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INVESTIGATOR AGREEMENT

By signing below, I agree that:

I have read this protocol. I approve this document and I agree that it contains all necessary details
for carrying out the study as described. I will conduct this study in accordance with the design and
specific provision of this protocol and will make a reasonable effort to complete the study within
the time designated. I will provide copies of this protocol and access to all information furnished
by CinDome Pharma, Inc. to study personnel under my supervision. I will discuss this material
with them to ensure they are fully informed about the study product and study procedures. I will
let them know that this information is confidential and proprietary to CinDome Pharma, Inc. and
that it may not be further disclosed to third parties. I understand that the study may be terminated
or enrollment suspended at any time by CinDome Pharma, Inc., with or without cause, or by me if
it becomes necessary to protect the best interests of the study patients.

I agree to conduct this study in full accordance with Food and Drug Administration Regulations,
Institutional Review Board/Ethic Committee Regulations and International Council for
Harmonisation Guidelines for Good Clinical Practices.

Investigator’s Signature Date

Investigator’s Printed Name
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SYNOPSIS

TITLE: A Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Safety,
Efficacy, Pharmacokinetics, and Dose Response of Oral CIN-102 in Adults with Diabetic
Gastroparesis

PROTOCOL NUMBER: CIN-102-121

INVESTIGATIONAL PRODUCT: CIN-102

PHASE: 2A

INDICATION: Treatment and relief of symptoms associated with acute and recurrent
gastroparesis

OBJECTIVES:
The objectives of this study are the following:

e To evaluate the safety and tolerability of multiple doses of CIN-102 in patients with diabetic
gastroparesis

e To evaluate the effect of multiple doses of CIN-102 on gastric emptying as measured by the
gastric emptying breath test (GEBT) in patients with diabetic gastroparesis

e To characterize the pharmacokinetic (PK) of multiple doses of CIN-102 in patients with
diabetic gastroparesis

The exploratory objectives of this study include the following:

e To assess the effect of multiple doses of CIN-102 on nausea associated with gastroparesis
based on the nausea score on the American Neurogastroenterology and Motility Society
Gastroparesis Cardinal Symptom Index Daily Diary (ANMS GCSI-DD)

e To assess the effect of multiple doses of CIN-102 on ANMS GCSI-DD scores (total and
subscales) in patients with diabetic gastroparesis

e To assess the effect of multiple doses of CIN-102 on a variety of patient reported outcomes

e To characterize exposure-response relationships of CIN-102

POPULATION:

The population for this study is adult patients 18 to 70 years old with Type 1 or Type 2
msulin-dependent diabetes mellitus, according to the American Diabetes Association criteria, and
a diagnosis of diabetic gastroparesis defined by upper gastrointestinal symptoms felt to be
consistent with gastroparesis and previously documented delayed gastric emptying.
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STUDY DESIGN AND DURATION:

This 1s a randomized, double-blind, placebo-controlled Phase 2A study to evaluate the safety,
efficacy, PK, and dose response of oral CIN-102 in adults with diabetic gastroparesis.

The study will begin by randomizing patients in Cohort 1 to either CIN-102 Jjjjij twice daily
(BID) or placebo BID in a ratio such that 15 patients receive CIN-102 and 5 patients receive
placebo. After Cohort 1 completes the study, a Data Review Committee (DRC) will convene to
review the data from Cohort 1. Currently planned dose levels for Cohorts 2 and 3 are |Jjj BID
and i BID. respectively, with 15 patients receiving the study drug and 5 patients receiving
placebo 1n each cohort. However, these planned dose levels may be modified based on emerging
mformation from the current study as well as other ongoing studies. The highest dose will not
exceed i BID without a protocol amendment. The subsequent cohorts (Cohorts 2 and 3) may
be enrolled sequentially or simultaneously.

At the Screening Visit, all patients will sign informed consent prior to any study procedures being
performed. Patients must meet all of the inclusion criteria and none of the exclusion criteria to be
eligible for study participation.

Patients will be evaluated as follows:

e Days -28 to -8: Screening procedures will be performed. ||
I B DN DN DN N N ——
e

e Days -7 to -2: The ANMS GCSI-DD and PAGI-SYM questionnaire will be completed daily.
A GEBT will be performed on a single day within this window with breath samples obtained
twice prior to consumption of a standardized, *C-enriched meal and then at 45, 90, 120, 150,
180, and 240 minutes after meal consumption after a 6-hour fast.

e Days 1 to 14: Study drug will be administered (CIN-102 or placebo BID for 14 [+2] days) and
safety assessments will be performed;

I PK blood sampling will be completed at specified timepoints.

Note: Day 14 (£2 days): A GEBT will be administered 30 minutes after study drug administration
on Day 14 (2 days). Breath samples will be obtained twice prior to '*C-enriched meal
consumption and then at 45, 90, 120, 150, 180, and 240 minutes after meal consumption after a
6-hour fast. If a patient withdraws from the study prior to the Day 14 (£2 days) GEBT, attempts
should be made to perform a GEBT on the last day of study drug admmistration. || N

On days of the GEBT, patients will present at the clinic after an overnight fast and should take
regular medications, including any treatment for diabetes, with the exception of any prohibited
concomitant medication. Patients will self-administer their usual morning insulin injection, taking
mto consideration their fasting status. Patients will be instructed to bring in their study medication
and additional insulin, as needed, to the clinic. Fasting blood glucose will be assessed before study
drug administration and gastric emptying assessments to ensure a blood glucose of <275 mg/dL.
Additional mnsulin may be given (prorated based on meal caloric content) to ensure a blood glucose
of <275 mg/dL prior to the gastric emptying procedure. Likewise, Investigators should manage
low blood sugar (hypoglycemia; <60 mg/dL) as per their discretion.
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Safety will be evaluated through assessments of adverse events, vital signs, physical examinations,
clinical laboratory evaluations (including prolactin), and electrocardiogram (ECG) findings.
Additionally, a single, optional pharmacogenomic blood sample may be collected at any time
during the patient’s participation in the study.

Patients will have a final follow-up visit 2 to 3 days after the final dose of study drug to assess
adverse events, changes to concomitant medications (including use of rescue medications), vital
signs, and for PK sampling. Unscheduled visits and/or additional follow-up may be required at the
discretion of the Investigator. For example, patients with clinically significant abnormal laboratory
findings, unresolved treatment-emergent adverse events, serious adverse events that require
follow-up laboratories and review, or clinically significant adverse events may necessitate further
assessments.

A study schematic is presented below.

Study Schematic

Cohort 2 m

CIN-102 [l BID

Placebo BID*
Sequential or Parallel — Follow-up
Enrollment 2-3 days after

\ the lastd
\ Cohort 3 ¢ fastdose

| cIN-102 g BID |

Placebo BID*

. . Cohort1
oaye 2610 || bays gtz || CNAZEEEEED |
Y y Placebo BID*

DRC Review

&
Y

Double-blind treatment
period
BID dosing from the morning of
Day 1 through the morning of
Day 14 (+/- 2 days)

* For each cohort, patients will be randomized to CIN-102 or placebo. Randomization may occur on Day 1 or at a separate visit
on Day -1.
BID = 2 times daily; DRC = Data Review Committee; GEBT = gastric emptying breath test.

DOSAGE FORMS AND ROUTE OF ADMINISTRATION:

All patients will take a dose of blinded study drug (CIN-102 or placebo capsules) orally at JjjjAM
I PN

Patients will fast for a minimum of 8 hours before and 4 hours after the morning
dose on the days when the GEBT and serial PK draws will be performed (Days 1 and

14 [+2 days). [
EFFICACY VARIABLES:

The primary efficacy variable is the change from baseline (gathered on Days -7 to -2) in gastric
emptying as measured by GEBT at Day 14 (+2 days).

The GEBT is a nonradioactive stable isotope breath test, in which the ratio of exhaled *C0O,/*2CO,
is used to determine the rate of gastric emptying after consumption of a standardized, 1*C-enriched
meal. Patients will consume a standardized, *C-enriched meal after a 6-hour fast at baseline
(Days -7 to -2) and after a 6-hour fast starting 30 minutes after study drug administration on
Day 14 (£2 days). Breath samples will be obtained twice prior to consumption of a standardized,
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The secondary efficacy variables are the following:

e The change from baseline in gastric emptying terminal phase elimination half-life (T:) as
measured by GEBT at Day 14 (£2 days)
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SAFETY VARIABLES:

Safety of CIN-102 will be assessed by physical examinations, ECGs, vital sign assessments,
clinical laboratory evaluations (including prolactin), and adverse events.

STATISTICAL ANALYSES:
The Intent-to-Treat Population will include all randomized patients.

The Modified Intent-to-Treat (MITT) Population will include all randomized patients who receive
at least 1 dose of study drug. The MITT Population 1s the primary efficacy analysis population.

The PK Population will include all patients who receive study drug and have at least 1 quantifiable
postdose plasma CIN-102 concentration.

The PK Evaluable Population will include patients who have sufficient plasma concentration data
to characterize at least 1 PK parameter.

The Pharmacodynamic Population will include all patients who receive study drug and have at
least 1 postdose prolactin value.

The Safety Population will consist of all randomized patients who receive any study drug.

The data from placebo patients of all cohorts will be pooled for efficacy and safety analysis.

If the data permit, an attempt will be made to correlate plasma concentration and/or PK parameters
with select safety measures, prolactin data, and/or measures of gastric emptying time and
symptoms of gastroparesis.
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The CIN-102 plasma concentrations and PK parameters will be listed by individual and
summarized by treatment for active treatments in tabular format using descriptive statistics.
CIN-102 plasma concentrations will be plotted against timepoints by regimen (mean and
individual).

An attempt may be made to characterize exposure-response relationships for measures of safety
and/or efficacy.

Safety data, including physical examinations, ECGs, vital sign assessments, clinical laboratory
evaluations (including prolactin), and adverse events, will be summarized by treatment group and
time of collection, when appropriate. Individual and mean time course of absolute prolactin values
and change from baseline prolactin by treatment may also be generated.

Descriptive statistics (arithmetic mean, standard deviation, median, minimum, and maximum) will
be calculated for quantitative safety data, as well as for the difference from baseline, when
appropriate. Absolute and change from baseline values in QT (heart rate-corrected QT intervals
using Fridericia’s and Bazett’s formulas) will be plotted against timepoints by treatment, if
applicable.

Shift tables describing out-of-normal range shifts will be provided for clinical laboratory results.

Safety, PK, and/or efficacy data will be reviewed by an independent DRC while the study is
ongoing.

SAMPLE SIZE DETERMINATION:

A total of approximately 60 patients (15 patients per group) will be randomized to
CIN-102 i B1ID. CIN-102 i BID, CIN-102 il BID, or placebo. The sample size is
considered adequate to provide the necessary data to evaluate the objectives of the study. No
formal statistical assessment for sample size determination has been performed.

SITES: Up to 15 sites in the United States

SPONSOR:

CinDome Pharma, Inc.
5375 Medpace Way
Cincinnati, OH 45227
United States
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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

Abbreviation Definition

I I S I S e
-

AUC Area under the plasma concentration-time curve

BID Twice daily

BMI Body mass index

Crnax Maximum plasma concentration

CFR Code of Federal Regulations

CNS Central nervous system

I |

CRA Clinical Research Associate

CYP Cytochrome P450

DGE Delayed gastric emptying

DRC Data Review Committee

ECG Electrocardiogram

eCRF Electronic case report form

EDC Electronic data capture

EIU Exposure In Utero

FDA Food and Drug Administration

FSH Follicle-stimulating hormone

GCP Good Clinical Practice

GEBT Gastric emptying breath test

GI Gastrointestinal

I |

HBsAg Hepatitis B surface antigen

HCV Hepatitis C virus

HIV Human immunodeficiency virus

ICF Informed consent form

ICH International Council for Harmonisation

IRB Institutional Review Board

IRT Interactive Response Technology

v Intravenous

MAD Multiple-ascending dose

MITT Modified Intent-to-Treat

I |
I

PD Pharmacodynamic(s)

PEG Percutaneous endoscopic gastronomy
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Abbreviation Definition

PGx Pharmacogenomic

PK Pharmacokinetic(s)

POC Point-of-care

QTcB Heart rate-corrected QT interval using Bazett’s formula
QTcF Heart rate-corrected QT interval using Fridericia’s formula
SAD Single-ascending dose

SAE Serious adverse event

I I

Ty Terminal phase elimination half-life

TSH Thyroid-stimulating hormone
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1 INTRODUCTION AND BACKGROUND INFORMATION

1.1 Indication and Treatment Options

Gastroparesis 1s defined as impaired gastric emptying in the absence of physical gastric outlet
obstruction. Symptoms include early satiety, postprandial fullness, nausea, vomiting, and
abdominal pain.! The disease is often associated with diabetes or may occur after gastric surgery;
it may also be idiopathic from unknown etiologies.? Gastroparesis affects the patient’s nutritional
state, especially in diabetics, and severe symptoms of gastroparesis can lead to other complications
such as malnutrition, esophagitis, and Mallory-Weiss tears.** Gastroparesis negatively impacts
a patient’s quality of life, causing decreased social interaction, poor work functionality, and
development of anxiety or depression.>

The first-line treatment for gastroparesis involves nutritional management and support, including
fluid and electrolyte replacement. Pharmacologic therapy is directed at increasing gastric emptying
and accelerating intestinal transit time. Currently, metoclopramide, a dopamine D> receptor
antagonist, 1s the only United States Food and Drug Administration (FDA)-approved agent for the
treatment of gastroparesis. While effective, this agent readily crosses the blood-brain barrier
resulting in central nervous system (CNS) side effects in up to 40% of patients.”> Common CNS
effects associated with metoclopramide treatment include restlessness, drowsiness, fatigue, and
lassitude; however, the major safety concern with metoclopramide treatment is the development
of tardive dyskinesia. Tardive dyskinesia is a disorder characterized by involuntary movements of
the face, tongue, or extremities and is often irreversible. Increased risk of developing tardive
dyskinesia correlates to treatment duration; therefore, it is recommended that therapy with
metoclopramide not exceed 12 weeks.®

Domperidone i1s a peripheral dopamine D, receptor antagonist that acts as an antiemetic and
a prokinetic agent through its effects on the chemoreceptor trigger zone in the area postrema and
the motor function in the stomach and small intestine.”® Domperidone has been available
worldwide outside of the United States since 1978 as a treatment for gastroparesis as well as
a general antiemetic. It is currently available in 58 countries, including Canada. In those countries
where domperidone is approved, the current recommended daily dose 1s up to 30 mg/day (10 mg
administered orally 3 times a day) for nausea and vomiting. While available in many countries
worldwide, domperidone is only available to patients in the United States through
a physician-initiated Investigational New Drug application at doses up to 120 mg/day (30 mg
administered orally 4 times per day) for the treatment of gastroparesis and any condition causing
chronic nausea and vomiting.® Current treatment guidelines recommend the use of domperidone
for patients unable to use metoclopramide.’

Unlike metoclopramide, domperidone does not cross the blood-brain barrier and seldom causes
extrapyramidal side effects. Similar to other dopamine D> receptor antagonists, domperidone has
been shown to raise prolactin levels with chronic administration, but prolactin levels return to
normal upon discontinuation of the drug.” '° Use of domperidone has also been associated with
QT prolongation. Due to reports of cardiac arrest with the use of intravenous (IV) domperidone,
the IV dose form was removed from the market. Given the low oral bioavailability of domperidone
(approximately 13% to 17% of the administered dose),® oral doses in excess of 1000 mg/day would
correlate with the IV doses administered to patients at the time when the cardiac issues were
reported.!! When QT prolongation has been reported with oral domperidone, it has primarily been
in patients over 60 years of age, in patients taking more than 30 mg/day, in patients with cardiac
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predispositions, or in patients who were also receiving other QT-prolonging drugs or potent
cytochrome P450 (CYP) 3A4 inhibitors, such as ketoconazole. However, there have been reports

definition of QT prolongation) may occur when the domperidone plasma concentration reaches
approximately 65 ng/mL.'*!> Therefore, limiting the maximum plasma concentration (Cmax) of
domperidone to approximately 60 ng/mL may significantly lower the risk of QT prolongation.

1.2 CIN-102

CimmDome Pharma, Inc. is currently developing CIN-102, a deuterated form of domperidone.
A new process was developed to synthesize a deuterated version of domperidone [N

Given that the
pharmacological properties of CIN-102 are similar to those of domperidone, CIN-102 is intended
to provide an alternative for the treatment and relief of symptoms associated with acute and
recurrent gastroparesis that may have less potential for QT prolongation.

Two clinical studies of CIN-102 in healthy subjects have commenced to date: a single-ascending
dose (SAD) study (Study CIN-102-111) and a multiple-ascending dose (MAD) study
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1.3 Study Rationale

To date, the PK, pharmacodynamics (PD; based on increases in prolactin), and safety of CIN-102
have been evaluated in a SAD study and a MAD study in healthy subjects. The current study is
the first study in patients with gastroparesis. As such, this study is intended to evaluate the effect
of CIN-102 on gastric emptying in patients with diabetic gastroparesis over a range of doses. The
safety, PK, and effect of CIN-102 on symptoms of gastroparesis in these patients will also be
assessed in this proof of concept study. The results of this study will be used to support dose
selection for future studies.

1.4 Risk/Benefit

Side effects that have been reported by >1% of patients treated in clinical trials with domperidone
with a median total daily dose of 80 mg include the following: depression, anxiety, loss of libido,
headache, sommnolence, akathisia, diarrhea, rash, pruritus, gynecomastia, breast tenderness,
galactorrhea, amenorrhea, breast pain, irregular menstruation, lactation disorders, and asthenia.’
Less frequently reported adverse events that occurred in <1% of treated patients include
hypersensitivity, urticaria, breast discharge, and breast swelling.” Rare or very rare adverse
reactions that have been estimated from spontaneous reporting include anaphylactic reactions,
agitations, nervousness, extrapyramidal disorders, convulsions, sudden cardiac death, ventricular
arthythmias, angioedema, urinary retention, abnormal liver tests, and increased blood prolactin.’

As noted previously, domperidone has been associated with prolongation of the QT interval on
electrocardiograms (ECGs).!¢ During postmarketing surveillance, there have been very rare cases
(<1/10,000 cases) of QT prolongation and QT prolongation-induced Torsades de Pointes in
patients taking oral domperidone.'®!” These reports included patients with confounding risk
factors, electrolyte abnormalities, and concomitant treatment, which may have been contributing
factors.!” Epidemiological studies showed that domperidone was associated with an increased risk
of serious ventricular arrthythmias or sudden cardiac death.!® A higher risk was observed with
IV administration and following oral administration in patients older than 60 years, patients taking
total daily oral doses greater than 30 mg, and patients concurrently taking QT-prolonging drugs or
CYP3A4 inhibitors.!*'> However, there have been reports of cases of QT prolongation in patients
taking domperidone with none of these additional risk factors.!>!* From a review of the literature,
including an assessment of the thorough QT and case-controlled studies with respect to the
incidence of QT prolongation and sudden cardiac death, the data appear to indicate that the risk of
QT prolongation is related to the increased plasma levels of domperidone.!’'*!® Additionally, the
FDA Expanded Access to Investigational Drugs program website for requesting domperidone
indicates that the serious risks associated with domperidone are related to domperidone levels in
the blood, and higher domperidone blood levels are associated with higher risk of these events.

Other study-related risks include those associated with blood draws, such as discomfort, bruising,
infection, bleeding, pain, redness at the puncture site, and/or lightheadedness, as well as temporary
discomfort, redness, or rash at the site of ECG electrode placement, and dizziness, headache,
stomach discomfort, or fainting due to fasting.

The doses planned for inclusion in this study were chosen based upon the safety, tolerability, and
PK profile established in the Phase 1 SAD and MAD studies. These doses were well-tolerated in
healthy subjects. Given the association of QT prolongation and domperidone, patients participating
in this study will be monitored closely for adverse events, including those that have been reported
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with domperidone, and 12-lead ECGs will be collected at each visit to the clinic (with the exception
of Day 7 [+1 day]).

A goal of this study is to assess the effect of CIN-102 on gastric emptying in patients with diabetic
gastroparesis. Given the known antiemetic and prokinetic effects of domperidone, it is possible
that patients may experience improvement in their symptoms during the course of this study.
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2 STUDY OBJECTIVES

2.1 Objectives
The objectives of this study are the following:

e To evaluate the safety and tolerability of multiple doses of CIN-102 in patients with diabetic
gastroparesis

e To evaluate the effect of multiple doses of CIN-102 on gastric emptying as measured by the
gastric emptying breath test (GEBT) in patients with diabetic gastroparesis

e To characterize the PK of multiple doses of CIN-102 in patients with diabetic gastroparesis

2.2 Exploratory Objectives
The exploratory objectives of this study include the following:

e To assess the effect of multiple doses of CIN-102 on nausea associated with gastroparesis
based on the nausea score on the American Neurogastroenterology and Motility Society
Gastroparesis Cardinal Symptom Index Daily Diary (ANMS GCSI-DD)

e To assess the effect of multiple doses of CIN-102 on ANMS GCSI-DD scores (total and
subscales) in patients with diabetic gastroparesis

e To assess the effect of multiple doses of CIN-102 on a variety of patient reported outcomes

e To characterize exposure-response relationships of CIN-102
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3 STUDY DESCRIPTION

3.1 Summary of Study Design

This 1s a randomized, double-blind, placebo-controlled Phase 2A study to evaluate safety, efficacy,
PK, and dose response of oral CIN-102 in adults with diabetic gastroparesis.

The study will begin by randomizing patients in Cohort 1 to either CIN-102 |jjjjjij BID or
placebo BID in a ratio such that 15 patients receive CIN-102 and 5 patients receive placebo. After
Cohort 1 completes the study, a Data Review Committee (DRC) will convene to review the data
from Cohort 1. Currently planned dose levels for Cohorts 2 and 3 are [Jjjjj BID and [jjjij BID.
respectively, with 15 patients receiving the study drug and 5 patients receiving placebo in each
cohort. However, these planned dose levels may be modified based on emerging information from
the current study as well as other ongoing studies. The highest dose will not exceed jjij BID
without a protocol amendment. The subsequent cohorts (Cohorts 2 and 3) may be enrolled
sequentially or simultaneously.

At the Screening Visit, all patients will sign informed consent prior to any study procedures being
performed. Patients must meet all of the inclusion criteria and none of the exclusion criteria to be
eligible for study participation.

Patients will be evaluated as follows:

e Days -28 to -8: Screening procedures will be performed. || GGG
B I DS BN N N N
e

e Day-7 to-2: The ANMS GCSI-DD and PAGI-SYM questionnaire will be completed daily. A
GEBT will be performed on a single day within this window with breath samples obtained
twice prior to consumption of a standardized, *C-enriched meal and then at 45, 90, 120, 150,
180, and 240 minutes after meal consumption after a 6-hour fast.

e Days 1 to 14: Study drug will be administered (CIN-102 or placebo BID for 14 [+2] days) and
safety assessments will be performed;

B K blood sampling will be completed at specified timepoints.

Note: Day 14 (£2 days): A GEBT will be administered 30 minutes after study drug administration
on Day 14 (£2 days). Breath samples will be obtained twice prior to *C enriched meal
consumption and then at 45, 90, 120, 150, 180, and 240 minutes after meal consumption after a
6-hour fast. If a patient withdraws from the study prior to the Day 14 (£2 days) GEBT, attempts
should be made to perform a GEBT on the last day of study drug administration. | N

On days of the GEBT, patients will present at the clinic after an overnight fast and should take
regular medications, including any treatment for diabetes, with the exception of any prohibited
concomitant medication. Patients will self-administer their usual morning insulin injection, taking
into consideration their fasting status. Patients will be instructed to bring in their study medication
and additional insulin, as needed, to the clinic. Fasting blood glucose will be assessed before study
drug administration and gastric emptying assessments to ensure a blood glucose of <275 mg/dL.
Additional insulin may be given (prorated based on meal caloric content) to ensure a blood glucose
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of <275 mg/dL prior to the gastric emptying procedure. Likewise, Investigators should manage
low blood sugar (hypoglycemia; <60 mg/dL) as per their discretion.

Safety will be evaluated through assessments of adverse events, vital signs, physical examinations,
clinical laboratory evaluations (including prolactin), and ECG findings. Additionally, a single,
optional pharmacogenomic (PGx) blood sample may be collected at any time during the patient’s
participation in the study.

Patients will have a final follow-up visit 2 to 3 days after the final dose of study drug to assess
adverse events, changes to concomitant medications (including use of rescue medications), vital
signs, and for PK sampling. Unscheduled visits and/or additional follow-up may be required at the
discretion of the Investigator. For example, patients with clinically significant abnormal laboratory
findings, unresolved treatment-emergent adverse events (TEAESs), serious adverse events (SAEs)
that require follow-up laboratories and review, or clinically significant adverse events may
necessitate further assessments.

Figure 1 presents a study schematic.
Figure 1. Study Schematic

Cohort 2 m

CIN-102 i B'D

Placebo BID*

/ Sequential or Parallel — FOIIOW'UP
Enrollment 2-3 days after

\-. Cohort 3 the lastdose

CIN-102 B'D |

Placebo BID*

Screening Baseline GEBT Cohort1 .

- | CIN-102 i B8'D
Days -28t0 -8 Days -7to0 -2 Placebo BID*

DRC Review

F 3
A J

Double-blind treatment
period
BID dosing from the morning of
Day 1 through the moming of
Day 14 (+/- 2 days)

* For each cohort, subjects will be randomized to CIN-102 or placebo. Randomization may occur on Day 1 or at a separate visit

on Day -1.
BID = twice daily; DRC = Data Review Committee; GEBT = gastric emptying breath test.

3.2 Study Indication

CIN-102 1s being developed for the treatment and relief of symptoms associated with acute and
recurrent gastroparesis.
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SELECTION AND WITHDRAWAL OF PATIENTS

Inclusion Criteria

Patients who meet all of the following criteria will be eligible to participate in the study:

1.
2.

Male and female patients 18 to 70 years old.

Has Type 1 or Type 2 insulin-dependent diabetes mellitus, according to the American Diabetes
Association criteria.

Has a current diagnosis of diabetic gastroparesis as defined by the following:

o Has upper gastrointestinal (GI) symptoms felt to be consistent with gastroparesis
(eg, postprandial nausea/vomiting, postprandial fullness, early satiety, anorexia, bloating,
epigastric or abdominal pain) within the 6 months prior to screening; OR

o Has documented delayed gastric emptying (DGE) within the past 3 years as determined by
GEBT or scintigraphy. Patients who have DGE documented through other modalities
(eg, SmartPill, manometry, etc) or who have had an abnormal GEBT or scintigraphy
>3 years ago may be considered with Sponsor approval.

Has a body mass index (BMI) between 18 and 35 kg/m?, inclusive.

5. Has glycosylated hemoglobin level <11%.

Male patients with female partners of child-bearing potential must agree to use 2 medically
accepted, highly effective methods of birth control from Day 1 through 60 days following the
final dose of study drug.

o Medically accepted, highly effective methods of birth control for male patients with female
partners of child-bearing potential include the following: latex condom with spermicide,
diaphragm with intravaginal spermicide, cervical cap with spermicide, indwelling
intrauterine device (hormonal or nonhormonal), implanted contraceptives, and oral
contraceptives.

Male patients must agree to abstain from sperm donation from Day 1 through 60 days
following the final dose of study drug.

Female patients with male partners must be surgically sterile (hysterectomy and/or bilateral
oophorectomy), postmenopausal for at least 1 year (with confirmed follicle-stimulating
hormone [FSH] in postmenopausal range at the Screening Visit), or agree to use 2 medically
accepted, highly effective methods of birth control from Day -14 until 60 days following the
final dose of study drug.

o Medically accepted, highly effective methods of birth control for female patients with male
partners include the following: latex condom with spermicide, diaphragm with intravaginal
spermicide, cervical cap with spermicide, and nonhormonal indwelling intrauterine device.

Has a negative breath alcohol and urine drug screen (including tetrahydrocannabinol) at the
Screening Visit and at the time of randomization.
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11.

4.2

Is able to understand and willing to comply with all study wvisits, procedures, restrictions,
discontinuation of medications, including those to treat gastroparesis (as specified in the
protocol), and provide written informed consent according to institutional and regulatory
guidelines.

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from participation in the study:

1.

10.

Has a history of, or current, clinically significant arthythmias as judged by the Investigator,
including ventricular tachycardia, ventricular fibrillation, and Torsades de pointes. Patients
with minor forms of ectopy (eg, premature atrial contractions) are not necessarily excluded,
per Investigator discrection.

Has clinically significant bradycardia with a resting heart rate under 50 beats per minute, sinus
node dysfunction, or heart block.

Has prolonged heart rate-corrected QT interval using Fridericia’s formula (QTcF)
(QTcF >450 msec for males or QTcF >470 msec for females) based on the average of triplicate
ECGs.

Has a personal or family history of long QT syndrome, Torsades de pointes, or other complex
ventricular arrhythmias or family history of sudden death.

Has evidence (based on screening or baseline assessments) or history of clinically significant
mmmunologic, hematologic, renal, endocrine, pulmonary, GI, cardiovascular, hepatic,
psychiatric, neurologic, or allergic disease (including drug allergies); surgical conditions;
cancer (with the exception of basal or squamous cell carcinoma of the skin and cancer that
resolved or has been in remission for >5 years prior to the Screening Visit); or any condition
that, in the Investigator’s opinion, might significantly interfere with the absorption,
distribution, metabolism, or excretion of the study drug.

Note: Cholecystectomy and appendectomy are allowed.
Has a history of prolactin-releasing pituitary tumor (ie, prolactinoma).
Has elevated serum prolactin.

Note: Patients who are on domperidone with an elevated prolactin at the time of screening may
be considered for this study.

Has known or suspected hypogonadism, current clinically significant menstrual abnormalities
(eg, oligomenorrhea or amenorrhea), gynecomastia, galactorrhea, or other clinical features that
in the Investigator’s opinion may be consistent with hyperprolactinemia.

Has pyloric injection of botulinum toxin within 6 months of screening and/or during the course
of the study.

Has bilirubin, alkaline phosphatase, aspartate aminotransferase, alanine aminotransferase, or
creatinine levels greater than 1.5 x the upper limit of normal at screening, or hemoglobin
<10 g/dL at screening.
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11. Has thyroid-stimulating hormone (TSH) levels that are abnormal at screening, as judged by
the Investigator.

12. Has 1nability to perform a breath test.

13. Has known allergy to eggs or spirulina.

14. Use of investigational, prescription, or over-the-counter medications as follows:

o Actively participating in an experimental therapy study; received experimental therapy
with a small molecule within 30 days of randomization or 5 half-lives (whichever is
longer); or received experimental therapy with a large molecule within 90 days of
randomization or 5 half-lives, (whichever is longer).

15. History of alcoholism or drug abuse within 2 years prior to dosing as defined by the Diagnostic
and Statistical Manual of Mental Disorders, 4th Edition.

16. Typical consumption of >14 alcoholic drinks weekly.
17. History or evidence of illicit drug use.

18. Positive for human immunodeficiency virus (HIV) antibody, hepatitis C virus (HCV) antibody,
or hepatitis B surface antigen (HBsAg) at the Screening Visit.

19. Donated blood or blood products within 30 days prior to dosing.

20. Currently undergoing treatment with weight loss medication or prior weight loss surgery
(eg, gastric bypass surgery).

21. Pregnant, breastfeeding, or planning to become pregnant during the course of study.
22. Inability to swallow medication.

23. Currently receiving parenteral feeding or presence of a nasogastric or other enteral tube
(eg, percutaneous endoscopic gastronomy[PEG] tube) for feeding or decompression.
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24. Known or suspected gastric outlet obstruction (eg, peptic stricture) or other GI mechanical
obstruction as documented by upper GI tract endoscopy or upper GI radiographic series in the
past 3 years.

25. Known history or current diagnosis of intestinal malabsorption or pancreatic exocrine disease.

26. History of gastric surgery such as fundoplication, gastrectomy, vagotomy, pyloroplasty, or
bariatric procedure.

Note: Patients who have a gastric pacemaker in place may be considered for the study if the
pacemaker can be turned off for at least 14 days prior to baseline GEBT and throughout the
remainder of the study.

Note: A history of diagnostic endoscopy is not exclusionary. Cholecystectomy and
appendectomy are allowed.

27. History or presence of any medical condition or psychiatric disease, which, in the opinion of
the Investigator, could interfere with the conduct of the study or would put the patient at
unacceptable risk.

28. Prior lack of response to domperidone or known hypersensitivity or intolerance to
domperidone or any of the excipients in the CIN-102 formulation.

29. Judged by the Investigator, after reviewing medical and psychiatric history, physical
examination, and laboratory evaluation, to be unsuitable for any other reason that may either
place the patient at increased risk during participation or interfere with the interpretation of the
study outcomes.

4.3 Randomization Criteria

In addition to the general criteria listed in Sections 4.1 and 4.2, in order to be randomized into the
study, patients must also meet the following criteria at the time of randomization:

e Continues to satisfy all inclusion/exclusion criteria.

e Has been off all motility agents and antiemetics for at least 14 days and is willing to remain
off such medications (except for protocol-specified antiemetic rescue medication) during the
course of the study.

e Demonstrates a confirmed diagnosis of diabetic gastroparesis as defined by the following:

o Current upper GI symptoms (eg, postprandial nausea/vomiting, postprandial fullness, early
satiety, anorexia, bloating, epigastric, or abdominal pain).

o Documented DGE within the 5 days prior to first dose of study drug based on GEBT using
BC-spirulina platensis demonstrating Ts >91 minutes (90® percentile of normal) and
<200 minutes.*
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Has continued required results of the initial safety laboratory test performed at Screening.

Withdrawal Criteria

Participation of a patient in this clinical study may be discontinued for any of the following
reasons:

Patient withdraws consent or requests discontinuation from the study for any reason.

Occurrence of any medical condition or circumstance that exposes the patient to substantial
risk and/or does not allow the patient to adhere to the requirements of the protocol.

Any SAE, clinically significant adverse event, severe laboratory abnormality, intercurrent
illness, or other medical condition which indicates to the Investigator that continued
participation is not in the best interest of the patient.

Pregnancy.
Requirement of prohibited concomitant medication.
Patient failure to comply with protocol requirements or study-related procedures.

Termination of the study by the Sponsor or the regulatory authority.

If a patient withdraws prematurely from the study due to the above criteria or any other reason,
study staff should make every effort to complete the full panel of assessments scheduled for the
Early Termination Visit. The reason for patient withdrawal must be documented in the electronic
case report form (eCRF).

Study enrollment will continue until 60 patients (15 patients per treatment) have completed the
treatment period. Withdrawn patients will not be replaced.
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STUDY TREATMENTS

5.1 Treatment Groups
This study is planned to include 4 treatment groups with 15 patients each.

At randomization, patients who meet all eligibility criteria (based on inclusion/exclusion and
randomization criteria) will be randomized to either CIN-102 BID or placebo BID 1in a 3:1 ratio.
The study will begin by randomizing patients in Cohort 1 to either CIN-102 |jjjjjij BID or
placebo BID such that 15 subjects receive CIN-102 and 5 subjects receive placebo. After Cohort 1
completes the study, a DRC will convene to review the data from Cohort 1. Currently planned
dose levels for Cohorts 2 and 3 are JJjjjjj BID and Jjjjjiij BID. respectively, with 15 patients
receiving study drug and 5 patients receiving placebo in each cohort. However, these planned dose
levels may be modified based on emerging information from the current study as well as other
ongoing studies. The highest dose will not exceed [Jjjj BID without a protocol amendment. The
subsequent cohorts (Cohorts 2 and 3) may be enrolled sequentially or simultaneously.

The duration of the double-blind treatment period will be 14 days (+ 2 days) of study drug
administration.

5.2 Rationale for Dosing

Two clinical studies of CIN-102 in healthy subjects have commenced to date: a SAD study (study
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5.3 Randomization and Blinding

