1) to 3.2 mg intranasal carbetocin (LV-101) or
9.6 mg intranasal carbetocin (LV-101) or placebo, administered 3 times per day before meals.
Safety and tolerability will be assessed by adverse events, laboratory assessments,
electrocardiograms, vital signs, and physical examinations (including nasal assessments).
Efficacy will be assessed using both caregiver-reported and clinician-reported outcome measures
as described above. Clinical study materials (carbetocin and placebo vials) will be blinded at the
study level, ensuring the blind of the subject, caregiver, and study site.

After the 8-week placebo-controlled period, there will be a long-term follow-up period of

56 weeks during which all subjects will receive active treatment with intranasal carbetocin
(LV-101). At Week 8, subjects who were randomized to placebo in the placebo-controlled period
will be randomized (1:1) to 9.6 mg intranasal carbetocin (LV-101) or 3.2 mg intranasal
carbetocin (LV-101) 3 times per day before meals.

The study will also include an extension period, wherein subjects receiving benefit during the
eriod will have an opportunity to continue receiving intranasal carbetocin

Number of Participants:

The study will enroll and dose approximately 175 subjects.

Major Inclusion/Exclusion Criteria:

Inclusion Criteria

1. Age: 7 to 18 years old at screening
2. Genetically confirmed PWS
3. PWS Nutritional Phase 3
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7. Parent or guardian is capable of giving signed informed consent.
8. Pediatric subjects capable of assent have indicated their willingness to participate in the
study.

Exclusion Criteria

1.
2.

10.
11.
12.
13.
14.

Living in a group home

New food-related interventions, including environment or dietary restrictions, within
1 month of screening

Active upper respiratory infection at screening or baseline

Genetically diagnosed Schaaf-Yang syndrome or other genetic, hormonal, or
chromosomal cognitive impairment

Presence of any cardiovascular disorders, epilepsy, frequent migraines, or severe
asthma

History of or active psychotic symptoms

History of venous thrombosis or pulmonary embolism or any other history consistent
with thrombophilia or hypercoagulable state that is considered clinically significant
by the Investigator

Dose of any allowed chronic concomitant medications or supplements that have not
been stable for >3 months prior to the study or is not expected to remain stable while
participating in the study; adjustments in growth hormone dose <10% are not
exclusionary

Major surgery within 6 months of screening or planned during the study

Nasal surgery within 6 months of screening or planned during the study

More than 3 episodes of sinusitis in the 12 months prior to Screening Visit

Other nasal diseases that may affect deposition of intranasal medication

Known hypersensitivity to any component of investigational product

Diagnosis of cancer within the past 5 years, except managed basal cell carcinoma or
squamous cell carcinoma of the skin are not exclusionary
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15. Unwilling to abstain from nasal saline, other nasal irrigation, or other intranasal
medications for 2 weeks prior to the Baseline visit and during the 8-week,
placebo-controlled period of the study

17. Use of weight loss medication in the 6 months prior to screening

18. Use of oxytocin or carbetocin in the 3 months prior to screening

19. Use of vasopressin in the 3 months prior to screening

20. Participation in an interventional research study involving another investigational
medication or device in the 6 months prior to screening or during the study

21. History of (within the 2 years prior to screening) or current abuse of/dependence on
alcohol or illicit drugs

22. Unwilling to follow protocol-specified contraception requirements

23. Positive urine pregnancy test for female subjects at screening or baseline (pregnancy
testing will only be conducted for females of childbearing potential, as judged by the
Investigator)

25. Based on the judgment of the Investigator, is unsuitable for the study for any reason,
including but not limited to unstable medical condition, inability to comply with the
protocol, or other risk to subject or to the integrity of the study

Intervention Groups and Duration:

Subjects who meet inclusion and exclusion criteria will be randomized to receive blinded
investigational product to be administered intranasally 3 times per day before meals (ie,
breakfast, lunch, and dinner) for 8 weeks.

Group Number Treatment

1 9.6 mg/dose intranasal carbetocin (LV-101)
2 3.2 mg/dose intranasal carbetocin (LV-101)
3 Placebo

After the 8-week, double-blind, placebo-controlled period, there will be a long-term follow-up
period of 56 weeks during which all subjects will receive active treatment with intranasal
carbetocin (LV-101). At Week 8, subjects who were randomized to placebo in the
placebo-controlled period will be randomized (1:1) to 9.6 mg intranasal carbetocin (LV-101) or
3.2 mg intranasal carbetocin (LV-101) 3 times per day before meals.

The study will also include an extension period, wherein subjects receiving benefit during the

loni-term follow-ui ieriod will have an oiiortuniti to continue receivini intranasal carbetocin
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Statistical Analysis:

The efficacy endpoints will be evaluated using the Full Analysis Set (ie, subjects who were
randomized, completed baseline assessments, and received at least 1 dose of investigational
roduct) unless indicated otherwise.

Adverse events, clinical laboratory assessments, electrocardiogram, vital signs, and physical
examination findings will be summarized.

A detailed description of the study statistical methods will be provided in the Statistical Analysis
Plan.

Data Monitoring Committee:

A Data Monitoring Committee will be convened for the study.
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Schedule of Assessments

The schedule of assessments for the placebo-controlled period is provided in Table 1, the
schedule of assessments for the long-term follow-up period is provided in Table 2, and the
schedule of assessments for the extension period is provided in Table 5. The schedule of
assessments for questionnaires is provided in Table 3 for the placebo-controlled period and in
Table 4 for the long-term follow-up period.
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Table 1. Schedule of Assessments for the Placebo-Controlled Period
Screening
(14 to 28 days Week 2 Week 8
prior to Baseline Site Visit Site Visit
Procedure Baseline) Site Visit (£2 days) (£2 days)
Informed consent (ICF)/assent X
Inclusion and exclusion criteria X X
Demography X
Medical history X X
Physical examination X X X X
Nasal assessment X X X X
Vital signs (including weight) X X X X
Height X
Pregnancy test® X X X X
Laboratory assessmegts (che?mlstry, X X X X
hematology, coagulation, urinalysis)
12-lead electrocardiogram X X X
Randomization, if subject qualifies X X
Training on investigational product X
administration
Study drug dosing X ongoing ongoing
Adverse event review X X X
Serious adverse event review X X X X
(?oncorlmtant medication review X X X X
(including all supplements)
Caregiver training on clinical outcomes X X
assessments
Structured interview, including clinical
outcomes assessments by caregiver and X X X X
clinician®
| Archive blood/plasma samples® | | X | X | X

2 Pregnancy testing will be conducted only for females of childbearing potential, as judged by the Investigator.

b At Week 8, subjects who were randomized to placebo in the placebo-controlled period will be randomized (1:1) to 9.6 mg/dose
intranasal carbetocin (LV-101) 3 times per day before meals or 3.2 mg/dose intranasal carbetocin (LV-101) 3 times per day

before meals.
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Table 2. Schedule of Assessments for the Long-Term Follow-Up Period
Early
Term
Week 10 | Week 16 | Week 28 | Week 40 | Week 52 | Week 64 (if
Procedure (£2 Days) | (x1 Week) | (=1 Week) | (1 Week) | (£1 Week) | (=1 Week) | required)
Physical examination X X X X X X X
Nasal assessment X X X X X X X
Vltgl signs (including X X X X X X X
weight)
Height X X
Pregnancy test® X X X X X X X
Laboratory assessments
(chemistry, hematology, X X X X X X X
coagulation, urinalysis)
12-lead electrocardiogram X X X
Study drug dosing ongoing | ongoing | ongoing | ongoing | ongoing X
Extension period X
determination
Adverse event review X X
Serious adverse event
review
Concomitant medication
review (including all X X X X X X X
supplements)
Structured interview, X X X X X X
including clinical outcomes X

assessments by caregiver
and clinician®

Archive blood/plasma
samples!
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Table 3. Schedule for the Questionnaires During the Placebo-Controlled Period
Screening
(14 to 28 Week 2 Week 8
days prior to| Baseline Site Visit Site Visit
Instrument Baseline) Site Visit (£2 days) (£2 days)
PWS Nutritional Phase Assessment X X

Children’s Yale Brown Obsessive Compulsive Scale
(CY-BOCS)

PWS Anxiety and Distress Questionnaire (PADQ)

Clinical Global Impression

PWS = Prader Willi Syndrome
2 Screening and baseline assessments will include only Severity. Post-baseline assessments will include Severity and Change.
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Table 4. Schedule for the Questionnaires During the Long-Term Follow-Up Period
Early
Term
Week 10 | Week 16 | Week 28 | Week 40 | Week 52 | Week 64 (if
Instrument (£2 Days) | (1 Week) | (£1 Week) | (£1 Week) | (£1 Week) | (+1 Week) [ required)
PWS Nutritional Phase X X
Assessment

Hyperphagia Questionnaire
for Clinical Trials (HQ-CT)

Children’s Yale Brown
Obsessive Compulsive Scale X X X X X X X
(CY-BOCS)

PWS Anxiety and Distress
Questionnaire (PADQ)

PWS = Prader Willi Syndrome; Term = termination
2 Screening and baseline assessments will include only Severity. Post-baseline assessments will include Severity and Change.

Table 5. Schedule of Assessments for the Extension Period
Week 64 Quarterly End of Study (EOS)/Early

Procedure (1 Week) (£3 Weeks) Term (ET)
Physical examination X X
Nasal assessment X X
Vltgl signs (including X X
weight)
Height X X
Pregnancy test® X X
Laboratory assessments
(chemistry, hematology, X X

coagulation, urinalysis)

12-lead electrocardiogram X
Study drug dosing ongoing ongoing
Extension period ICF/assent X
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Procedure

Week 64°
(£1 Week)

Quarterly
(£3 Weeks)

End of Study (EOS)/Early
Term (ET)

Extension period
Enrollment

X

Safety Phone call

Adverse event review

>

Serious adverse event
review

Concomitant medication
review (including all
supplements)

Structured interview,
including clinical outcomes
assessments by caregiver
and clinician

Archive blood/plasma
samples

X

 Pregnancy testing will be conducted only for females of childbearing potential, as judged by the Investigator.

> Week 64 Visit of long-term follow-up period will serve as first visit of extension period
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List of Abbreviations

Abbreviation Definition

CGI-C Clinical Global Impression — Change

CGI-1 Clinical Global Impression — Improvement

CGI-S Clinical Global Impression — Severity

CRO contract research organization

CY-BOCS Children’s Yale-Brown Obsessive Compulsive Scale

eCRF electronic case report form

EC ethics committee

EOS end of study

ET early termination

FAS full analysis set

FDA Food and Drug Administration

GCP Good Clinical Practice

hERG human-ether-a-go-go-related gene

HPWSQ-R Hyperphagia in Prader-Willi Syndrome Questionnaire-Responsiveness

HQ-CT Hyperphagia Questionnaire for Clinical Trials

ICF informed consent form

ICH International Conference on Harmonisation

IRB Institutional Review Board

IWRS Interactive Web Response System

PADQ PWS Anxiety and Distress Questionnaire

PWS Prader-Willi syndrome

I I

TEAE treatment-emergent adverse event

WHO-DD World Health Organization drug dictionary

Abbreviations that appear only in tables or figures are defined with the relevant tables and figures.
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1. Introduction

Prader-Willi syndrome (PWS) is a rare, serious, and life-threatening neurodevelopmental
disorder that is caused by a defect on chromosome 15. In healthy individuals, several relevant
genes in the 15q11-13 locus are expressed only from the paternal allele. The corresponding
maternal allele is silenced (or “imprinted”), resulting in a complete reliance on the copy inherited
from the father. When an individual lacks expression of these paternal genes, he/she develops
PWS.

Following birth, neonates with PWS show profound hypotonia and failure to thrive, often
requiring the use of feeding tubes during the first year. Developmental delays and mild to
moderate intellectual disability become apparent in the early years. Following the
failure-to-thrive period, young children with PWS show rising levels of interest in food and
food-related items. By 7 or 8 years of age, patients with PWS are typically fixated on food and
become hyperphagic (suffering from an unrelenting hunger and excessive drive to eat).
Hyperphagia in PWS is associated with the lack of a normal satiety response, in addition to a low
basal metabolic rate. Despite adequate energy reserves, these patients are subjected to a false
state of starvation.

If left unsupervised, patients with hyperphagia are known to eat to the point of gastric rupture.
Due to irregular swallowing and rapid food consumption, patients with PWS also have a greater
propensity to choke while eating. Thus, hyperphagic patients require constant supervision.
Patients with PWS also show high levels of anxiety, repetitive thinking/questioning, and
obsessive and compulsive symptoms; these symptoms can be food-related as well as non-food
related.

Today, the only therapy currently approved by the United States Food and Drug Administration
(FDA) to treat PWS is human growth hormone, which is used to increase linear growth. There
are no therapies approved to treat the hallmark features of PWS, specifically hyperphagia,
anxiety, and obsessive and compulsive symptoms. Prader-Willi syndrome is a uniquely complex,
serious, and life-threatening syndrome with significant unmet medical need.

While better known for its role in reproductive health and social-emotional behaviors, oxytocin
is a potent anorectic hormone. Low doses of oxytocin injected intraperitoneally or
intracerebroventricularly reduce food intake and the propensity to initiate feeding in wild-type
rats in a dose-dependent manner [Arletti 1989]. Mice that are null for either oxytocin or the
oxytocin receptor develop adult-onset obesity [Sabatier 2013]. Additionally, clinicians have
identified an instructive group of patients that display a PWS-like phenotype and are deficient in
oxytocin. These individuals have mutations in SIM1, a gene expressing a transcription factor
important for developing oxytocin-producing neurons [Holder 2000]. In the corresponding
SIM[-deficiency animal models, replacement of oxytocin rescues the hyperphagic phenotype.
Postmortem studies in individuals with PWS have revealed significantly decreased numbers of
oxytocin-secreting neurons in the paraventricular nucleus of the hypothalamus, suggesting that
defects in the normal function of oxytocin may contribute to the severe hyperphagia and other
behavioral symptoms characteristic of PWS [Swaab 1995]. In the aggregate, these data
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demonstrate the anorexigenic properties of oxytocin and point to the potential utility of oxytocin
and similar compounds in the treatment of PWS.

Intranasal oxytocin has demonstrated excellent safety and tolerability in clinical studies of
patients with PWS [Miller 2017, Tauber 2017, Kuppens 2016, Einfeld 2014, Tauber 2011]. No
serious adverse events occurred in any of these studies. However, efficacy results with oxytocin
have been mixed, and higher doses of oxytocin have been associated with temper tantrums. The
off-target effects of oxytocin on vasopressin receptors may be limiting its therapeutic window.
Specifically, excessive activation of the vasopressin V1a receptor, which is implicated in anxiety
and depression, may exacerbate PWS behavioral symptoms. Additionally, excessive activation
of the vasopressin V2 receptor by oxytocin may be associated with increased risks of antidiuresis
and hyponatremia.

Carbetocin, an 8 amino acid analog of oxytocin, is an oxytocin receptor agonist, which has
similar potency to endogenous oxytocin, but possesses greater oxytocin receptor selectivity and
longer duration of action [Engstrem 1998]. Because carbetocin has greatly improved receptor
selectivity compared to oxytocin, the potential side effects of oxytocin resulting from excessive
activation of vasopressin receptors could be avoided.

Carbetocin is approved in multiple countries outside the United States for the prevention of
uterine atony and excessive bleeding following delivery of the infant by caesarean section under
epidural or spinal anesthesia, for which it is administered as a 100 pg intravenous injection over
1 minute. Since its approval in 1997, over 10 million women have been treated with carbetocin
without significant safety concerns.

The route of administration of carbetocin currently approved outside the United States is delivery
by intravenous injection. However, this route of delivery would be challenging when dosing
chronically 3 times per day before meals. In contrast, intranasal administration of carbetocin
appears to be a suitable route of delivery for chronic use.

1.1. Background

A brief overview of nonclinical and clinical findings for carbetocin is provided below. Further
details are provided in the Investigator’s Brochure.

1.1.1. Nonclinical Information
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1.1.2. Clinical Pharmacokinetics
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1.1.3. Clinical Efficacy

A prospective, randomized, double-blind, placebo-controlled, parallel-group, Phase 2 study
(Study 000114) of 14 days of treatment with 9.6 mg/dose of intranasal carbetocin (LV-101)

3 times per day before meals was conducted in 37 subjects with genetically confirmed PWS,
between the ages of 10 to 18 years, and with documented Nutritional Phase 3 criteria. Intranasal
carbetocin (LV-101) was well tolerated and improved hyperphagia and behavioral symptoms of
PWS in this study [Dykens 2018]. The primary efficacy endpoint was the change in Hyperphagia
in Prader-Willi Syndrome Questionnaire-Responsiveness (HPWSQ-R) total score from baseline
to Day 15. The HPWSQ-R was completed by the caregiver. A decrease in the HPWSQ-R total
score indicates improvement in hyperphagia.

A statistically significantly greater decrease in the HPWSQ-R total score from baseline to

Day 15 was observed for intranasal carbetocin (LV-101) compared to placebo. The least squares
mean change from baseline to Day 15 for the intranasal carbetocin (LV-101) and placebo groups
was -15.6 and -8.9, respectively (1-sided p=0.029).

Treatment group differences for the behavior, drive, and severity domain scores of the
HPWSQ-R were directionally consistent with the total score, indicating that the effect of
intranasal carbetocin (LV-101) was evident across a range of hyperphagic symptoms. The
remaining secondary efficacy results (Clinical Global Impression — Improvement [CGI-I];
clinician-rated version of the HPWSQ-R total and domain scores; Children’s Yale-Brown
Obsessive Compulsive Scale [CY-BOCS]; and food domain of Reiss Profile) also indicated a
statistically significant improvement of symptoms for the subjects in the intranasal carbetocin
(LV-101) group when compared to the placebo group.

1.14. Clinical Safety and Tolerability

In the Phase 2 study (Study 000114) in subjects with PWS, there were no deaths, serious
treatment-emergent adverse events (TEAEs), or severe TEAEs. One subject in the placebo group
had an adverse event that led to withdrawal. A similar percentage of subjects in the intranasal
carbetocin (LV-101) and placebo groups experienced at least 1 treatment-related TEAE (35.3%
and 30.0%, respectively).

Headache was the only TEAE reported for more than 2 subjects in the intranasal carbetocin
(LV-101) group (5 [29.4%] subjects). In the placebo group, headache (6 [30.0%] subjects) and
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medication error (2 [10.0%] subjects) were reported for 2 or more subjects. There were no
clinically important treatment group differences (>1 subject) for any individual TEAE.

1.2. Study Rationale

There are no therapies currently approved by the FDA to treat the hallmark features of PWS,
specifically hyperphagia, anxiety, and obsessive and compulsive symptoms. Intranasal oxytocin
has demonstrated excellent safety and tolerability in clinical studies of patients with PWS

[Miller 2017, Tauber 2017, Kuppens 2016, Einfeld 2014, Tauber 2011]. No serious adverse
events occurred in any of these studies. However, efficacy results with oxytocin have been
mixed, and higher doses have been associated with temper tantrums in some cases. The off-target
vasopressin effects of oxytocin may be limiting its therapeutic window. Specifically, activation
of the vasopressin V1a receptor, which is implicated in anxiety and depression, may exacerbate
PWS behavioral symptoms. Additionally, oxytocin activation of the vasopressin V2 receptor is
associated with increased risks of antidiuresis and hyponatremia.

Carbetocin, an 8 amino acid analog of oxytocin, is an oxytocin receptor agonist which has
similar potency to endogenous oxytocin, but possesses greater oxytocin receptor selectivity and
longer duration of action [Engstrem 1998]. Because carbetocin has greatly improved receptor
selectivity compared to oxytocin itself, it may avoid the potential side effects of oxytocin related
to off-target excessive activation of vasopressin receptors, creating a strong rationale for further
development of carbetocin as a potential therapy for PWS.

As further described in Section 1.1.3 and Section 1.1.4, a Phase 2 study in subjects with PWS
demonstrated that 14 days of treatment with intranasal carbetocin (LV-101) was safe and well
tolerated, and was associated with encouraging evidence of improvement in hyperphagia and

obsessive-compulsive symptoms.

For further evaluation of efficacy and safety across a range of dose levels, the current study will
evaluate the safety and efficacy of 9.6 mg/dose and 3.2 mg/dose intranasal carbetocin (LV-101).
This Phase 3 study is designed to assess the efficacy and safety of intranasal carbetocin (LV-101)
through 8 weeks of double-blind treatment compared to placebo, and to further assess efficacy,
safety, and tolerability during longer-term treatment with active carbetocin for 56 weeks.

The study will also include an extension period, wherein subjects receiving benefit during the

loni-term follow-ui ﬁeriod will have an oiiortuniti to continue receivini intranasal carbetocin

CONFIDENTIAL



Levo Therapeutics, Inc.

Intranasal Carbetocin (LV-101) Protocol LV-101-3-01 v3.0/Amendment 4.0
19 June 2019 Page 27 of 93

CONFIDENTIAL



Intranasal Carbetocin (LV-101)
19 June 2019

2.

Objectives and Endpoints

Levo Therapeutics, Inc.

Protocol LV-101-3-01 v3.0/Amendment 4.0
Page 28 0f 93

Objectives and endpoints for the study are summarized in Table 5.

Table 5.

Objectives and Endpoints

Objectives

Endpoints

Primary

To assess the efficacy of 9.6 mg intranasal
carbetocin (LV-101) 3 times per day versus
placebo on PWS behavioral symptoms

Change in HQ-CT total score from baseline to
Week 8

Change in CY-BOCS Severity Rating total
score from baseline to Week 8

Secondary

To assess the efficacy of 3.2 mg intranasal
carbetocin (LV-101) 3 times per day versus
placebo on PWS behavioral symptoms

Change in HQ-CT total score from baseline to
Week 8

Change in CY-BOCS Severity Rating total
score from baseline to Week &

To assess the treatment effect of intranasal
carbetocin (LV-101) versus placebo on a
broader range of maladaptive behavioral
symptoms, first assessing 9.6 mg/dose
intranasal carbetocin (LV-101) then assessing
3.2 mg/dose intranasal carbetocin (LV-101)

Change in PADQ score from baseline to
Week 8

CGI-C score at Week 8

To further characterize the treatment effect of
intranasal carbetocin (LV-101) versus placebo
on hyperphagia-related behavioral symptoms
(as assessed by the caregiver), looking
specifically at factors that may be less
impacted by environmental controls (ie, food
security), first assessing 9.6 mg/dose
intranasal carbetocin (LV-101) then assessing
3.2 mg/dose intranasal carbetocin (LV-101)

Change in score of a subset of HQ-CT items
(Questions 1,2,5,6,8,9) from baseline to
Week 8

Change in score of Question 9 of HQ-CT
from baseline to Week 8
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Table 5. Objectives and Endpoints (Continued)

Objectives Endpoints
Safety
e To assess the safety and tolerability of * Frequency, severity, and seriousness of
intranasal carbetocin (LV-101) adverse events during the study

e Clinically significant changes in physical
examinations, laboratory assessments,
electrocardiograms, and vital signs during the
study

CGI-C = Clinical Global Impression — Change; CGI-S = Clinical Global Impression — Severity; _

_ CY-BOCS = Children's Yale Brown Obsessive Compulsive Scale; _

HQ-CT = Hyperphagia Questionnaire for Clinical Tria

Is PADQ = PWS Anxiety and
Distress Questionnaire; PWS = Prader-Willi syndrome|
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3. Study Design

3.1. Overall Design

This is a Phase 3 study to assess the efficacy, safety, and tolerability of intranasal carbetocin
(LV-101) in subjects with PWS. A randomized, double-blind, placebo-controlled study with an
8-week, placebo-controlled period will be conducted in subjects who are 7 to 18 vears of age
with genetically confirmed PWS, documented Nutritional Phase 3 criteria*

Approximately 175 subjects will be randomized and dosed (1:1:1) to 3.2 mg intranasal
carbetocin (LV-101) or 9.6 mg intranasal carbetocin (LV-101) or placebo, administered 3 times
per day before meals. Safety and tolerability will be assessed by adverse events, laboratory
assessments, electrocardiograms, vital signs, and physical examinations (including nasal
assessments). Efficacy will be assessed using both caregiver-reported and clinician-reported
outcome measures as described in Section 2. Clinical study materials (carbetocin and placebo
vials) will be blinded at the study level, ensuring the blind of the subject, caregiver, and study
site.

After the 8-week double-blind, placebo-controlled period, there will be a long-term follow-up
period of 56 weeks during which all subjects will receive active treatment with intranasal
carbetocin (LV-101). At Week 8, subjects who were randomized to placebo in the
placebo-controlled period will be randomized (1:1) to 9.6 mg intranasal carbetocin (LV-101) or
3.2 mg intranasal carbetocin (LV-101) 3 times per day before meals.

The study will also include an extension period, wherein subjects receiving benefit during the
long-term follow-up period will have an opportunity to continue receiving intranasal carbetocin

3.2. Scientific Rationale for Study Design

A randomized, double-blind, placebo-controlled, parallel-group study design is considered the
gold standard for clinical research because it can provide unbiased estimates of efficacy and
safety.

The inclusion criteria for age at enrollment (7 to 18 years of age), genetic confirmation of PWS,
and PWS Nutritional Phase 3 assure that an appropriate population of hyperphagic subjects with
PWS will be enrolled.

Exclusion criteria serve to assure subject safety and to
exclude potentially confounding baseline factors.

A duration of 8 weeks of double-blind treatment with intranasal carbetocin (LV-101) versus
placebo, followed by longer-term follow-up of subjects receiving active intranasal carbetocin
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(LV-101) for a total of 56 weeks, is considered sufficient to demonstrate the efficacy, safety, and
tolerability of intranasal carbetocin (LV-101).

3.3. Justification for Dose

In Phase 2 Study 000114, intranasal carbetocin (LV-101) 9.6 mg/dose was administered 3 times
per day before meals for 14 days. A statistically significantly greater decrease in the HPWSQ-R
total score from baseline to Day 15 was observed for intranasal carbetocin (LV-101) compared to
placebo. Treatment group differences for the behavior, drive, and severity domain scores of the
HPWSQ-R were directionally consistent with the total score, indicating that the effect of
carbetocin was evident across a range of hyperphagic symptoms. The remaining secondary
efficacy results (CGI-I; clinician-rated version of the HPWSQ-R total and domain scores;
CY-BOCS; and food domain of Reiss Profile) also indicated a statistically significant
improvement of symptoms for the subjects in the intranasal carbetocin (LV-101) group when
compared to the placebo group. There were no deaths, serious TEAESs, or severe TEAEs in the
study. There was some variability in drug exposure between subjects, as well as in the rate and
extent of absorption within subjects from one dosing occasion to another. Neither subject’s body
weight, age, nor sex appeared to influence the systemic disposition of carbetocin in the studied
population.
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4. Study Population
4.1. Inclusion Criteria

Eligible subjects must meet ALL of the following inclusion criteria:

1. Age: 7 to 18 years old at screening
2. Genetically confirmed PWS
3. PWS Nutritional Phase 3

7. Parent or guardian is capable of giving signed informed consent
8. Pediatric subjects capable of assent have indicated their willingness to participate in the
study.

4.2. Exclusion Criteria
Subjects who meet ANY of the following exclusion criteria are NOT eligible:

1. Living in a group home

2. New food-related interventions, including environment or dietary restrictions, within

1 month of screening

Active upper respiratory infection at screening or baseline

Genetically diagnosed Schaaf-Yang syndrome or other genetic, hormonal, or
chromosomal cognitive impairment

5. Presence of any cardiovascular disorders, epilepsy, frequent migraines, or severe asthma

W

8. Dose of any allowed chronic concomitant medications or supplements that have not been
stable for >3 months prior to the study or is not expected to remain stable while
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participating in the study; adjustments in growth hormone dose <10% are not
exclusionary
Major surgery within 6 months of screening or planned during the study

. Nasal surgery within 6 months of screening or planned during the study

. More than 3 episodes of sinusitis in the 12 months prior to Screening Visit

. Other nasal diseases that may affect deposition of intranasal medication

. Known hypersensitivity to any component of investigational product

. Diagnosis of cancer within the past 5 years, except managed basal cell carcinoma or

squamous cell carcinoma of the skin are not exclusionary

. Unwilling to abstain from nasal saline, other nasal irrigation, or other intranasal

medications for 2 weeks prior to the Baseline visit and during the 8-week,
placebo-controlled period of the study

. Use of weight loss medication in the 6 months prior to screening

. Use of oxytocin or carbetocin in the 3 months prior to screening

. Use of vasopressin in the 3 months prior to screening

. Participation in an interventional research study involving another investigational

medication or device in the 6 months prior to screening or during the study

. History of (within the 2 years prior to screening) or current abuse of/dependence on

alcohol or illicit drugs

. Unwilling to follow protocol-specified contraception requirements
. Positive urine pregnancy test for female subjects at screening or baseline (pregnancy

testing will only be conducted for females of childbearing potential, as judged by the
Investigator)

25.

4.3.

Based on the judgment of the Investigator, is unsuitable for the study for any reason,
including but not limited to unstable medical condition, inability to comply with the
protocol, or other risk to subject or to the integrity of the study

Lifestyle Considerations

There should be no new food-related interventions or restrictions from 1 month before screening
until the end of the study.

All medications the subject is receiving (including over-the-counter therapies such as vitamins,

herbal,

and nutritional supplements) during the study will be recorded in the medical source data

and the electronic case report form (eCRF).
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5. Treatments
5.1. Treatments Administered

Subjects who meet inclusion and exclusion criteria will be randomized to receive blinded
investigational product to be administered intranasally 3 times per day before meals (ie,
breakfast, lunch, and dinner) for 8 weeks.

Group Number Treatment
1 9.6 mg/dose intranasal carbetocin (LV-101)
2 3.2 mg/dose intranasal carbetocin (LV-101)
3 Placebo

After the 8-week, double-blind, placebo-controlled period, there will be a long-term follow-up
period of 56 weeks during which all subjects will receive active treatment with intranasal
carbetocin (LV-101). At Week 8, subjects who were randomized to placebo in the
placebo-controlled period will be randomized (1:1) to 9.6 mg intranasal carbetocin (LV-101) or
3.2 mg intranasal carbetocin (LV-101) administered 3 times per day before meals.

Study drug should be administered with a minimum of 2.5 hours between each dose.

The study will also include an extension period, wherein subjects receiving benefit during the
long-term follow-up period will have an opportunity to continue receiving intranasal carbetocin

5.1.1. Investigational Product

Blinded investigational product, intranasal carbetocin or placebo, will be supplied_
Each vial will provide 3 doses of investigational product for use in a 24-hour period.

The blinded doses of investigational product are described in Table 6.
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Table 6. Investigational Product

Blinded Dose Group 9.6 mg/dose 3.2 mg/dose Placebo

5.1.2. Placebo

Matching placebo will be provided for dosing during the 8-week placebo-controlled period.
Placebo formulation will be identical to carbetocin formulations with the exceptions that
carbetocin will not be present and the formulation will be adjusted to be isotonic (buffer will be
increased to account for lack of carbetocin in the formulation).

5.1.3. Spray Pumps

Spray pumps _ will also be provided for investigational product
dosing. Instructions for spray pump use are provided in Section 5.2.

Spray pump incidents, including those resulting from malfunctions of the spray pump, must be
detected, documented, and reported by the Investigator throughout the study (see Section 7.4).

5.2. Preparation/Handling/Storage/Accountability

5.2.1. First Dose of Investigational Product on Day 1 (Baseline Visit)

Starter packs (containing vials and spray pumps) will be provided to the study site. _
Spray pumps will be stored -at room temperature.

The first dose of investigational product will be dispensed by the study site for observed dosing
on Day 1. The Investigator, or trained and qualified designee, will train the caregiver on the
process of assembly, priming, dosing, and storage.

Assembly: Just prior to dosing, the crimp seal and stopper must be removed from the
vial. The spray pump must be snapped into place, using the vial holder provided to prevent
spilling. The Investigator or designee can demonstrate assembly using the first vial and the
caregiver can assemble the second vial.

Priming: Once assembled, the spray pump must be primed by holding the vial upright and
spraying it - into the bag provided or a plastic bag with a paper towel inside. After
priming, close the bag and throw the bag away. The spray pump does not require additional
priming before the second and third doses.
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Dosing: Prior to dosing, the subject should blow his or her nose. Following priming, each dose of
investigational product will be administered via 2 sprays into each nostril, administered
alternating between nostrils (ie, left nostril, then right nostril, then left nostril, then right nostril),
for a total of 4 sprays.

Study drug should be administered before meals with a minimum of 2.5 hours between each
dose.

The Investigator, caregiver, or designee will record the dose of investigational product
administered to the subject on a paper dosing diary. Caregivers will be trained that completed
dosing diaries must be returned to the site staff at study visits.

The clinical site is required to maintain current drug
storage, dispensation, and accountability logs throughout the study.

5.2.2. Subsequent Doses of Investigational Product

Subsequent supplies of investigational product may be shipped to the caregiver’s home or

dispensed by the study site.

Assembly: Prior to dosing, the crimp seal and stopper must be removed from the vial.
The spray pump must be snapped into place, using the vial holder provided to prevent sp1111ng

Priming: Once assembled, the spray pump must be primed by holding the vial upright and
spraying it into the bag provided or a plastic bag with a paper towel inside. After
priming, close the bag throw the bag away. The spray pump does not require additional priming
before the second and third doses.
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Dosing: Prior to dosing, the subject should blow his or her nose. Following priming, each dose of
investigational product will be administered via 2 sprays into each nostril, administered
alternating between nostrils (ie, left nostril, then right nostril, then left nostril, then right nostril),
for a total of 4 sprays.

Study drug should be administered before meals with a minimum of 2.5 hours between each
dose.

The caregiver or designee will record all doses of investigational product administered to the
subject on a paper dosing diary. Completed dosing diaries must be returned to the site staff at
study visits.

5.3. Randomization and Blinding

Investigational product will be labelled with a unit number, such that the investigational product
is blinded at the study level, preserving the blind for the Investigator, caregiver, and subject.

Subjects will be randomized (1:1:1) to 9.6 mg/dose intranasal carbetocin (LV-101), 3.2 mg/dose
intranasal carbetocin (LV-101), or placebo. Subjects will be randomized on the day prior to
Day 1 (first dose day) using the Interactive Web Response System (IWRS) according to
instructions provided to the study site. The IWRS will provide a subject number and a unit
number to be dispensed, maintaining the study blind for the Investigator, caregiver, and subject
during the 8-week placebo-controlled period.

Subjects randomized to placebo in the placebo-controlled period will be randomized (1:1) to
intranasal carbetocin at the 9.6 mg/dose or 3.2 mg/dose in the long-term follow-up period.
Subjects will be randomized at the Week 8 site visit using the IWRS according to instructions
provided to the study site. Subjects randomized to 9.6 mg/dose or 3.2 mg/dose intranasal
carbetocin (LV-101) in the placebo-controlled period will continue on that same dose throughout
the long-term follow-up period. Thus, all subjects will receive intranasal carbetocin (LV-101)
during the long-term follow-up period; however, the actual investigational product dose will
remain blinded to the Investigator, caregiver, and subject throughout the long-term follow-up
period.

After all subjects complete Week 8, the database will be locked and treatment assignments will
be unblinded for the purpose of analysis of study endpoints. Unblinded information will not be
disclosed to investigators, caregivers, or patients during or following the Week 8 analysis.

54. Treatment Compliance

The investigational product will be dispensed only for subjects who meet the eligibility criteria
and are randomized to a treatment in the study. The Investigator or his/her designated personnel
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(eg, study nurse) will maintain a drug dispensing log detailing the dates and quantities of
investigational products dispensed to, and used by, each subject, as well as the batch numbers.

The caregiver or designee will record all doses of investigational product administered to the
subject on a paper dosing diary. Completed dosing diaries must be returned to the site staff at
study visits.

Caregivers will be asked to return all used and unused investigational product containers to the
study site or clinical study material management company.

5.5. Concomitant Therapy

At screening, use of any intranasal therapies (including nasal saline) during the preceding

6 months, any use of oxytocin or carbetocin, and all medications (including over-the-counter
therapies such as vitamins, herbal, and nutritional supplements) within the preceding 30 days
will be recorded in the medical source data and the eCRF.

Use of any concomitant therapy will be recorded in the medical source data and the eCRF,
following the subject interview at each visit. Required information includes the drug name,
strength, formulation, route of administration, dosing frequency, indication for use, start date,
and stop date. Any changes (including new therapies) must be recorded at each subsequent study
visit.

Every effort should be made to maintain concomitant medications at stable doses, if clinically
possible. During the placebo-controlled period, if any change of dose of concomitant medication
is judged medically necessary in the opinion of the Investigator, this should be discussed with
Sponsor’s medical monitor. During the active treatment period, changes to concomitant
medications should be recorded in the medical source data and the eCRF.

During the active treatment period, if nasal saline, other nasal irrigation, or other intranasal
medications are resumed, these treatments should be administered 1 hour before or after
intranasal carbetocin (LV-101) administration. For once-daily administration of these treatments,
bedtime dosing is recommended to separate dosing of nasal saline, other nasal irrigation, or other
intranasal medications from intranasal carbetocin (LV-101) administration.

5.6. Prohibited Therapies

Prohibited therapies per exclusion criteria include:

e New food-related interventions, including environment or dietary restrictions, within
1 month of screening

e Unwilling to abstain from nasal saline, other nasal irrigation, or intranasal medications
for 2 weeks prior to the Baseline visit and during the 8-week placebo-controlled period of
the stud
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e Use of weight loss medication
e Use of oxytocin or carbetocin in the 3 months prior to screening
e Use of vasopressin
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6. Discontinuation of Treatment and Withdrawal from Study

Every subject has the right to refuse further participation in the study at any time and without
providing reasons. A subject's participation will be terminated immediately upon his/her request.
The Investigator should obtain and document the reason for the subject’s withdrawal, if possible.

If, at the time of refusal, a dose of investigational product has already been administered, the
subject will be advised to agree to follow-up safety investigations, which will include all
procedures outlined for the early termination visit, before withdrawal from the study. All adverse
events will be monitored to resolution, and the subject will be monitored for new adverse events
that may be related to withdrawal or are otherwise clinically important.

The subject may be withdrawn from the study at any time at the discretion of the Investigator;
the reason should be discussed with the Sponsor prior to discontinuing the subject and fully
documented in the site source documents. Should the subject, during the course of the study,
develop conditions, which would have prevented his/her entry into the study according to the
exclusion criteria, the Investigator should discuss with the Sponsor the risks and benefits to
remaining in the study.

Subjects who withdraw from the study will not be replaced.
Lost to Follow-up

A subject will be considered lost to follow-up if he or she repeatedly fails to return for scheduled
visits and the caregiver is unable to be contacted by the study site.

The following actions must be taken if a participant fails to return to the clinic for a required
study visit:

e The site must attempt to contact the caregiver and reschedule the missed visit as soon as
possible, counsel the caregiver on the importance of maintaining the assigned visit
schedule, and ascertain whether or not the family wishes to and/or should continue in the
study.

e Before a subject is deemed lost to follow-up, the Investigator or designee must make
every effort to regain contact with the caregiver (where possible, 3 telephone calls and, if
necessary, a certified letter to the participant’s last known mailing address or local
equivalent methods). These contact attempts should be documented in the subject’s
medical record.

e Should the caregiver continue to be unreachable, the subject will be considered to have
withdrawn from the study.
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7. Study Assessments and Procedures

The schedule of assessments for the 8-week, placebo-controlled period is provided in Table 1,
the schedule of assessments for the long-term follow-up period is provided in Table 2, and the
schedule of assessments for the extension period is provided in Table 5. The schedule of
assessments for questionnaires during the placebo-controlled period is provided in Table 3 and
during the long-term follow period in Table 4.

During the first 16 weeks of the study, the visit window is +2 days, measured from the baseline
visit (not as measured from the previous visit). From Week 16 until the end of the study, the visit
window is =1 week (+7 days) as measured from the baseline visit (not as measured from the
previous visit). During the extension period, the visit window is +3 weeks (£21 days) as
measured from the baseline visit (not as measured from the previous visit).

7.1. Efficacy and Pharmacokinetic Assessments

7.1.1. Hyperphagia Questionnaire for Clinical Trials (HQ-CT)

The HQ-CT is a 9-item questionnaire designed to be completed by caregivers of subjects with
PWS. It is a revision of the 11-item HPWSQ-R and has been further validated. The Foundation
for Prader-Willi Research has made the HQ-CT available for clinical studies in PWS. As a result,
it is the consensus instrument within the PWS research community. The HQ-CT is useful in
measuring observable behaviors that stem from subjects’ excessive drive to eat, but it is limited
in its ability to assess the other important psychiatric symptoms and distress experienced in
PWS. Given that some questions may be more sensitive to environmental controls, subsets of
questions will also be analyzed.

The HQ-CT should be completed by the same caregiver throughout the study. A copy of the
HQ-CT is provided in Section 12.1.

7.1.2. Children’s Yale Brown Obsessive Compulsive Scale (CY-BOCS)

The CY-BOCS is a validated, clinician rated, semi-structured inventory of specific symptoms
and symptom severity in pediatric obsessive-compulsive disorder [Scahill 1997]. It is also
commonly used in related disorders and performed well in the Phase 2 study of intranasal
carbetocin (LV-101) in PWS. It includes 2 primary components: the symptom checklist and
severity scale. The 10 severity items are summed to produce an obsessions severity score

(5 items), compulsions severity score (5 items), and total score (sum of all 10 severity items).
The symptom checklist contains common obsessions and compulsions seen in classical
obsessive-compulsive disorder, but it also offers flexibility with the “other” write-in fields to
enable the clinician to capture the unique obsessive and compulsive symptoms seen in PWS.

The scale will be administered by the Investigator or a designated rater (trained and qualified).
For a given subject, the same person should perform this task around the same time throughout
the study. A copy of the CY-BOCS is provided in Section 12.2.
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7.1.3. PWS Anxiety and Distress Questionnaire (PADQ)

The PADQ is a caregiver-reported instrument designed to capture observable signs of anxiety
and distress common among subjects with PWS. It has been developed in collaboration with a
i roup of 3 experienced researchers who are also parents of individuals with PWS.

The PADQ should be comileted bfr the same caregiver throughout the study. _

7.1.4. Clinical Global Impression — Severity (CGI-S) and Clinical Global
Impression - Change (CGI-C)

The CGI-S is a rating scale which records a clinician’s global impression of the current severity
of illness on a 7-point scale, using a range of responses from 1 (normal) to 7 (among the most
severely ill patients). The CGI-C is a similar rating scale which records a clinician’s global
impression of change in severity of illness, using a range of responses from 1 (very much
improved) to 7 (very much worse) [Guy 1976].

The scale will be administered by the Investigator or a designated rater (trained and qualified).
For a given subject, the same person should perform this task throughout the study. A copy of
the CGI-S and CGI-C is provided in Section 12.4.
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7.2. Safety Assessments

7.2.1. Medical History

A complete medical history will be obtained and documented. The history will include current
conditions, and substance usage.

7.2.2. Physical Examinations

A complete physical examination including general appearance, head, eyes, ears, nose, and
throat, neck, cardiovascular, thorax/lungs, breasts, abdomen, genitourinary, musculoskeletal,
lymph nodes, skin, neurological and mental status examination, will be performed by the
Investigator or a delegated Sub-Investigator (a medically licensed, qualified study team
member). A thorough examination of the lower extremities for potential signs of deep venous
thrombosis should be performed with each physical examination.

At screening and baseline, each category will be evaluated as normal, abnormal not clinically
significant, or abnormal clinically significant. Abnormal clinically significant changes from
baseline will be recorded as adverse events. Tanner staging will be recorded at the Screening
Visit and the Week 64 or Early Termination visit.
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7.2.3. Nasal Assessment

Grading will be conducted according to the following scale:
Grade 0 = no abnormal findings
Grade 1A = focal nasal mucosal inflammation, erythema, or hyperemia
Grade 1B = superficial nasal mucosal erosion
Grade 2 = moderate nasal mucosal erosion
Grade 3 = nasal mucosal ulceration
Grade 4 = nasal septum perforation

After randomization, Grades 3 and 4 will be documented as adverse events. If deemed
appropriate, additional follow-up examinations will be performed at the discretion of the
Investigator.

7.2.4. Vital Signs

Pulse, respiration rate, and body temperature will be measured under resting conditions while the
subject is seated. All blood pressure measurements should be made using the same arm while the
subject is in the supine position after resting for 3 minutes, and prior to any scheduled blood
draws. Weight should be measured consistently for each subject with regard to time of day and
time since last meal. Subjects should wear a hospital gown or underwear for weight and height
measurements.

7.2.5. Electrocardiograms

A 12-lead electrocardiogram will be obtained after at least a 5S-minute rest in a supine position,
and prior to any scheduled blood draws. The baseline electrocardiogram must be measured prior
to administration of investigational product.

7.2.6. Clinical Safety Laboratory Assessments

Samples may be drawn non-fasting and can be repeated fasting if judged necessary by the
Investigator. Specific instructions for blood collection will be provided in a central laboratory
manual to the study site for the United States and Canada. Clinical safety laboratory samples
will be processed by each site’s local laboratory in Australia.

Hematology, Coagulation, Serum Chemistry, and Urinalysis

Hematology: Platelet count, red blood cell count, hemoglobin, hematocrit, white blood cell
count with differential (neutrophils, lymphocytes, monocytes, eosinophils, and basophils)

Coagulation: Prothrombin time, activated partial thromboplastin time, thrombin time, fibrinogen

Note: d-dimer (during placebo-controlled period only)
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Serum chemistry: Calcium, chloride, sodium, potassium, glucose, aspartate aminotransferase,
alanine aminotransferase, total and direct bilirubin (reflex to direct), creatinine, blood urea
nitrogen, total protein, alkaline phosphatase, and albumin

Urinalysis: specific gravity, pH, glucose, protein, blood, urobilinogen by dipstick, and
microscopic examination (if blood or protein is abnormal)

The Investigator will review laboratory results for abnormalities and clinical significance.

Pregnancy Testing

Urine pregnancy tests (B-human chorionic gonadotropin) will be performed on females of
childbearing potential, as assessed by the Investigator or a Sub-Investigator.

7.2.7. Extension Period Determination

During the Week 64 Visit and following consultation with the subject and caregiver, the
investigator will make a determination whether continuing on intranasal carbetocin (LV-101)
would be in the subject’s best health interest by weighing the subject’s documented clinical
benefit against any safety concerns. Subjects for whom the investigator determines continuation
would be appropriate will complete the extension period informed consent process and will be
enrolled into the extension period to continue intranasal carbetocin (LV-101) treatment.

7.2.8. Safety Phone Call

Caregivers will be contacted by phone at least quarterly during the extension period. Clinical
sites will document discussion of any adverse events and/or serious adverse events, concomitant
medications, and any missed doses.

7.3. Adverse Events and Serious Adverse Events

7.3.1. Adverse Event Definition

An adverse event is any untoward medical occurrence in a subject participating in a clinical
study.

A TEAE is any adverse event that begins or worsens after the first administration of
investigational product. An unexpected adverse event is an adverse event not identified in nature,
severity, or frequency in the Sponsor’s current Investigator’s Brochure.

Adverse events should be recorded as diagnoses, if available. If not, separate signs and
symptoms should be recorded. One diagnosis/symptom should be entered per record.

If a subject suffers from the same adverse event more than once and the subject recovers in
between the events, the adverse events should be recorded separately. If an adverse event
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changes in intensity, a worst-case approach should be used when recording the event (ie, record
the highest intensity and the longest duration of the event. However, if an adverse event with
onset before the first investigational product administration (ie, a pre-treatment adverse event)
changes in intensity, this must be recorded as 2 separate events. The initial adverse event should
be recorded with outcome “not yet recovered” and the date and time of outcome is when the
intensity changed. The second adverse event should be recorded with date and time of onset
when the intensity changed.

Pre-existing conditions are not adverse events, but become adverse events if worsening occurs
after investigational product administration during the study. Pre-existing clinically significant
conditions diagnosed or observed as a result of the screening procedures must be recorded as
medical history.

A procedure is not an adverse event; the reason for conducting the procedure is. Hospitalization
is not an adverse event; the reason for hospitalization is. Death is not an adverse event, but the
cause of death is (an exception is sudden death of unknown cause, which is an adverse event).

7.3.2. Collection and Recording of Adverse Events

The Investigator must monitor the condition of the subject throughout the study from the time of
obtaining informed consent until 30 days after the last dose of study medication.

All serious adverse events will be collected from the signing of the informed consent form until
30 days after the last dose of study medication. Other adverse events will be collected from the
Baseline Visit until 30 days after the last dose of study medication.

Investigators are not obligated to actively seek adverse events or serious adverse events after
conclusion of study participation. However, if the Investigator learns of any serious adverse
event, including a death, at any time after a participant has been discharged from the study, and
the event is considered to be reasonably related to the study intervention or study participation,
the Investigator must promptly notify the Sponsor.

7.3.3. Evaluation of Adverse Events
The Investigator must record all adverse events in the eCRF with information about:

e Date and time of onset (time can be omitted, if applicable)

e Severity/intensity

e (ausal relationship to investigational product

e Action taken

e Outcome

e Date and time of outcome (time can be omitted, if applicable)
e Seriousness
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7.3.3.1. Date and Time of Onset

The date of onset is the date when the first sign(s) or symptom(s) were first noted. If the adverse
event is an abnormal clinically significant laboratory test or outcome of an examination, the
onset date is the date the sample was taken or the examination was performed.

7.3.3.2.  Severity/Intensity

The intensity of an adverse event must be classified using the following 3-point scale:

Mild: Awareness of signs or symptoms, but no disruption of usual activity
Moderate: Event sufficient to affect usual activity (disturbing)
Severe: Inability to perform usual activities (unacceptable)

7.3.3.3. Relationship to Investigational Product

The possibility of whether the investigational product caused the adverse event must be
classified as one of the following:

Possibly related: There is evidence or argument to suggest a causal relationship between the
investigational product and the adverse event. The adverse event may occur as part of the
pharmacological action of the investigational product or may be unpredictable in its occurrence.
Examples may include:

e Adverse events that are uncommon but are known to be strongly associated with
investigational product exposure

e Adverse events that are not commonly associated with investigational product exposure,
but the event occurs in association with other factors strongly suggesting causation, such
as a strong temporal association or the event recurs on rechallenge

Not related: There is no reasonable evidence or argument to suggest a causal relationship
between the investigational product and the adverse event. Examples may include:

¢ Known consequences of the underlying disease or condition under investigation

e Adverse events common in the study population, which are also anticipated to occur with
some frequency during the course of the study, regardless of investigational product
exposure

7.3.3.4. Action Taken

The action taken with the investigational product in response to an adverse event must be
classified as one of the following:

e No change (medication schedule maintained or no action taken)
e Study medication temporarily held
e Study medication discontinued
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Adverse events requiring therapy must be treated with recognized standards of medical care to
protect the health and well-being of the subject. Appropriate resuscitation equipment and
medicines must be available to ensure the best possible treatment of an emergency situation.

If medication is administered to treat the adverse event, this medication should be recorded
(Section 5.5).

7.3.3.5. Outcome
The outcome of an adverse event will be classified as one of the following:

e Recovered (fully recovered or the condition has returned to the level observed at
initiation of study treatment)

e Recovered with sequelae (resulted in persistent or significant disability/incapacity)
e Not yet recovered

e Fatal

7.3.3.6. Date and Time of Outcome

The date that the subject recovered or died will be recorded. If the subject has not recovered or
died at the time of study completion, the date of last adverse event follow-up will be recorded.

7.3.3.7. Serious Adverse Events

A serious adverse event is defined as an adverse event meeting any of the criteria in Table 8.
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Table 8. Definition of Serious Adverse Event

Serious Adverse Event Criteria

Guidance

Results in death

Any event resulting in a fatal outcome must be fully documented and reported,
including deaths occurring within 4 weeks after the treatment ends and
irrespective of the causal relationship to the investigational product. The death
of a subject enrolled in a study is per se not an event, but an outcome.

Is life-threatening

The term life-threatening refers to an adverse event in which the subject was at
immediate risk of death at the time of the event. It does not refer to an event,
which may have caused death if it were more severe.

Requires in-patient hospitalization
or prolongation of existing
hospitalization

The term hospitalization means that the subject was admitted to hospital or
that existing hospitalization was extended as a result of an event.
Hospitalization describes a period of at least 24 hours. Overnight stay for
observation, stay at emergency room, or treatment on an outpatient basis do
not constitute a hospitalization. However, medical judgment must always be
exercised and when in doubt the case should be considered serious (ie, if case
fulfills the criterion for a medically important event). Hospitalizations for
administrative or social purposes do not constitute a serious adverse event.
Hospital admissions and/or surgical operations planned before study inclusion
are not considered adverse events, if the illness or disease existed before the
subject was enrolled in the study, provided that the condition did not
deteriorate during the study.

Results in persistent or significant
disability/incapacity

Disability/incapacity means a substantial disruption of a person’s ability to
conduct normal life functions. In doubt, the decision should be left to medical
judgment by the Investigator.

Is a congenital anomaly/birth defect

Congenital anomaly/birth defect observed in any offspring of the subject
conceived during treatment with the investigational product.

Is an important medical event

Important medical events are events that may not be immediately
life-threatening or result in death or hospitalization but may jeopardize the
subject or may require intervention to prevent one of the other outcomes listed
in the definition above. Examples of important medical events include adverse
events that suggest a significant hazard, contraindication or precaution,
occurrence of malignancy or development of drug dependency or drug abuse.
Medical and scientific judgment should be exercised in deciding whether
events qualify as medically important.

Important medical events include any suspected transmission of an infectious
agent via a medicinal product. Any organism virus or infectious particle

(eg, prion protein transmitting transmissible spongiform encephalopathy),
pathogenic or non-pathogenic, is considered an infectious agent. A
transmission of an infectious agent may be suspected from clinical symptoms
or laboratory findings indicating an infection in a subject exposed to a
medicinal product.

7.3.4. Follow-up of Adverse Events and Serious Adverse Events

During the study, the Investigator must follow each adverse event until it is resolved or until the
medical condition of the subject is stable.
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After the subject’s last visit, the Investigator must follow any adverse event classified as serious
or considered to have a reasonable possible causality to the investigational product until it is
resolved or until the medical condition of the subject is stable. All such relevant follow-up
information must be reported to the Sponsor. If the event is a chronic condition, the Investigator
and the Sponsor may agree that further follow-up is not required.

7.3.5. Reporting Requirements for Serious Adverse Events

All serious adverse events must be reported immediately to Levo Therapeutics, Inc. as soon as it
becomes known to the Investigator and not later than within 24 hours of their knowledge of the
occurrence of a serious adverse event.

The Investigator is responsible for submitting the completed Serious Adverse Event Report Form
with the fullest possible details within 24 hours of his/her knowledge of the serious adverse
event. The site will notify the Institutional Review Board (IRB)/Ethics Committee (EC)
according to its guidelines.

The Serious Adverse Event Report Form must be completed and submitted according to the
instructions provided on the form, using the email address below:

Demographic characteristics, adverse event information, medical history, and concomitant
medication information are mandatory for initial reports and for follow-up reports if any relevant
changes have been made since the initial report.

Additional information relevant to the serious adverse event such as hospital records, results
from investigations (eg, laboratory parameters, invasive procedures, scans and x rays, and
autopsy results) can sent to Levo Therapeutics, Inc. using the contact details above. In any case
this information must be supplied by the Investigator upon request from Levo Therapeutics, Inc.
On any copies provided, such details such as subject’s name, address, and hospital identification
number should be concealed and instead subject number should be provided.

The Investigator will supply Levo Therapeutics, Inc. and the IRB with any additional requested
information, such as results of post-mortem examinations and hospital records.

Expedited Reporting by Levo Therapeutics, Inc.

Levo Therapeutics, Inc. will report to the relevant parties within the stipulated timelines all
adverse events that are serious, unexpected (according to the Investigator’s Brochure) and with a
reasonable possible causality to the investigational product as judged by either the Investigator or
Levo Therapeutics, Inc. Levo Therapeutics, Inc. will submit serious, unexpected, causally-related
adverse event reports to Health Canada, the Australian Therapeutic Goods Administration
(TGA), and the FDA within the timelines required by each regulatory authority.

Serious adverse events will be considered reportable regardless of whether or not the
investigational product was used in accordance with the provisions in the protocol and
Investigator’s Brochure.
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7.3.6. Pregnancy

Because of the young age of study subjects and the nature of the syndrome, it is considered likely
that the majority of study subjects will not be sexually active. In the event that a subject is
sexually active, the Investigator will confirm that the subject will, throughout participation in the
study and at least 30 days following the last dose of study drug, either (1) remain abstinent from
sexual intercourse or (2) use an effective barrier method or hormonal method of contraception.

In such cases, the Investigator will discuss use of effective contraception with the subject and
caregiver and the study medical monitor.

If a pregnancy occurs, the investigational product should be immediately stopped and the
Sponsor must be informed. The mother and the fetus must be followed at least until the birth of
the infant and 1 month after the birth of the infant. In general, the follow-up will include the
course, duration, and the outcome of the pregnancy, as well as neonatal health.

While pregnancy itself is not considered to be an adverse event or serious adverse event, any
pregnancy complication or elective termination of a pregnancy will be reported as an adverse
event or serious adverse event. A spontaneous abortion is always considered to be a serious
adverse event and will be reported as such. If a pregnancy results in an abnormal outcome (birth
defect/congenital anomaly), this must be reported as a serious adverse event.

The Investigator will attempt to collect pregnancy information on any male participant’s female
partner who becomes pregnant while the male participant is in this study. After obtaining signed
informed consent from the pregnant female partner, the female partner will also be followed to
determine the outcome of the pregnancy. Any termination of the pregnancy will be reported
regardless of fetal status (presence or absence of anomalies) or indication for the procedure. A
spontaneous abortion is always considered to be a serious adverse event and will be reported as
such. If the pregnancy results in an abnormal outcome (birth defect/congenital anomaly this must
be reported as a serious adverse event.

7.4. Intranasal Spray Pump Incidents (Including Malfunctions)

Intranasal spray pumps are being provided for use in this study for administration of
investigational product. In order to fulfill regulatory reporting obligations worldwide, the
Investigator is responsible for the detection and documentation of events meeting the definitions
of incident or malfunction that occur during the study with the spray pumps.

A medical device incident is any malfunction or deterioration in the characteristics and/or
performance of a device as well as any inadequacy in the labeling or the instructions for use
which, directly or indirectly, might lead to or might have led to the death of a
participant/user/other person or to a serious deterioration in his/her state of health. Not all
incidents lead to death or serious deterioration in health. The nonoccurrence of such a result
might have been due to other fortunate circumstances or to the intervention of health care
personnel.

A serious deterioration in state of health can include any of the following:

o life-threatening illness
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permanent impairment of body function or permanent damage to body structure
condition necessitating medical or surgical intervention to prevent one of the above
fetal distress, fetal death, or any congenital abnormality or birth defect

Examples of medical device incidents include:

A participant, user, caregiver, or healthcare professional is injured as a result of a medical
device failure or its misuse.

A participant’s study intervention is interrupted or compromised by a medical device
failure.

A misdiagnosis due to medical device failure leads to inappropriate treatment.

A participant’s health deteriorates due to medical device failure.

NOTE: Incidents fulfilling the definition of an adverse event/serious adverse event will also
follow the processes outlined in Section 7.3.

7.4.1.

Time Period for Detecting Medical Device Incidents

Medical device incidents or malfunctions of the device that result in an incident will be detected,
documented, and reported during all periods of the study in which the medical device is used. If
the Investigator learns of any incident at any time after a participant has been discharged from
the study, and such incident is considered reasonably related to a medical device provided for the
study, the Investigator will promptly notify the Sponsor.

Documenting of medical device incidents include:

7.4.2.

Any medical device incident occurring during the study will be documented in the
participant’s medical records, in accordance with the Investigator’s normal clinical
practice, and on the appropriate form of the eCRF.

For incidents fulfilling the definition of an adverse event or a serious adverse event, the
appropriate adverse event/serious adverse event eCRF page will be completed.

It is very important that the investigator provides his/her assessment of causality
(relationship to the medical device provided by the Sponsor) at the time of the initial
adverse event or serious adverse event report and describes any corrective or remedial
actions taken to prevent recurrence of the incident.

A remedial action is any action other than routine maintenance or servicing of a medical
device where such action is necessary to prevent recurrence of an incident. This includes
any amendment to the device design to prevent recurrence.

Follow-up of Medical Device Incidents

All medical device incidents involving an adverse event will be followed and reported in the
same manner as other adverse events (see Section 7.3). This applies to all participants, including
those who discontinue study intervention.
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The Investigator is responsible for ensuring that follow-up includes any supplemental
investigations as indicated to elucidate the nature and/or causality of the incident. New or
updated information will be provided by the Investigator.

7.4.3. Prompt Reporting of Medical Device Incidents to the Sponsor

Medical device incidents will be reported to the Sponsor within 24 hours after the Investigator
determines that the event meets the protocol definition of a medical device incident. Information

regarding the medical device incident will be collected using a Spray Pump Incident Report
Form. Medical device incidents should be emailed to: H
7.4.4. Regulatory Reporting Requirements for Medical Device Incidents

The Investigator will promptly report all incidents occurring with any medical device provided
for use in the study in order for the Sponsor to fulfill the legal responsibility to notify appropriate
regulatory authorities and other entities about certain safety information relating to medical
devices being used in clinical studies. The Investigator, or designee, will comply with the
applicable local regulatory requirements relating to the reporting of medical device incidents to
the IRB/EC.

7.5. Treatment of Overdose

No specific antidote is available. In the case of severe pharmacologic effects, intravenous
infusion of hypotonic solutions should be avoided.

The size of the vial provided in this study helps to limit risk of overdose. If an overdose occurs,
contact the Investigator and/or study coordinator. The subject should be monitored for seizures
and behavioral changes (eg, aggressive behavior, temper tantrums, or other behavioral change).
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8. Statistical Considerations
8.1. General Considerations

The objectives of this study are to evaluate the efficacy, safety and tolerability of intranasal
carbetocin (LV-101) administered 3 times per day before meals in patients with PWS. The
detailed description of the study statistical methods is provided in the Statistical Analysis Plan.
Any deviations from the Statistical Analysis Plan will be described and justified in the final
clinical study report.

8.2. Sample Size Determination

The study will enroll and dose approximately 175 subjects. The study alpha is specified to be 2-
sided 0.05 with multiplicity control for the primary outcomes, thereby leading to study success if
either outcome meets the statistical criterion.

8.3. Analysis Sets
The following analysis sets will be defined for the study:

Intent-to-Treat Analysis Set: Subjects who were randomized. Subjects will be
summarized in the treatment in which they were randomized.

Safety Analysis Set: Subjects who received at least 1 dose of investigational product.
Subjects will be summarized according to the treatment actually received.

Full Analysis Set (FAS): Subjects in the Safety Analysis Set who completed baseline
assessments.

84. Statistical Analyses

8.4.1. Efficacy Analyses

The efficacy endpoints will be evaluated using the FAS dataset unless indicated otherwise.

8.4.1.1. Primary Efficacy Endpoints

The primary efficacy endpoints are the HQ-CT total score change from baseline to Week 8 and
the CY-BOCS total score change from baseline to Week 8 for 9.6 mg intranasal carbetocin
(LV-101) versus placebo.
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8.4.1.2. Secondary Efficacy Endpoints

The first secondary efficacy evaluation will be an analysis of the primary outcomes of HQ-CT
total score change from baseline to Week 8 and the CY-BOCS total score change from baseline
to Week 8 for the 3.2 mg intranasal carbetocin (low dose LV-101) group versus placebo, using
the same model in Section 8.4.1.1. This first secondary efficacy assessment will act as a
gatekeeper to subsequent secondary evaluations. If the first secondary evaluation fails, then
subsequent secondary evaluations will become descriptive.

A fixed-sequence test procedure will then be performed to assess the following additional
secondary efficacy endpoints in the order specified (hierarchical alpha protection).

e PADQ score change from baseline at Week 8

e CGI-C score at Week 8

e HQ-CT total score for Questions 1,2,5,6,8, and 9 change from baseline at Week 8
e HQ-CT score for Question 9 change from baseline at Week 8.

The previously described mixed model repeated measures analysis will be used when
appropriate, with the comparison 9.6 mg intranasal carbetocin (LV-101) versus placebo tested
first for each endpoint, followed by 3.2 mg intranasal carbetocin (LV-101) versus placebo.
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8.4.2. Safety Analyses

Safety parameters will be listed and summarized for the safety population.

8.4.2.1. Adverse Events

Directly observed and spontaneously reported adverse events will be recorded from time of
signing informed consent (serious adverse events only) through 30 days after the last dose of
study medication. Adverse events will be coded using Medical Dictionary for Regulatory
Activities, in which each reported event is mapped to a preferred term and a system organ class.
A TEAE will be defined as an adverse event that was not present prior to the first investigational
product administration or was present but worsened in intensity or frequency. All reported
adverse events will be listed. Both TEAEs and non-TEAEs will be summarized, overall and by
severity and seriousness. For each system organ class and preferred term within system organ
classes, the numbers and percentages of subjects reporting an event, as well as the number of
events that were reported, will be calculated. Deaths, adverse events that resulted in study
discontinuation, severe adverse events, and serious adverse events will be listed and summarized
separately.
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8.4.2.2. Concomitant Medications

Prescription, over-the-counter, and alternative medication use will be coded to drug class,
preferred drug name, and generic/trade drug name using the World Health Organization drug
dictionary (WHO-DD). Medications that were stopped before the start of the investigational
product administration procedure will be considered “pre-treatment.” All other medications will
be considered “concomitant.” Medications that were started or ongoing at the time the
investigational product administration procedure was started will be considered “baseline” (a
subset of “concomitant”). All reported medications will be listed. Frequencies and percentages of
subjects reporting or receiving each medication will be summarized by WHO-DD drug class and
preferred name within drug class. Pre-treatment and baseline medications will be summarized
separately.

8.4.2.3. Clinical Laboratory Assessment

Laboratory assessments will be listed and summarized by visit within each panel (eg, chemistry,
hematology, etc.). Summary tables will show means of observed values and changes from
baseline for observations on a continuous scale and distributions of categorical observations.
Shift tables will be produced that will show frequencies and percentages of subjects who shift
from one out-of-range category at baseline to another out-of-range category at subsequent visits.
8.4.2.4. Physical Examination

Observed status (eg, normal, abnormal) and changes from baseline in body system-specific
physical examination findings will be summarized by visit within each body system.

8.4.2.5. Electrocardiogram, Vital Signs, and Weight

Observed values and changes from baseline will be summarized by visit.

8.5. Interim Analyses

After all subjects have completed the Week 8 visit (excluding drop-outs), the database will be
locked and treatment assignments through Week 8 will be unblinded.

8.6. Data Monitoring Committee

A Data Monitoring Committee will be convened for the study.
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0. Supporting Documentation and Operational Considerations

9.1. Data Handling

9.1.1. Source Data and Source Documents

Source data are defined as all information in original records and certified copies of original
records of clinical findings, observations, or other activities in a clinical study necessary for the
reconstruction and evaluation of the study. Source data are contained in source documents
(original records or certified copies).

Source documents are defined as original documents, data, and records (eg, hospital records,
clinical and office charts, laboratory notes, memoranda, subjects’ diaries or evaluation checklists,
pharmacy dispensing records, recorded data from automated instruments, copies or transcriptions
certified after verification as being accurate copies, microfiches, photographic negatives,
microfilm or magnetic media, x-rays, subject files, and records kept at the pharmacy, at the
laboratories and at medico-technical departments involved in the clinical study).

The Investigator shall retain the source records for a period of 5 years following the date a
marketing application is approved for the drug for the indication for which it is being
investigated; or such longer period as required by regulatory authorities such as Health Canada,
TGA, or FDA; or, if no application is to be filed or if the application is not approved for such
indication, until 5 years after the investigation is discontinued and the FDA is notified. For each
subject enrolled, the Investigator will indicate in the source record(s) that the subject participates
in this study and will record all study-specific information including: any adverse event, any
concomitant therapy, primary response variable(s), date of informed consent/assent, progress
notes and status at treatment end, and the end of the subject’s participation.

9.1.2. Electronic Case Report Form

An eCRF system provided by an independent third-party CRO will be used for data capture. The
system is validated and access at all levels to the system is granted/revoked following Levo
Therapeutics, Inc. and vendor procedures, in accordance with regulatory and system
requirements.

Data should be entered into the system within 5 days after the subject has attended a visit or after
the data become available, as applicable. Data entry of serious adverse events will be within

24 hours of the Investigator becoming aware. Also, applicable data (demographics, medical
history, concomitant medication, etc.) must be entered at the time of entry of serious adverse
event. The Investigator will approve/authorize the eCRF entries for each subject with an
electronic signature which is equivalent to a handwritten signature.

Errors occurring in the eCRF will be corrected electronically. Such corrections/modifications
will be automatically tracked by an audit trail detailing the date and time of the correction and
the name of the person making the correction.
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9.1.3. Data Management

A data management plan will be created and issued before data collection begins and will
describe all functions, processes, and specifications for data collection, cleaning, and validation.
The data management plan will include who is authorized to enter the data, decisions about
ownership of data, source data storage, which data will be transferred (including timing of
transfers), the origin and destination of the data, and who will have access to the data at all times.

9.2. Monitoring Procedures

9.2.1. Periodic Monitoring

The monitor will contact and visit the Investigator periodically to ensure adherence to the
protocol, International Conference on Harmonisation (ICH)-Good Clinical Practice (GCP),
standard operating procedures and applicable regulatory requirements, maintenance of
study-related source records, and completeness, accuracy and verifiability of all eCRF entries
compared to source data. The Investigator will cooperate with the monitor to ensure that any
discrepancies that may be identified are resolved. A monitoring visit will take place shortly after
the first subject is enrolled at the site.

9.2.2. Audit and Inspection

The Investigator will make all the study-related source data and records, both paper and
electronic, available to a quality assurance auditor mandated by the Sponsor, or to domestic or
foreign regulatory inspectors, after reasonable notice. The main purposes of an audit or
inspection are to confirm that the rights and well-being of the subjects have been adequately
protected, the protocol and standard operating procedures have been adhered to, and that all data
relevant for the evaluation of the investigational product have been processed and reported in
compliance with ICH-GCP and applicable regulatory requirements.

The Investigator should notify the Sponsor without any delay of an announced inspection by a
regulatory authority.
9.2.3. Confidentiality of Subject Data

The Investigator will ensure that the confidentiality of the subject data will be preserved. In the
eCRF or any other documents submitted to the Sponsor, the subjects will not be identified by
their names, but by an identification system consisting of their initials and assigned number in
the study. Documents not intended for submission to the Sponsor (eg, the confidential subject
identification code and the signed informed consent forms) will be maintained by the
Investigator in strict confidence.

9.3. Changes in the Conduct of the Study

9.3.1. Protocol Amendment

Any change to this protocol will be documented in a protocol amendment, issued by the Sponsor,
and agreed upon by the Investigator and the Sponsor prior to its implementation.
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Significant amendments will be submitted for consideration to the approving IRB(s)/ECs, and
regulatory authorities, in accordance with local regulations.

An approval is required for a significant amendment (eg, one that could affect the safety of the
subjects, or that entails a significant change of the scope/design of the study).

9.3.2. Deviations from the Protocol

Deviations from the protocol are discouraged. If deviations do occur, the Investigator must
inform the monitor, and the implications of the deviation must be reviewed and discussed. Any
deviation must be documented with the visit number and type of violation. Any significant
violations as determined by the Sponsor and/or IRB/EC must be reported to the IRB/EC. Any
paper documentation must be kept in the Investigator’s file and in the Trial Master File.

9.3.3. Early Termination of the Study

Both the Investigator (with regard to his/her participation) and the Sponsor reserve the right to
terminate the study at any time. Should this become necessary, the procedures will be agreed
upon after consultation between the 2 parties. In terminating the study, the Sponsor and the
Investigator will ensure that adequate consideration is given to the protection of the best interests
of the subjects. Regulatory authorities and IRB(s)/ECs will be informed.

94. Publication Policy

Submission of data for journal publication and/or presentation of data to scientific audiences may
be considered by Levo Therapeutics, Inc. The details of specific journal authorship will be
discussed by the Investigator(s) and the Sponsor, with the final decision at the discretion of the
Sponsor. If the Sponsor prepares a publication based on the results of this study, a copy of the
manuscript will be provided to the Investigator(s) prior to publication. Investigator(s) may not
separately publish data from the study without written authorization from the Sponsor.

Any external CRO or laboratory involved in the conduct of this study has no publication rights
regarding this study.
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10. Regulatory and Ethical Considerations

The responsibilities of Levo Therapeutics, Inc., the monitor, and the Investigator will be as
defined in the ICH-GCP consolidated guideline, and applicable regulatory requirements in the
country where the study takes place. The Investigator is responsible for adhering to the
ICH-GCP responsibilities of Investigators, for dispensing the investigational product in
accordance with the approved protocol or an approved amendment, and for its secure storage and
safe handling throughout the study.

10.1. Ethical Conduct of the Study

This study will be conducted in accordance with the ethical principles that have their origins in
the Declaration of Helsinki, in compliance with the approved protocol, ICH-GCP, and applicable
regulatory requirements.

The regulatory permission to perform the study will be obtained in accordance with applicable
regulatory requirements. All ethical and regulatory approvals must be available before a subject
is exposed to any study-related procedure, including screening tests for eligibility.

10.2. Informed Consent/Assent

The Investigator or designee will obtain a freely given written informed consent from each
subject’s caregiver, and signed assent by the subject (if applicable) after an appropriate
explanation of the aims, methods, anticipated benefits, potential hazards, and any other aspects
of the study that are relevant to the subject's decision to participate. The consent form must be
signed and dated by the caregiver before the subject is exposed to any study-related procedure,
including screening tests for eligibility. The assent form (if applicable) must also be signed and
dated by the subject before exposure to any study-related procedure, including screening tests for
eligibility.

The Investigator or designee will explain that the subjects are completely free to refuse to enter
the study or to withdraw from it at any time, without any consequences for their further care and
without the need to justify their decision.

The subject and caregiver will receive a copy of any available subject information and signed
consent/assent.

The subject and caregiver should be informed if new information becomes available that may be
relevant to their willingness to continue participation in the study. The communication of this
information should be documented and a new version of the informed consent and subject
information form be prepared, if applicable.

Each subject and caregiver will be informed that the monitor, a quality assurance auditor
mandated by the Sponsor, or a health authority inspector, in accordance with applicable
regulatory requirements, may review his/her source records and data. Data protection will be
handled in compliance with local and national regulations.

For subjects not qualified to give their legal consent, the written informed consent must be
obtained from the legal caregiver in accordance with national regulations. If such subjects can

CONFIDENTIAL



Levo Therapeutics, Inc.

Intranasal Carbetocin (LV-101) Protocol LV-101-3-01 v3.0/Amendment 4.0
19 June 2019 Page 63 of 93

understand the risks and benefits of the study, they should also be informed and provide their
written consent.

10.3. Institutional Review Board/Ethics Committee (EC)

An IRB or EC will review the protocol and any amendments and advertisements used for
recruitment. The IRB/EC will review the informed consent/assent form, their updates (if any),
and any written materials given to the subjects. A list of all IRBs/ECs consulted and the name of
the committee chair(s) will be included in the study report.

At the end of the study the IRB/EC will be notified in writing.

10.4. Financial Disclosure

Investigators and Sub-Investigators will provide the Sponsor with sufficient, accurate financial
information as requested to allow the Sponsor to submit complete and accurate financial
certification or disclosure statements to the appropriate regulatory authorities. Investigators are
responsible for providing information on financial interests during the course of the study and for
1 year after completion of the study.
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12. Questionnaires

12.1. Hyperphagia Questionnaire for Clinical Trials (HQ-CT)

Instructions:
The following items refer to the person in your care and assessment of his'her food-related behavior during the

past 2 weeks

(1) During the past 2 weeks, how upset did the person generally become when denied a desired food?
O Not at all upset
O A little upset
O Moderately upset
O Very upset
O Extremely upset

(2) During the past 2 weeks, how often did the person try to bargain or manipulate fo get more food at meals?
O Never

O Up to 2 times a week
O 3 to 6 times a week
O Every day

O Several times a day

(3) During the past 2 weeks, how often did the person forage through trash for food?
O Never

O 1 time
O 2 times
O 3 times
O 4 or more fimes

i4) During the past 2 weeks, how often did the person get up at night to food seek?

O Never

O 1 time

O 2 times

O 3 times

O 4 or more times
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(5) During the past 2 weeks, how persistent was the person in asking or looking for food after being told “no™ or
“no more”™?

O Not at all persistent
O A little persistent

O Moderately persistent
O Very persistent

O Extremely persistent

(6) During the past 2 weeks, outside of normal meal times. how much time did the person generally spend
asking or talking about food?

O Less than 5 minutes a dav
O 5 to 15 minutes a day

O 15 to 30 minutes a day

O 30 minutes to 1 hour a day
I More than 1 hour a day

{7} During the past 2 weeks, how often did the person try to sneak or steal food (that you are aware of)?
O Never
O 1 time
O 2 times
O 3 times
O 4 or more fimes

(8) During the past 2 weeks, when others tried to stop the person from asking about food, how distressed did he
or she generally appear?

O Not at all distressed

O A little distressed

O Moderately distressed

O Very distressed

O Extremely distressed

(@) Durnng the past 2 weeks, how often did food-related behavior inferfere with the person’s normal daily
activities, such as self-care, recreation. school. or work?

O Never

O Up to 2 times a week
O 3 to 6 times a week
O Every day

O Several times a day
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Children’s Yale Brown Obsessive Compulsive Scale (CY-BOCS)

Children's Yale-Brown Obsessive Compulsive Scale

CY-BOCS Obsessions Checklist
Check all sympioms that apply (Hems manked = may of may not be OC0 Phenomena)
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AQgracolve CEEsCG | ors
Fear might harm sef

Fear might ham ofers
Fear ham will come o sef

Fear harms will come b ofers |{magibe
because of something child dd or did mot
ool

Wiolent or homific mages

Fear of bharidng ot obssoenBes or hsulls
Fear of doing somedhing embamassing "
Feor il act on unwanisd ipuises (=.g., D
stab & Tamnily mesmber)

Fear wil seal things

Fear il be responsbis for scrmething e
‘erribie Faappening (=.g. fire, burplary, Sood)
Cther pesoibe)

Target Symptom List for Obsessions
CESESSIONS [desoibe, Istng by oroer of severtly, with #1 baing e mos? saver, 22 second Most severe, e

1.

2
3
4

Curent Past Jawml Cboscclone

[ I I R A

[ N T N T s e A R RO A |

-

[ N R |

[ TR T R R R A I NN N B |

Forbicden or pereerse senunl Foughts,
mages, Imouises
Conient nvolves homoserual Ky

Eawun| Es=hawvior iowards ofhiers
|aggressive])
Cther [desarbe)
Hoarding | Saving Obcecchone
Fear of iosing things

Other |desribe)

Magioal Thawghts | Bupsrciticwc
CEGSL NG

Luscky / unbacky numbers, colors, words
Other [dezsorbe)
Zomatio DhEECEionG

Exresshe ooncem with liness or disegss *

Exresshis conoem with body park or aspect
of appearance (&0 dysmorphophobia) *
Other | deseribe)

Fdlgho L TG ees5 o

Exresshe oonoem o ar of ofending
redgious obiects

Exresshe oonoem with right § wrong moraly
Cther [desarbe)
Micosl lans-ouc Oheecclons

The reed 1o keow o remember

Fear of saying cartain ings

Fiear of mot saying Just the: right Shing
Inrushve (nor-¥iclent) Images

Infrushve sounds, wonds, music or numbers
Other | describe)
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Carrent Pact ‘Waching i Cleaning Compulcions

IO a1 3 a9 a1 an

~

OO 7 a7 a9 a1 o

1

Exwcessive o fheakoed Fand waeshing
Ewcessive of fhuakoed showsring, bathing,
‘foaoth brushing, grooming, Dillet matine

Excessive cieaning of Hems, such & personal
clothes or Imporiant objecs

Dther maasunes B0 DrEvent oF nemowe oontact
with comaminants

Other jdescribe)
Cheoltired Comipulcionc

Cheching locks, foys, school books / Rems,
-

Creriing assocished with petting washed,
Oressedd, OF Urdnes sed
Cheching that did mot / will not hamm ofhers
Crsciing that did mot / will not ham seff
Crsciing that nothing ferrible did ! will happen
Crerking that dd mot make misEie
CreCiing bed D somalic ohsessions

Other describe)
Fapeating Fiuak

Farmsdng, =rasing, of nesriting

Mead o repssat actvides (e.g. Indoutof
doorsay, up S down from chair)

Other jdescribe)
Counting Compulclonc

Cmjects, Certain numbens, words, s
Cther jdesoribe)

Orderineg | Armarging

Mead for symmistry | svening up (=g Bning
T=ms Up & DSFEAN WaYy oF ATanging personal
tems 6 spefic patbems)

Other jdescribe)

Current Past Hoarding | Saving Compulsions

r
-

A

O a0 aaanaaaaa9a 1

~
-

O 300 ananananaaaa m

Disdnguish from Fobbdes and concem wish
objects of moretany or sentdmemtal valus
CefMiculty Srowing things away, saving itz of
paper, Sring, e,

DisEnguish from ape approprizie magical
pames (= . aray of beavior, such as
sisaping Ower certain spots on 3 fioor,
oaxting an object / seff ceain mumber of
Emes as aroutne game io avold something
bxd from happening

Dther |oesoribe)
Fiuale imeclving Cther Percons

The rised 0 brrenive anofer person (ususly 3
parent) in rhual (=g, asking a parent o
repeabedly Answer e SAME JUESEon, making
mother perform certain mealme rhas
Invoiving spechic wienslls) *

Other |desoribe)

Wlicos lLanacuc Compulchong

kenial rfuats other fan checking J coundng
HNeedl o bedl, ask or corfess

keasures nok chesciing) fo prevent :
e b el

harr bo ofers

ferrbis ConSEQUSNCeS

Fihaltzed saling behawiors *
Excessie Bst making

Meadl D touch, B3, R

he=dd o do things (2. fouch or arange undl it
Teds just right) *

Fihals imvohing bink ing or sanng "
Trichotliomania | hair-pulling)

Other sef-damaging or sef-mutiating
Deravions

Other |desoribe)
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Administering the CY-BOCS Symptom Checklist and CY-BOCS Severity Ratings

1. Eslablish the diagnasis of cheessive compulsive disarder.

2. Using the CY-BOCS Sympatam Checklist (other fomm), ascerlain current and past symploms.

3. Mexl, administer the 10-item severity ratings (below) to assess the severily of the OCD during e last weak,
4. Readministar the CY-BOCS Severity Rafing Scale o monilar progress

Patian

Dale 131 Regpor Diale This Report

Obsession Raling Scale (circle appropriate score)

Nete:  Scores.should reflect the compaosite effect of all the patient’s obsessive compudsive symploms.
Rase the average occurrence of gach item during the prior week up 1o and including the time of intervize.

VA NOW GOING T ASK YO QUESTIONS ABOUT THE THOUGHTS YOU CANNOT STOP THINKING ABOLT

[Raww1ur e lnlurrr':arsl{sj me Tarnm Symmnms and reler ko them whils asking questions 1-5).

1, Time Qcoupied by Obsessive Thoughts

[Be sie |0 aaclids reminglints andl eoctupatona which, ks shsessmns, aie & -5yl i and rakomal bl eegperbed)]

Wone Mild
less than 1 bifoey
o nccasion ks on

SCone i I

PModerats Sewvere Extreme
1103 esiday or redis tan Jandup o BieeMay gt an B mrgiday
equart rirsion o vaty emuend invesion o nea corie inmson
Z 2 4

2. Interference Due to Ohsessive Thoughts
® How much do Thes2 thoughls gal in he wey o schgol or doing hings with lignds?

® |5 thare amything Sat vou con't do bacause ol them? (I cumently not In school. deleming hae mush perfamancs would be alscie il gtim) wae in school)

Moae Wik Maderate Severe Exlreme
slighl interievence wih social definde inerlaience win casas substilig impainment rcpaiaing
of schon] adbalies, el 0zl or shool perimmance, In social o school pardoimancs
= _ oweall perommance nel |mpalied but =il managechiz

Score 0 1 z 3 4
3. Distress Associated with Obsessive Thoughts

o IWlikd Maoderale Sayere Exireme

imragesnl, and Irequird, ang disherbing. wery biequent. end nesy et and disablisg
not 0 diskering [ fill managazhle su_-_@s;q_‘?_n; disiEstusision

Soare L] 1 2 k! 4

4. Resistance Against Obsessions

*® How hend do yoa iy [0 siep the Foughis or ignone them? (Dnly e o mads o wesisl, not suocess o faile in acleally conlioling Ihe cbsessions. || e chsessions ara minisal, 1he geien! ey

o fesd the: need to resist tham. In such cases, & raling of “0° should be gives,|

Mo Wild Modearala Savers Exlrema
makes an offorl do 3ways resist, Iriess B resgisd makos some effol vieids o all chsessions wihoed  compliily and wilingly
01 SYMERaT 30 minimal sl of (h fme In resict anerplisg to contiol tmem, ik 10 8| nteeesines
T et nted 42 acively eesist b does 5o with soma reluclance s
Grone 0 1 2 3 4
5, Degres of Control Over Obsessive Thoughts
Complste Control Much Canlrol Moderate Condrol Little Condrol Mo Condral
ueudly el o glop sometimes ahls jo sop faraly successlul inslopping  experienced as complelsly
o clivert gl essions wih o diwert nbaass ons (iEsssions can only divet  imwnkiniary, meely bl 8 eeen
some afio and concenkalion ) akariinn wih diticlly _e-mminri;.-qi'm'hurk_rg__
Seore 0 1 2 k] 4

Obsession sublotal (add items 1-5)

CONFIDENTIAL



Levo Therapeutics, Inc.
Intranasal Carbetocin (LV-101) Protocol LV-101-3-01 v3.0/Amendment 4.0
19 June 2019 Page 71 of 93

UESTIONS PULSIONS 15 6-10) T AM NOW GOING TOASK YO QUESTIONS ABOUT THE HABITS YOU CANT STOP"
[Review far the |n[|:|rn1ar|{{s:l the Iarge1 Symml:ms and refer to them while asking guestions 6-10)

E. Time Spant Performing Compulsive Bahaviors

Nong Iild Moderate Sevare Extrema
_____ A ez than 1 hiuday 110 3 brafay [ Fian 3 & op o A hrsiey qrester than B hratieg
Soore 0 1 z 3 4

7. Interferance Due to Compulsive Behaviors
* How much do thise: fabits get in the way of schaol o doing things wilh friends?
* |5 [here anyihing yom doat do Becauss of ihem? §F corently rolin schosl, delensing Row muh perkoemance wuld e allecti i poieal weie in schoal )

Mo hildd héodarale Smvare Exlreme
alight inlerlerence wilh saclel delinilz inferierence wih Az suteiantial impaimenm capaciiaing
or schaol ackvilies, bet reerall social or school pefomance.  in social or school perlormance

perdamance nal impairad Bt 5511 sanagaahl
Score 0 1 2 3 4

B. Distress Associated with Compulsive Befavior
& o moukd] yau el il presentied liom catnving oul porer Raits? How opsel would you benme?

Mone il M oderale Sewere Exlreme
ol slighlly aneicus ety roudd mousd Bt prominesd and vy dishateng nGcing ey
il enpelsians prewerted seaEn manageshle nerzEse in Bty from ey interwzntion
i conpubsoes pected compulsions inbemeptisd gl modilying aciily
Seore 0 1 i 3 4

9. Resistance Against Compulsions
* How mugh do o Iny be light 12 habits? [y rate ellor) mage ko resis], ml sutress o Bilure inackally cannelling he compalsions )

Mone Ilikd Ml derate Severe Extrema
makes an el o Iriess 10y resist MEKES S0Me eflon yiens (o all cheessions compleiely and wilingly
always st o mast of [he bma I rasisf wilhoul atiempling 1o yitdds |o all chaessions

Syt 50 minang! periol (hem, bl does e
deesa’ nzad b srivaly resist wih some ralucino
Soore 0 1 2 3 4

10, Degree of Control Over Compulsive Thoughts
® How alvong & e leeing thal you hive b camy out the hatetis[*
* Vihas you iy ko fight lhem, whet happens?

Complete Control Much Gontral Moterate Canirol Litile Condrol Mo Candrol
foge IR [PESEUE D modaele caninal, lite contiol, very shiosg o cantvol, diive b perborm
parfonm [ha behavins, shong peassuie o i 4 perform Deficr, Behavier aapatienced 22
bt usualty atie to psencess peetlorm hatericr, mazsk b cauied completly inwalintzry and
kanbiry control aver il can conirol | onk o complelion, can only overpaweting, rsehy able o
with gty ey will cilliculy  datay ecSwdly [meen momanteri|
Score 0 1 2 3 i

Compulsion subtofal (add items 6-10}

CY-BOCS total (add ftems 1-10)] |

Tolal CY-BOCS score: range of severity for patienis
who have both obsessions and compulsions

0-7  Subclinical 24-31 Severe
B-15 Mild 32.40 Exlreme
16-23 Moderate
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12.4. Clinical Global Impression — Severity (CGI-S) and Clinical Global
Impression Change (CGI-C)
Clinical Global Impression-Severity Rating

Subject Number Rater
Age Genetic subtype of PWS Date of visit

The CGI is usually rated relative to the past seven days (including the day of the visit up to and
through the visit).

CGI-Severity (CGI=S) Considering your total clinical experience with Prader-Willi
syndrome population; how ill is this patient at this time? (Which is rated ona 7

point scale-circle one answer)

1=Normal, Not at all ill

2=Borderline ill

3=Mildly ill

4=Moderately ill

5=Markedly ill

6=Severely ill

7=Among the most extremely ill patients

CGl-Improvement (CGI-I) Compared to the patient’s condition at baseline visit,
this patient’s condition is: (circle one) Minimal amount of improvement needed for clinical
meaningfulness.

1=Very Much Improved since baseline (initiation of treatment)
2=Much Improved

3=Minimally Improved

4=No Change from baseline

5=Minimally worse

6=Much Worse

7=Very Much Worse from baseline
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