Evaluation of the Fractyl Duodenal Remodeling
System for the Treatment of Type 2 Diabetes

Protocol Number: C-10000

Sponsor:
Fractyl Laboratories
203 Crescent St. Suite 303
Waltham MA 02453

SN
FRACTYL

Version 7
Revision Date 10Mar2016

Confidential Do Not Copy

This investigational protocol contains confidential information for use by the principal investigators and their designated
representatives participating in this clinical investigation. It should be held confidential and maintained in a secure
location. It should not be copied or made available for review by any unauthorized person or firm.



TABLE OF CONTENTS

TABLE OF CONTENTS ..ottt 2
PROTOCOL SUMMARY ...ttt sie et ettt ve e 5
LIST OF ABBREVIATIONS AND DEFINITION OF TERMS...........ccccovevennnee. 8
1D INTRODUCTHOIM scamsmnesumsssnins 65 s si5e 65 s s o e s s e s s o s s s s sn 9

1.1 Background

1.2 Device Name
1.3 Purpose

1.4 Intended Use
1.5 Study Objectives

2.0 DEVICE DESCRIPTION AND ENDOSCOPIC TECHNIQUE.................... 12
2.1 Device Description

2.2  Duodenal Resurfacing Technique (DMR)

3.0 STUDY DESIGN AND METHODOLOGY ......cooviieiieeeiieeeeeeeee e 13
3.1 Study Design

3.2 Study Scope

3.2.1 Participating Institutions
3.2.2 Participant Population

3.3 Study Duration

3.4 Study Endpoints

3.5 Control of Bias and Validity

4.0 PARTICIPANT SELECTION AND ENROLLMENT ...ooomeeeeee e, 15
4.1 Inclusion Criteria

4.2 Exclusion Criteria

5.0 STUDY PROCEDURES ..ottt 17
5.1 Visit 1: Screening

5.1.1 Participant History/Physical Exam
5.1.2 Standard Blood Analysis

5.1.3 Mixed Meal Tolerance Test

5.1.4 Participant Questionnaires

5.1.5 Endoscopy/Biopsy

5.2 Visit 2: Procedure/Enroliment

5.3 Discharge (Day will vary)

5.4 Participant Follow Up

5.4.1 Visit 3: 2 Day Phone Call (+1/-0 days)

Protocol Number C-10000
Version 7.0

Revision Date: 10Mar2016 Page 2 of 40

11
11
11
11

12
12

13
13
14
14
14
14
14

15
16

17
18
18
19
19
19
20
21
22
22



5.4.2 Visit 4: 7 Day Office Visit (+/- 2 days)

5.4.3 Visit 5: 14 Day Office Visit (+/- 2 days)

5.4.4 Visit 6: 1 Month Office Visit (+/- 5 days)

5.4.5 Visit 7: 2 Month Call (+/- 7 days)

5.4.6 Visit 8: 3 Month Office Visit (+/- 7 days)

5.4.7 Visit 9: 6 Month Office Visit (+/- 14 days)

5.4.7 Visit 10: 9 Month Office Visit (+/- 14 days)

5.4.8 Visit 11: 12 Month Office Visit (+/- 14 days)

5.4.7 Visits 12-13: 18 and 24Month Office Visits (+/- 1 month)
5.5 Participant Discontinuation

6.0 ADVERSE EVENT REPORTING ......cooviiieiiiieciececc e

6.1 Adverse Events

6.2 Serious Adverse Events

6.3 Unanticipated Adverse Device Effects
6.4 Non-Serious Adverse Events

6.5 Participant Death

7.0 STATISTICAL CONSIDERATIONS.......ccoeieieiiieiecece e,

7.1 Analysis Plan
7.2 Sample Size

8.0 RISK BENEFIT ANALYSIS ...ttt e,

8.1  Procedure Risks

8.2 Device Risks

8.3 Minimizing Study Risks

8.4  Justification for Investigation

9.0 ADMINISTRATIVE RESPONSIBILITIES........ccoceiiinieiiecriciieeneee,

9.1  Ethics Committee Information
9.1.1 Ethics Committee Approval
9.1.2 Informed Consent
9.2 Confidentiality
9.3 Data Monitoring and Quality Control
9.3.1 Training
9.3.2 Case Report Forms
9.3.3 Data Reporting
9.3.4 Investigational Site Monitoring
9.4 Record Maintenance

Protocol Number C-10000

Version 7.0
Revision Date: 10Mar2016

Page 3 of 40

22
22
23
23
23
24
25
25
25
26

26
27
28
29
28

29
29

30
30
31
31

32
32
32
32
33
33
33
33
33
34



9.4.1 Records and Retention

9.4.2 Reports

9.4.3 Investigator's Annual and Final Reports

9.5 Device Accountability

9.6 Deviations from Protocol & Medical Emergencies
9.7 Investigational Site Termination

Protocol Number C-10000
Version 7.0
Revision Date: 10Mar2016

Page 4 of 40

34
35
36
37
37
37



Title:

Protocol ID#:
Device:

Study Objective:

Study Design:

Indication for Use:

Inclusion Criteria

Protocol Number C-10000

Version 7.0
Revision Date: 10Mar2016

Protocol Summary

Duodenal Remodeling for the Treatment of Type 2 Diabetes

C-10000

Fractyl Duodenal Remodeling System (DMR) is an
endoscopic treatment consisting of mucosal lift with saline
and circumferential thermal ablation along a length of the
duodenum.

The submucosal expansion step is designed to provide a
uniform ablative surface and a thermally protective layer of
saline between the duodenal mucosa that is to be ablated
and deeper tissue layers that are to be protected.

The primary objective is to investigate the preliminary safety
and effectiveness of the Fractyl Duodenal Remodeling
System for the treatment of Type 2 Diabetes through 36
months follow up period by assessing participant response to
a Mixed Meal Tolerance Test, HbA1clevels and adverse
event profile.

This study will be used to support expanded clinical
assessment in future evaluations

Proposed Start Date: March 2013

Up to 3 Investigational Sites

Maximum enrollment of 60 participants

Single arm, non-randomized open label trial

Participant follow up at 2, 7, 14, days and 1, 2, 36, 9, 12,
18, and 24months post procedure

The Fractyl Duodenal Remodeling System is intended for use
on participants with Type 2 Diabetes who are poorly
controlled with oral medications and disease diagnosed less
than 10 years before study entry

1. Participants Age > 28 years and < 75 years

2. Male or Female

3. Participants with Type 2 Diabetes who have been treated
for < 10 years and are on stable oral diabetic medications
for a minimum of 3 months

Participants with an HbA1c > 7.5 and < 10.0 %
Participants with a BMI > 24 and < 40

Participants willing to comply with study requirements and
able to understand informed consent

O O s
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List of Abbreviations and Definition of Terms

ACRONYM DESCRIPTION

AE Adverse Event

BMI Body Mass Index

CBC Complete Blood Count

CRF Case Report Form

DMR Fractyl Duodenal Remodeling System
Gl Gastrointestinal

GIP Gastric Inhibitory Peptide

GLP-1 Glucagon-like peptide 1

HbA1c Glycated Hemoglobin

IHF International Conference on Harmonization
ICF Informed Consent Form

IEC Independent Ethics Committee

\% Intravenous

mg/dL Milligrams per Deciliter

MMTT Mixed Meal Tolerance Test

ng/mL Nanograms per milliliter

QA Quality Assurance

NPO Nil per os (withhold oral food and fluids)
SAE Serious Adverse Event

UADE Unanticipated Adverse Device Effect
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Waltham, MA 02453

Office 781-902-8812
Fax 781-609-2290
Cell 781-710-8243
Email Eric@fractyl.com

Monitoring will include pre-study site qualification, on-going site study monitoring
and study closure monitoring. The major function of the clinical monitor is to
observe and assess the quality of the clinical study. In addition, the study will be
monitored to ensure that potential adverse trends are quickly identified allowing
immediate corrective action. The monitor’s duties include: on-site visits,
observation of treatment with the study devices and review of study documents
and results.

9.4 Record Maintenance

9.4.1 Records and Retention
The following records must be maintained in designated Fractyl Clinical Study
administrative files:
¢ Clinical protocol and all amendments
e Signed Clinical Study Agreement
e Signed Non-Disclosure Agreement
e Ethics Committee Roster
e Ethics approval letter(s) and approved informed consent(s)
(including any revisions)
Approved advertisements for subject recruitment (if applicable)
¢ Financial Disclosure Forms
Correspondence relating to this study (with Sponsor, clinical
monitors, other Investigators, etc.)
Correspondence with the Ethics Committee
Instructions for Use
Curriculum vitae for all investigators
Investigational device log
Investigational Device Brochure
Investigational device related paperwork (including shipping
documents, invoices, device return log, etc.)
Normal value(s)/Range(s) for all laboratories used
Laboratory certification(s) for all laboratories used
Shipping records for investigational device(s)
Sample of investigational device label(s)
Monitoring Report(s)
Monitor sign-in log
Site authorized personnel signature list/Delegation of Authority Log
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e Blank set of CRFs and instructions for completion
e Reports (including Adverse Event reports, annual reports and final
reports from Investigator and Sponsor)

The following records must be maintained for each participant enrolled in the
study:
e Signed participant consent form
e All completed CRFs
e Record of any side effects, device malfunction, and treatment
failures (with supporting documentation)
e Procedure reports, nursing notes, and participant office files
e Copies of all radiographs
e Records of any interventions (procedure reports, nursing notes,
etc.)
» Records related to participant deaths during the investigation
(including death records, death certificate and autopsy report, if
performed).

The Investigator or Investigational site will maintain, at the investigative site, in
original format all essential study documents and source documentation that
support the data collected on the study subjects in compliance with ICH/GCP
guidelines. Documents must be retained for at least 2 years after the last
approval of a marketing application or until at least 2 years have elapsed since
the formal discontinuation of the clinical investigation of the product. These
documents will be retained for a longer period of time by agreement with Fractyl
or in compliance with other local regulations. It is Fractyl's responsibility to inform
the Investigator when these documents no longer need to be maintained. The
Investigator will take measures to ensure that these essential documents are not
accidentally damaged or destroyed. If for any reason the Investigator withdraws
responsibility for maintaining these essential documents, custody must be
transferred to an individual who will assume responsibility and Fractyl must
receive written notification of this custodial change.

9.4.2 Reports
Investigators are required to prepare and submit the following complete,
accurate, and timely reports as outlined in the following table:

Responsibilities for Preparing & Submitting Reports

Type of Report Prepared by Time of Notification
Investigator for (From Documented Event)

Case Report Forms Fractyl Ready for monitoring within 10

(working copy) working days

Serious Adverse Event | Fractyl, Ethics Within 24 hours of knowledge

(device related or not) (as required)
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Device Malfunction Fractyl Within 24 hours of knowledge
Participant death during | Fractyl and Ethics Within 24 hours of knowledge
the investigation
Unanticipated Adverse Fractyl, Ethics (as Within 24 hours of knowledge

Device Effects required)

Participant withdrawal Fractyl Within 7 days of knowledge
Withdrawal of Ethics Fractyl Within 24 hours of knowledge
approval

Deviations from Fractyl, Ethics (as Within 7 days of knowledge
investigational protocol required)

Informed consent not Fractyl and Ethics Within 24 hours of knowledge
obtained from

participant

Annual Progress report | Fractyl and Ethics Within 1 month of annual Ethics
approval date
Final summary report Fractyl, Ethics (as Within 3 months of study

required) completion
Other information as As appropriate As requested
requested by Fractyl,
Ethics

Investigator files containing all records and reports of the investigation should be
retained for a minimum of two years after the site has been notified in writing by
the Sponsor that the records are no longer needed to support regulatory filings.
They may be discarded upon notification by Fractyl. To avoid any error, the
investigator should contact Fractyl before destroying any records and reports
pertaining to the study to ensure they no longer need to be retained.

In addition, in accordance with the Clinical Study Agreement, Fractyl should be
contacted if the investigator plans to leave the investigational site so that
appropriate arrangements can be made.

9.4.3 Investigator’s Annual and Final Reports

Each year a summary report shall be prepared by the investigator providing a
synopsis of the participants treated to date as well as other pertinent clinical
information associated with the device usage. The report must be signed by all
participating Investigators at the site involved in the study and will be provided to
the Ethics Committee and Fractyl.

Upon completion or termination of the study a final report will be prepared. This
report will contain a critical evaluation of all data collected during the course of
the investigation at each institution. The report must be signed by all
participating Investigators at the site involved in the study and will be provided to
the Ethics Committee and Fractyl. Any modifications to this final report must be
reviewed and approved by Fractyl.
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9.5 Device Accountability

All investigational devices received and used by the investigator will be
inventoried and accounted for throughout the study. The devices will be stored in
a secure area, separate from other devices. Upon request by the sponsor or
study completion, all unused devices will be returned to Fractyl. No devices will
be used except by authorized investigators in accordance with the protocol.

Devices that do not function properly during use or others that may be
determined by the sponsor to be needed for post use evaluation will be retained
by the site until the evaluation is complete at which time they will be returned to
the Sponsor.

9.6 Deviations from Protocol & Medical Emergencies

The investigator will not deviate from the protocol without the prior written
approval of Fractyl except in medical emergencies or in unforeseen, isolated
instances where minor changes are made that will not increase the participant’s
risk or affect the validity of the study. In medical emergencies, prior approval for
protocol deviations will not be required, but Fractyl must be notified within 24
hours of occurrence.

9.7 Investigational Site Termination

Fractyl reserves the right to terminate an investigational site for any of the
following reasons:

¢ Repeated failure to complete Case Report Forms

¢ Failure to obtain Informed Consent

o Failure to report Serious Adverse Events within 24 hours of
knowledge

e Loss of or unaccounted for investigational device inventory

e Repeated protocol violations

o Failure to enroll an adequate number of participants
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