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1 INTRODUCTION

1.1 Document Description
This Manual of Operations (MOO) has been created to provide details concerning the design, conduct,
performance, monitoring, recording, analysis, and reporting of the study to assure that the data and
reporting results are accurate and that the rights, integrity, and confidentiality of the participants are
protected.

Guideline: A Manual of Operations (MOO) is required for each TrialNet study.

Principles:

e The MOO will be a cooperative work between the Study Chair, Network and the TNCC, with the
Study Chair/designee holding responsibility to document proper screening, eligibility determination,
and study visit procedures.

e The TNCC will author sections about technical systems and data collection processes.

e The MOO is a fluid document; it can be edited and updated throughout the life of the protocol.

e The TNCC will hold the “master” MOO document, and will post only the latest versions to the TrialNet
Web site.

e The MOO must be approved by both the Study Chair/Designee and the TNCC before study initiation.

Process:

1.) Study Chair/designee drafts the initial version of the MOO. (The TNCC will provide templates and
samples from other studies.)

2.) TNCC edits; collaborative development continues between study team and TNCC.

3.) When both study team and TNCC are satisfied, they can sign-off (i.e., approve) the current version of
the MOO. The sign-off must be in writing or via e-mail.
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1.2 Current Protocol Synopsis (11AUG10)

Title Effects of Canakinumab On The Progression of Type 1
Diabetes In New Onset Subjects
IND Sponsor Type 1 Diabetes Trial Network (TrialNet)

Conducted By

Type 1 Diabetes Trial Network (TrialNet)

Protocol Chair

Antoinette Moran, MD

Accrual Objective

66 subjects over 2 years

Study Design

The study is a two-group, multicenter, randomized, double-
masked, placebo-controlled Phase Il clinical trial. All groups
will receive standard intensive diabetes treatment with insulin
and dietary management. 66 subjects will be randomly
assigned to receive either monthly subcutaneous injections of
2.0 mg/kg canakinumab, or placebo for 12 months.

Treatment Description

Canakinumab is a fully human anti-interleukin-13 (anti-1L-13)
monoclonal antibody (IgG-1x class). Canakinumab is designed
to bind to human IL-1 and to functionally neutralize the
bioactivity of this pro-inflammatory cytokine. Participants
randomly assigned to canakinumab treatment or placebo will
receive a total of 12 injections over one year.

Study Duration

All subjects will be followed for 1 year of treatment plus 1-
3 years of additional follow-up until study end. Enrollment is
expected to occur over two years.

Objective

To assess the safety, efficacy, and mode of action of
canakinumab injections for the treatment of individuals with
new onset type 1 diabetes.

Primary Outcome

The primary statistical hypothesis to be assessed in this study
is whether the mean C-peptide response to MMTT at one year
for subjects in the canakinumab treatment group will differ

significantly from the mean value for placebo treated subjects.

Secondary Goals

The study will also examine the effect of the proposed
treatments on surrogate markers for immunologic effects,
namely disease-specific metabolic and immunologic outcomes

Major Inclusion
Criteria

Type 1 diabetes within the past 3 months.
Age 6-45 years.
At least one diabetes associated autoantibody.
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13

Participating Sites and Study Contacts

TN14 Anti IL-1Beta Study Participating Sites

za,&téc(:jlrpeastlsng =l Nelne Eﬁiﬂber Study Contact Person(s) Telephone # & Email Address
University of Florid Site Pl Fax: (359) 307.4985
niversity of Florida ax: -
Gainesville, FL 32610- 01 Desmond Schatz, MD Email: schatda@peds.ufl.edu
0296 Site Trial Coordinator: Ph.: (352) 334-0857
Roberta Cook Fax: _(352) 334-3865
Email: cookrb@peds.ufl.edu
Site PI: Ph... (203) 785-5637
o Kevan Herold. MD Fax: _(203) 737-5637
Yale School of Medicine : Email: kevan.herold@yale.edu
New Haven, CT 06520- 02
8089 . . . i Ph.: (203) 737-2760
f;ﬁrg'g:ag‘r’ﬁ;g'”ator' Fax: (203) 785-7450
Email: laurie.feldman@yale.edu
Site PI: Ph... (650) 723-5791
o Darrell Wilson, MD Fax: (650) 725-8375
Stanford University 05 ' Email: Dwilson@stanford.edu
Stanford, CA 94305 Site Trial Coordinator- Ph.: (650) 498-4450
Trudy Esrey ' Fax: _(650) 725-5837
Email: tesrey@stanford.edu
Site PI: Ph... (305) 243-6433
i Fax: (305) 243-3313
. . L Jennifer Marks, MD N I
University of Miami 06 Email: jmarks@miami.edu
Miami, FL 33136 Site Trial Coordinator: Ph.: (305) 243-3781
Della Matheson . Fax: .(305) 243-3313 .
Email: dmatheso@med.miami.edu
Site PI: Ph.: _(303) 724-67;L4
Barbara Davis Center of Peter Gottlieb, MD Email: Peter.Gottlieb@ucdenver.edu
Childhood Diabetes 07 Ph.: (303) 724-7502
Aurora, CO 80045 Site Trial Coordinator: Fax: (303) 724-6707
Whitney Kastelic Email:
Whitney.kastelic@ucdenver.edu
L ) Ph: (612) 624-5409
%un?){w?r]::/ fﬂ'ltje PI: Fax: (612) 626-5262
University of Minnesota 09 ' Email: moran001@umn.edu
Minneapolis, MN 55455 S T Gl G e, Ph.: (612) 624-6682
W Fax: (612) 644-5206
Email: smit5759@umn.edu
Ph. Main: (206) 515-5232
(ass't Marilyn Reeve)
Site PI: Ph. Second #: (206) 515-5231
Carla Greenbaum, MD E?r)](éif?%) 515-5239
Benaroya Research . )
Institute 10 cigreen@benaroyaresearch.org

Seattle, WA 982101

mreeve@benaroyaresearch.org

Site Trial Coordinator:
Heather Vendettuoli

Ph.: (206) 341-1928

Fax: (206) 515-5239

Email:
HVendettuoli@benaroyaresearch.org
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University of California —
San Francisco 11
San Francisco, CA 94143

Site PI:
Stephen Gitelman, MD

Ph.: (415) 476-3748
Fax: (415) 476-8214
Email: sgitelma@peds.ucsf.edu

Site Trial Coordinator:
Celia Hamilton

Ph.: (415) 476-5026
Fax: (415) 476-8214
Email: HamiltonC@peds.ucsf.edu

University of Texas

Site PI:
Philip Raskin, MD

Ph.: (214) 648-2017

Fax: (214) 648-4854

Email:
philip.raskin@utsouthwestern.edu

Dallas, TX 75390-9072 | 12 Ph.. (214) 648-4830
Site Trial Coordinator: Fax: (214) 648-3816
Renee Davis Email:
Renee.Davis@UTSouthwestern.edu
The Hospital for Sick Site Pl Eh': ((111%)) 150504
e Hospital for Sic . ' ax: -
Children 13 Diane Wherrett, MD Email: diane.wherrett@sickkids.ca
Toronto, ON Canada, Site Trial Coordinator: Ph.: (416) 813-7654 x1798
MSG-1X8 Lesley Eisel ' Fax: (416) 813-2252
Email: lesley.eisel@sickkids.ca
. ) Ph.: (412) 692-5179
[S)I(ger:oltarll.y Becker, MD Fax: (412) 692-5834
University of Pittsburgh 14 ' Email: dorothy.becker@chp.edu
Pittsburgh, PA 15201 Site Trial Coordinator: Ph.: (412) 692-5210
Karen Riley ' Fax: (412) 692-6449
Email: karen.riley@chp.edu
. ) Ph: (212) 851-5492
gg(la)il;:lé Goland, MD Fax: (212) 851-5460
Columbia University 15 ) ' Email: rsg2@columbia.edu

New York, NY 10032

Site Trial Coordinator:
Ellen Greenberg

Ph.: (212) 851-5425
Fax: (212) 851-5460
Email: emg25@columbia.edu

Indiana University- Riley
Hospital for Children 16
Indianapolis, IN 46202

Site PI:
Mark Pescovitz, MD

Ph.: (317) 274-1010
Fax: (317) 278-0264
Email: mpescov@iupui.edu

Site Trial Coordinator:
Jennifer Terrell

Ph.: (317) 944-2574
Fax: (317) 944-2579
Email: jkramey@iupui.edu

Vanderbilt University 3126

Site PI:
William Russell, MD

Ph.: (615) 936-TNET
Fax: (615) 936-7001
Email: bill.russell@vanderbilt.edu

Site Trial Coordinator:
Anne Brown

Ph.: (615) 343-5968
Fax: (615) 936-7001
Email: anne.brown@vanderbilt.edu

TN14 Anti IL-1Beta Study TrialNet Coordinating Center (TNCC)

USF TrialNet Coordinating Center
(TNCC)

University of South Florida
Pediatrics Epidemiology Center
Tampa, FL 33615

Primary Contact: AQesha "Q” Ritzie

Ph.: (813) 396-2681
Fax: (813) 910-5994
Email: agesha.ritzie@epi.usf.edu

Secondary Contact: Joy Ramiro

Ph.: (813) 396-9211
Fax: (813) 910-5976
Email: Joy.Ramiro@epi.usf.edu
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TN14 Anti IL-1Beta Study CENTRAL PHARMACY

EMINENT Services Corporation
7495 New Technology Way
Frederick, MD 21703-9401

Raghuveera "Raghu” Yaramolu

Ph.: (240) 629-1972 Ext 107
Fax: (240) 629-3298
Email: ryaramolu@emiserv.com

TN14 Anti IL-1Beta Core Laboratory Contact Information

Specimens Lab Address Information Contact for results Phone and Email Address
Specimen Processing
Core B-Cell Function/Biochemistry

Chemistries, Laboratory

MMTT Northwest Lipid Research Jessica Chmielewski Ph.: (206) 543-3694

HbAlc, Laboratories Email: jjc8 @u.washinton.edu

HIV, Hep B, Hep C

University of Washington
401 Queen Anne Avenue North
Seattle, WA 98109

Flu and
Tetanus Serology

Viral Research Lab

University of Colorado Denver
Pediatric Infectious Disease
12700 E. 19" Avenue

Core Viral Research Laboratory 2,
Lab11480

Aurora, CO 80045

N/A

Kelly — Ph.: (303) 724-4483
Julie — Ph.: (303) 724-4481
Jennifer - Ph.: (303) 724-4484

Email:
Kelly.Richardson@ucdenver.edu
Julie.Patterson@ucdenver.edu
Jennifer.Canniff@ucdenver.edu

Attn: HLA/DNA LAB
Barbara Davis Center

Ph.: (303) 724-6809

gh’; 1775 Aurora Court, UC Denver, Taylor Armstrong or
AMC Sunanda Babu Email:
M20-4201E Taylor.Armstrong@ucdenver.edu
Aurora, CO 80045 Sunanda.Babu@ucdenver.edu
NIDDK:
Cytokine NIDDK Biosample Repository
Immunogenicity Fisher BioServices
Mechanistic 20301 Century Blvd., Bldg. 6, Suite N/A Ph.: (240) 686-4703
Serum 400
PBMC/Plasma Germantown, MD 20874
PK/Cytokine
The TrialNet RNA Lab
Jinfiniti Biosciences
RNA Processing Center of Innovation for Life
Core Laboratory Sciences N/A gggi)v?nm@g'?nefﬁﬂti com
Medical College of Georgia 9@ )
1120 15th Street, CA 2105
Augusta, GA 30912-7624
Viral Serology: Viral Clinical Lab
CMV IgG and IgM; | University of Colorado Hospital . )
EBV IgG and IgM 12401 E. 17th Avenue Kathi Wilcox Ph.: (720) 848-7031

EBVPCR;
CMVPCR

Clinical Lab-LOB Room 253
Aurora, CO 80045

Email: Kathi.Wilcox@uch.edu
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2 STUDY PERSONNEL RESPONSIBILITIES

2.1 Principal Investigator (Site PI)

The site Pls are responsible for supervising that the study is conducted in accordance with the protocol,
the Code of Federal Regulations, and the ICH Guidelines for Good Clinical Practice (GCP). Specific
responsibilities include:

1. Implementing and maintaining quality assurance and quality control systems with written SOPs
(standard operating procedures) at the site to ensure that the study is conducted and data generated,
documented, and reported in compliance with the protocol, GCP, and the applicable regulatory
requirements.

2. Ensure and confirm subject eligibility prior to randomization; reviewing inclusion/exclusion criteria with
Study Chair or TNCC on a case-by-case basis, or as needed.

3. Ensuring that all site investigators and research staff are fully aware of their obligations.

4. Ensuring local site initial and continuing Institutional Review Board (IRB) review and approval of the
protocol (amendments, changes, updates, etc).

5. Reviewing local site adverse events (AEs) and ensuring that AEs have been addressed appropriately

and reported correctly.

Supervising the preparation of training materials and procedure manuals at the site.

Reviewing all trial and patient care issues that occur at the local site.

Monitoring protocol compliance at the local site and advising on appropriate response to protocol

violations.

© N

2.2 Trial Coordinator
The site Trial Coordinators are responsible for coordinating site day-to-day study operations. Specific
responsibilities include the following:

1. Screen participants and participate in enrollment and the consent process.

2. Coordinate participant’s visits to the clinical center.

3. Utilize and maintain source documents in accordance with the Code of Federal Regulations and the
ICH Guidelines for Good Clinical Practice (GCP)

Enter data into electronic case report forms (e-CRFs).

Order study supplies.

Respond to data queries / requests for information by the TNCC or Study Chair

Assist in preparation of the IRB submission and writing study documents.

Additional duties as delegated per the site delegation log

O N O A

2.3 Role of the TrialNet Coordinating Center
The TrialNet Coordinator Center (TNCC) was established as part of the TrialNet Network to support the
data management and analysis of research data for the network and to identify opportunities to
implement data standards and share resources across the network. The TNCC patrticipates in the design
of clinical protocols, management of the protocol, and amendment approval process, in addition to
providing the data management and analysis necessary to support them. They facilitate data entry by
building and maintaining data entry forms. The TNCC has developed and maintains the “Protocol
Manager” clinical data management system used for the collection, storage, and analysis of data for all
clinical sites that participate in network studies. They are also responsible for generation of reports and
analyzing data for this study in conjunction with the Pl and his/her program coordinator.

The TNCC also facilitates the use of appropriate technologies for communication and training, including

videoconferencing and web-based video streaming, and maintains both the public and members’ Web
pages for the TrialNet Network.
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The TNCC fax number to fax IRB approvals is 813-910-5994. You may forward electronic approvals via
email to: TrialNet CRAs@epi.usf.edu.

3 STEPS TO SITE ACTIVATION
Enrollment cannot begin until the Site Initiation Process has been completed and TNCC has cleared the
study site for enrollment (See Appendix C for Site Activation Checklist).

Steps to site activation are as follows:

1. The site must submit to the TNCC an appropriate IRB approval for the study to be activated (as
detailed below, section 3.1)

2. The site must submit to the TNCC an up-to-date site delegation log reflecting the current study
and detailing the responsibilities of each staff member as designated by the site PI (as detailed
below, section 3.2)

3. The site must submit to the TNCC the appropriate Duality of Interest form(s) for each individual
listed on the site delegation log (as detailed below, section 3.3)

4. Atleast one person at the site must be trained on the online data capture system (protocol
manager) and be certified for all required study procedures and tests (as detailed below, section
3.4)

3.1 IRB Approval
—> Definition: Appropriate IRB approval- Correspondence from the IRB of record for the study site
indicating that the TrialNet protocol (and related materials) were approved.

- Requirements for IRB approval

1. An actual letter or correspondence indicating that the project was/is approved (with reference to the
correct TrialNet protocol title)

2. The date of the approval letter/correspondence

3. IRB Chair (or chair designee) signature

4. Explicit reference to what the IRB is approving (the type of submission) and the version date of the
protocol and version date of the informed consent (and any additional study documents) to which the
IRB approval/correspondence pertains

5. If applicable, IRB approved informed consent(s)/assent(s) indicating the valid from and valid through
dates (one year or date of current approval until time of continuing review renewal). Consents should
be stamped or IRB policy should be provided describing quality control/document version control
procedures.

3.2 Site Delegation Log
-> Definition: Site Delegation Log- A comprehensive list, current and maintained at each study site,
detailing the name, credentials, time began service on a protocol, time ended service on a protocol,
explicit description of protocol responsibilities for each site staff member directly involved in the conduct
of the research (e.g., study coordinator, sub-Investigator) or staff associated with, but not directly involved
in, the research trial (e.g., pharmacist, laboratory staff).

- Requirements of the Site Delegation Log:
1. All TrialNet sites are required to have a site delegation log reflecting each study in which the site
participates
2. The log must list all persons involved in the conduct of each study and must document the
responsibilities delegated to each person by the study site Principal Investigator.
3. The log must contain the signature of the site Principal Investigator
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4. The log must include a start and end date (when applicable) for each person listed.
5. The log must be maintained in the regulatory binder and must be retained with other study-related
documents in accordance with applicable regulations.

- Background:
The TNCC utilizes the Site Delegation log provided by each site to:
1. Ensure the member directory is current and that study specific correspondence is being sent to all
appropriate stakeholders
2. Ensure each persons’ permissions in the online system are appropriate
3. Track site study staff’s training by required section or module based on delegated responsibilities
4. Adherence to 21CFR11.10
The current SDL is available online in the Sites — Documents for Download - Current Site Forms folder

3.3 Duality of Interest forms
Each person listed on the site delegation log must have a duality of interest on file with the TNCC and it must
be updated at each steering committee meeting. The duality of interest forms can only be completed online
(see below step by step process on how to access the online form). A list of the required forms will be
emailed to a site prior to study activation if the site requests the forms or if- for all individuals on the site
delegation log- an online form has not yet been completed.

To access the online form:
Step 1. From the main web site, on the left side navigation bar, click on the link “Duality
Disclosure Form”

Study Sub-Committees »

Register For Meetings and Events

Media Center

Step 2. The system will display whether any forms have been completed (online) in the last
year and provide a link to complete a new DU form or provide an update to the DU
form

Duality Of Interest Disclosure Forms - Previous

Mo Disclosure of Interest Forms have been completed for this user,

Duality Of Interest Disclosure Forms

Complete new Duality Of Interest Disclosure Form
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Step 3. Read and complete the form. It is important to pay special attention to section 11-
dualities or revisions by protocol.

Step 4. Once finished, hit the “save” button. Red text will display beneath the save button
indicating that the form has been saved successfully.

[Print] [ Close Window

Your Duality of Interest form has been saved successfully.
Thanks for completing this form!

Step 5. Hit the “close window” button

34 Study/System Training
Each site is required to have at least one person trained on the protocol and online system at all times.

3.4.1 Online Training
Demonstration and training videos are available online. You must have windows media player in order
see the videos; they can be viewed at any time by navigating to the online media center as follows:
Step 1. From the main web site, on the left side navigation bar, click on the link “Media Center”

Duality Disclosure Form

Administration

Manage Protocol Roles
Change Password
Wy ACCess

Step 2. A new window will open to the media center. Click on the link “Training >>”
Presentations >>

More ==

Training => *——-—

More ==

Step 3.  Select the protocol/session on/of which you’'d like to view the training
Protocol Training — TN14 Anti IL-1Beta (Canakinumab)

Step 4. Alist of available videos will display. Select the video you’d like to watch.
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EXAMPLE SNAPSHOT of TNOS:

To sort by any colurnn, click the column header, Click the header again to invert the sort,

Title | Speaker Date hd
Meurologic Assessment MIH 3/6/2009
TNO8 Pharmacy Training kate Paulus 3725720049
TNO8 Online Protocol Tools Joy Ramiro 372572009
TNO8 Online Forms By Yisit Heather Guillette 3725720049
THNO8 Online Participant Registration Heather Guillette 372572009
THNO8 Online Treatment Assignment and Randomization Heather Guillette 3725720049
GEMERAL Adverse Event Reporting Heather Guillette 372572009
GEMERAL Members Directory Overview Heather Guillette 3725720049
GEMERAL Members Website Overview Heather Guillette 3/25/2009
GEMERAL Protocol Manager Overview Heather Guillette 3725720049
THNO8 Specimen Collection and Shipment Procedures Joy Ramiro 372572009
THNO8 Protocol Overview Diane Wwherrett M.D, 3/27/2009

Step 5. Information about the video will display. Select the button “View Presentation for Free”

[ “iewy Presentation for Free ]

Step 6. The video will open in windows media player.

The training modules and descriptions of modules available are as follows:

1)
2)

3)

4)
5)
6)
7)
8)
9)
10)
11)

12)

TN214 Protocol Overview: Provides a description of the protocol, eligibility criteria, purpose,
specific aims, and details of procedures

TN14 Pharmacy Overview: Provides an overview of pharmacy related procedures including drug
ordering, dispensing, agent return, etc

TN14 Protocol Tools & Web Overview: Provides a description of tools available on the TNCC
Protocol Manager page including protocol documents, checklists, reports, source documents,
MOO, pharmacy manual, etc

TN14 Online Forms By Visit: Provides a brief overview of e-CRF(s) available for the study by
visit

TN14 Online PRN Forms: Provides a brief overview of PRN e-CRF(s) available for the study
TN14 Online Participant Registration: Provides a guided tutorial of how to register a participant
TN14 Online Treatment Assignment and Randomization: Provides a guided tutorial of how to
assign treatment to a participant

TN14 Specimen Collection and Shipment Procedures: Provides an overview of study test/assay
collection and shipment procedures as well as supplies heeded by test

GENERAL Adverse Event Reporting: Provides a non-study specific overview of how to use the
online adverse events system

GENERAL Members Directory Overview: Provides a hon-study specific overview of how to use
the online member director

GENERAL Members Website Overview: Provides a non-study specific overview of how to use
the online members website

GENERAL Protocol Manager Overview: Provides a non-study specific overview of how to use
the online protocol manager page and related sections.
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3.4.2 Canakinumab Certification Quiz

The Canakinumab Certification Quiz is available online and should be completed by all individuals listed in
roles on the site delegation log requiring a knowledge of study procedures. Once the certification quiz has
been completed it should be sent to the TNCC CRA for the study.

4 RECRUITMENT PROCEDURES AND STRATEGIES

4.1 Recruitment Strategy-General

The study involves geographically distributed clinical centers with a specific interest in Type 1- Diabetes
as defined by inclusion and exclusion criteria (see below). They are likely to capture most of the
available study population at their clinics. Participants will also be recruited by information posted on the
TrialNet website, ClinicalTrials.gov and diabetes camps. Patients followed by the investigators in their
clinics and patients who send their contact information to the investigators will be contacted by the
investigators or their designated staff and invited to participate. Both newly diagnosed participants and
participants recruited after diagnosis can participate. It is recognized that data collected prospectively
from newly diagnosed patients may differ from that collected from patients with established diagnosis.
Some of the differences may relate to disease duration and some may relate to interventions instituted
following the diagnosis. Data regarding disease duration and treatments will be collected and will be
used to adjust for differences between the two groups.

4.2 Recruitment Goals
66 subjects over 2 years
Activation date: TBD

4.3 Recruitment Monitoring
Guidelines
¢ The PI delegated, TNCC-trained person(s) at each site will enter enroliment data into the online
data capture system.
¢ All participants who have signed an informed consent document must be registered into the
online data capture system (protocol manager).
¢ Eligibility is confirmed in the online data capture system based on the data entered (by the site)
via the eligibility e-CRF.
o Ifineligible and participant did or did not complete the screening visit and you did not ask
the participant all the eligibility questions please complete Pre-Randomization Exit form.
o Ifineligible and participant did complete the screening visit and you did ask the participant
all the eligibility questions please complete the Eligibility e-CRF.
e Randomization occurs via the protocol manager (online data capture system)
e Recruitment reports (by study and by site) will be available at all times online and will be updated
monthly (or more often if determined by the study chair).
e Recruitment reports will, at the least, detalil
o Study: by site, total number of subjects registered and- of those- total number randomized.
o By site: total number of subjects registered and- of those- total number randomized.
¢ Recruitment reports and efforts will be monitored by the TNCC, study chair, and discussed by the
study committee
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4.4 Eligibility Criteria
Inclusion Criteria:
The participant MUST:

1. Be 6 to 45 years of age at the time of randomization, this indicates that at the time of
randomization the participant has passed his/her 6™ birthday, but has not passed his/her 46th
birthday

2. Be within 3-months (100 days) of diagnosis of Type 1 diabetes mellitus based on ADA criteria at
the time of randomization.

The current ADA criteria for diagnosing diabetes include the following:
1.Fasting (no caloric intake for at least 8 hours) plasma glucose is = 126 mg/dl (7.0
mmol/L)
Or
2.Diabetes symptoms (i.e. polyuria, polydipsia, polyphagia, and/or weight loss) exist and
casual (any time of day without regard to time since last meal) plasma glucose is = 200
mg/dl (11.1 mmol/L)
Or
3.2-hour plasma glucose is = 200 mg/dl (11.1 mmol/L) during a 75 gram oral glucose
tolerance test (OGTT)
Or
4.Unequivocal hyperglycemia with acute metabolic decompensation (e.g. ketoacidosis)

The first three criteria in any combination on two separate days are diagnostic. If criterion (4)
is met, an OGTT is not recommended.

The date of diagnosis will be defined as follows:

e If the participant was symptomatic at diagnosis, the date of diagnosis will be the date of
the first OGTT

e |F the participant did not have symptoms at diagnosis, the date of diagnosis will be the
date of the second (or confirmatory) OGTT

e |f date of diagnosis is questionable, then the TrialNet principal investigator should
contact the TN study chair and/or request the assistance of the eligibility/deviation
committee and explain the circumstances

3. Must have at least one diabetes—related autoantibody present.
a. lIslet-cell autoantibodies (ICA or ICA-512)
b. Glutamic acid decarboxylase autoantibodies (GAD65H) or
c. Micro-insulin autoantibody (mIAA)

i. If only MIAA positive, participant must have an additional autoantibody present if
participant has been taking insulin therapy for longer than 7 days. If the initial
screening antibody sample indicates that the participant is negative for all
antibodies (or positive for mIAA only and participant has been taking insulin
therapy for longer than 7 days), the participant is eligible for repeat testing as long
as the repeat test is conducted within the eligibility windows (randomization must
occur no more than 100-days from date of diagnosis and no more than 37 days
from screening MMTT).

ii. Zinc Transporter autoantibody (ZnT8) — If the GAD65H and IA-2H are negative
then ZnT8 will be run even if the mIAA is present.

4. Have stimulated C-peptide levels > 0.2 pmol/mL measured during a mixed meal tolerance test
(MMTT) conducted at least 3 weeks (21 days) from diagnosis of diabetes and within one month
(37 days) of randomization
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At least one month from last live immunization
If female with reproductive potential, be willing to avoid pregnancy and have a negative pregnancy
test during the 12 months of treatment and for an additional 3 months (see the note in section 6.7
page 77 for further explanation). A urine pregnancy test will be conducted at Screening, Baseline,
All visits except optional visit 6A. Acceptable forms of birth control include, but are not limited to:
a. Abstinence
b. Barrier methods (condom, diaphragm, cervical cap, sponge, or spermicide)
c. Contraceptives (oral or implant)
d. Surgical methods (sterilization or intrauterine devices)
*Please note that female subjects with reproductive potential should be encouraged to use
two forms of birth control. They will not be excluded from the study if they only use one
acceptable form of birth control.
7. Must be willing to forgo live vaccinations during the 12 months of treatment and for an additional 3
months
Must be willing to comply with intensive diabetes management
Weigh at least 20 kg (44Ib) at study entry. This is to ensure that the participant is of sufficient
body weight to allow for the blood volumes drawn for the study assessments.

o g

© ©

Exclusion Criteria:
The participant MUST NOT:

1.
2.
3.

No o

10.
11.

12.

Be immunodeficient or have clinically significant chronic lymphopenia

Have an active infection

Have a positive purified protein derivative of tuberculin (PPD) test result. The PPD test is
administered at the initial screening visit. A positive PPD indicates that the participant has been
infected with Tuberculosis, and should be referred for appropriate counseling and treatment.

Be currently pregnant or lactating, or anticipate getting pregnant for 24 months after first injection. If
the participant has any plans to become pregnant, or to attempt to become pregnant, during the
course of the study she should be excluded from participation.

On-going use of medications known to influence glucose tolerance.

Currently using warfarin

Require use of other immunosuppressive agents. Such as chronic use of steroids, regardless of the
type or route of administration (inhaled, topical, systemic, oral, etc.). Chronic use of steroids is
defined as more than one-week of continuous use over the course of one-month. Acute use of
steroids should not be considered grounds for exclusion, as long as the participant is not continuing
to take the steroid medication at the time of screening.

Have serologic evidence of current or past HIV, Hepatitis B (surface antigen and core antibody), or
Hepatitis C infection. Participants are screened for Human Immunodeficiency Virus (HIV), Hepatitis B
virus, and Hepatitis C virus at the initial screening visit to determine if they are currently infected with
these viruses. Note that if the participant is infected with HIV or Hepatitis, this information must be
reported to the appropriate department of health.

Have any complicating medical issues or abnormal clinical laboratory results that interfere with study
conduct or cause increased risk to include pre-existing cardiac disease, COPD, neurological, or blood
count abnormalities (such as lymphopenia, leucopenia, or thrombocytopenia)

Have history of malignancies

Be currently using non-insulin pharmaceuticals to affect glycemic control. If a participant and their
prescribing physician are willing to stop therapy with these agents then they will be eligible for study
participation following a two week (14 day) washout period.

Be currently participating in another type 1 diabetes treatment study
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4.5 Rationale for Inclusion and Exclusion Criteria
These criteria have been selected because of the lack of treatment options for patients with Type 1
Diabetes. The inclusion criteria reflect the parameters for the diagnosing of Type 1 Diabetes and the
need for treatment. The exclusion criteria reflect the need for having laboratory values within a safe
range before treatment would start.

4.6 Exceptions to Questions Regarding Eligibility Criteria

The TrialNet Coordinating Center will be responsible for initially reviewing and adjudicating any instances
where eligibility is unclear. If following this initial review eligibility is still unclear, the TrialNet Eligibility
and Events Committee will review and adjudicate the situation. See Appendix B for a copy of the form
that needs to be completed and submitted to the TNCC for this review to take place.
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5. VISIT PROCEDURES
Before any study specific procedures a copy of the Informed Consent, the Volunteer Understanding Assessment and the Participant Handbook will be
given to the participant. Please refer to section 7 for a complete description of the Informed Consent Process for the study.
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Definitions and instructions are available in section 6 for each type of procedure/ assessment/ test/ assay listed in this section.

5.1 Study Visit/Procedures Schedule and Windows
Screening Treatment Administration lyr FU | 2-4 yr FU
Visit -> -1 1 2 34|56 6A | 7 910111213 |14 |15 |16 |17 | 18 | 19
Month -> -1 0 1 2| 3| 4| 5| 5+1week 8 10|11 |12 |18 |24 | 30 | 36 | 42 | 48
Year --> -1 0 0 0/0|0]O 0|0 0 Ol o 1| 1| 2| 2| 3| 3| 4
Procedure/Assessment
Medical History X
Interim Medical
History X X X[ X| X | X XXX X] X| X| X X X| X| X[ X| X[ X
Physical Exam X X X X X X| X[ X| X| X| X| X
AE Assessment X X X[ X[ X|X XX | X| X| X| X| X| X| X| X| X| X[ X
Participant/Parent
Survey* X X * * * * *
Concomitant
Medication X X X X| X| X | X X| X | X X X X| X| X| X| X| X| X| X
PPD X
Urine Pregnancy X X X X[ X | X|X X[ X[ X| X| X| X| X| X| X| X[ X[ X| X
Study drug
administration X X X X| X ]| X X|X| X| X| X| X
Tetanus
Immunization X
Flu vaccine Xi or after
Diabetes
Management X X X X[ XX X X[ X X X| X X[ X| X X| X| X| X

*Final Participant/Parent Survey will be administered at the end of the trial prior to debriefing
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Screening | Treatment Administration lyr FU 2-4 yr FU
Visit -> -] 1 2 3 4 5 6 | 6A 7 8 9] 10| 11 12 13 14| 15 16 | 17 18 19
Month -> 1] 0] 1 2| 3] 4| 5| 5+1week 6| 7| 8] 9]10| 11 12 18 | 24 30 | 36 42 48
Year --> -1]1 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 2 2 3 3 4
Treatment Start Date X
Screening ICF Verification X
Demographics X
Family History X
Eligibility X
Screening Medical History X
Interim Medical History X| X X| X| X]| X X| X[ X|] X]| X X X X X X| X X
Physical Exam X | X X X X X X X X X X X
Pregnancy Monitoring only
(if applicable) X | X X| X | x| x x| x| x| x| x| x| x X | X X | X X X
Participant/Parent Survey
(TELEFORM)*see pg 20 X X
Concomitant Medication X X|] X X| X[ X]| X X] X| X| X| X X X X| X X[ X X X
Study drug administration X | X X| X| X| X X| X[ X|] X]| X X
Diabetes Management X | X X | X[ X ] X X | X[ X ]| X | X X X X X X | X X X
Optional Visit 6A (If applicable) X (PRN)
CBC w/ Differential Results X X X
SPECIMEN COLLECTION e-FORM \ \ \ \ \ \ \ \
Chemistries X X X
HIV/HEPB/HEPC X
Autoantibodies X
EBV/CMV Viral Serology X
EBV — Viral Load EBVPCR X
EBV - Viral Load EBV PCR
(EBV Seronegative Only) X1 X X X| X]| X X X| X] X]| X X X X
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Screening Treatment Administration 1lyr FU 2-4 yr FU
Visit -> 1| 1 2 3 4 5 6 | 6A 7 8 9110 | 11 12 13 14 | 15| 16 17 18 | 19
Month -> 1] 0] 1 2| 3| 4| 5| 5+1week 6| 7| 8] 9]10]| 11 12| 18| 24| 30| 36| 42| 48
Year --> -1] 0] O 0| 0of o] O 0] 0of of] 0] O 0 0 1 1] 2] 2 3 3 4
HbAlc X X X X X X X X X X X
X; or
Flu vaccine (PRN) after
Tetanus Vaccination X
= O ON e-FOR
Xi or
Flu serology after | X,
Tetanus Serology pre | post
4hr MMTT X X X X
2hr MMTT >12 X X (PRN) X X X
2hr MMTT < 12 X X X (PRN) X X X X X
Serum - PK/Cytokine (pre-dose) X X X
Serum - PK/Cytokine (1 hr post-dose) X
Serum - PK/Cytokine (anytime X X
SPECIMEN COLLECTION e-FORM: MECHANISTIC
Whole Blood - HLA X
Mechanistic Serum X X X X X X X X X| X X X X
Serum - Cytokines X X X X
Serum - Immunogenicity X X X X X X X| X| X X X X
Whole Blood - Plasma/PBMC X X X X X
Whole Blood - RNA X X X X X
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Screening [ Treatment Administration lyr FU 2-4 yr FU
Visit -> s | 1] 2 3] 4 5] 6[6A 10| 11 ] 12 ) 13|14 )15] 16| 17| 18] 19
Month -> -1] 0] 1 2| 3| 4] 5|5+ 1week 10] 11| 12 (18|24 ] 30| 36 | 42| 48

Year -->

CBC w/ Differential Results

-1

0

0

0

0

0

0

0

X

0

0

1] 1

X

2

2

3

3

4

0] O 0] O
SAMPLES DRAWN

Chemistries

X

X

HIV/HEPB/HEPC

Autoantibodies

EBV/CMV Viral Serology

EBV — Viral Load EBV PCR

XX |IX |IX |X |X

EBV - Viral Load EBV PCR
(EBV Seronegative Only)

X

Flu serology

X, or after

X2

Tetanus Serology

pre

post

HbAlc

4dhr MMTT

X3

2hr MMTT >12

X (PRN)

2hr MMTT <12

Xs

X

X (PRN)

Serum - PK/Cytokine (pre-dose)

X

X

Serum - PK/Cytokine (1hr post-dose)

X

X < [>X X

X

Serum - PK/Cﬁokine ianEimei X X

Whole Blood — HLA X

Mechanistic Serum X X X X X X X X X[ X[ X ] X ] X
Serum - Cytokines X X X X X X XX X[ X ] X ] X
Serum - Immunogenicity X X X X X X X X[ X[ X ]| X ]X
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Screening | Treatment Administration lyr FU 2-4 yr FU
Visit -> -1; 1 2 3| 4] 5 6 6A 7 8 9]10] 11| 12| 13|14 |15| 16| 17| 18 | 19
Month -> -1] 0 1 2 3| 4| 5|5+1week| 6 7 8 9]110| 11| 12|18 |24 | 30| 36 | 42 | 48
Year --> -1 0] O 0] 0] O] O 0] 0] O 0] O 0 0 1] 1| 2 2 3 3] 4
MECHANISTIC STUDIES SAMPLES DRAWN ~continued~
Whole Blood - Plasma/PBMC X| X X X X
Whole Blood - RNA X X X X X

VISIT WINDOWS

Screening Treatment Administration 1lyr FU 2-4 yr FU
Visit -> -1, 1] 2 3| 4] 5 6 6A| 7| 8| 9f(10] 11) 12| 13| 14| 15| 16| 17| 18| 19
Month -> -1 0| 1 2| 3| 4 5| 5+1week | 6| 7| 8| 9| 10] 11| 12| 18| 24| 30| 36| 42| 48
Year --> -1 0| O 0] 0f O 0 0] 0] 0] O] O 0] O 1 1 2 2 3 3 4

Footnotes:

1 Estimated study visit for administering annual kill flu vaccine. Seasonal Flu Vaccine will be provided by TrialNet up to and including visit 12 only.

2 Blood draw assessing immune response next visit after killed flu vaccine administration.

3 Screening Visit: Screening MMTT must be at least 3 weeks after diagnosis and within one month (37 days) of randomization (if greater than 37 days of randomization — repeat MMTT)
4 +/- 7 days

5 1 week from the date of visit 6 with a window +/- 2 days

6 t/- 14 days

7 Baseline visit must occur no more than 100 days from date of diagnosis
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5.2 Visit -1 (Screening): For ECRF Screen Shots go to section 9.0

Prior to the screening visit, the site coordinator should do the following:
Step 1. Schedule the participant for the screening visit. Remind the participant that they need to be fasting for
this visit.

Step 2. Order any supplies needed for the screening visit through the online Fisher supply ordering system. See
section 6.4 for:

A list of supplies required by test assay

Lab procedures

Shipping procedures (if applicable)
Extended storage procedures (if applicable)

apow

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the screening visit, the site coordinator should do the following:
Step 1. Determine whether the subject is interested in the study; if so, proceed to step #2

Step 2. Administer the screening consent (and screening assent if subject is under the age of 18), local HIV
screening consent (if applicable) and local HIPAA form (if applicable). If the subject signs all the applicable
consent forms and decides to proceed with the study, continue to step #3

Step 3. Administer the volunteer survey (volunteer survey can be administered at either screening OR baseline visit)
to ensure the subject understands the study and their responsibilities. The volunteer survey is located online
in the TN14 Protocol Area, folder entitled “TN14 — (A) Documents for IRB Submission”. Make sure to go
over any questions that the subject answers incorrectly and document this in your source
documentation. *Please note there is an assessment tool titled “Volunteer Understanding Assessment
Review” located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

Step 4. Register the participant to the online system

Step 5. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

a. Collect subject’s medical history

b. Ask the subject about what medications he/she is currently taking. Please be sure to review the list of
CYP450 contraindicated medications in section 13. If the subject is concurrently on any of the
medications listed the Pl should decide if any of these meds require frequent and close monitoring
and discuss with subject and subject’s treating physician.

c. Conduct a physical exam

Step 6. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens and
shipment (use table of contents to jump to section)
a. Conduct a PPD
b. Conduct a Urine Pregnancy Test for female participants with reproductive potential
i. *Please note that female subjects with reproductive potential should be encouraged to use two forms
of birth control. They will not be excluded from the study if they only use one acceptable form of birth
control.
c. Conduct a 4-hour MMTT (or 2-hour MMTT if < 12 years old at time of screening) refer to section 6.4.3 and
appendix A for details
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d. Collect blood for:

Step 7.

Step 8.

Step 9.

Step 10.

Step 11.

i. CBC with differential
ii. Chemistries
ii. Viral Serology — EBV, CMV, HIV, Hep B and C
iv. EBV Viral Load — EBV PCR (refer to section 6.2.5 for details)
v. Serum for Diabetes Autoantibodies
vi. Mechanistic Assessments-

1. Mechanistic Serum (Please note that all TNCC mechanistic samples except HLA will get
shipped to the NIDDK Repository for storage, please refer to section 6.4 for additional
instructions)

2. Whole blood — Plasma/PBMC

Remind subject to bring blood glucose and insulin records to next visit

Enter data collected on source documents into the e-CRF(s) online. Please note you must complete the
Demographics e-CRF in order for the MMTT form to populate.

For participants <12 a 2 hour MMTT will be conducted

For participants > 12 a 4 hour MMTT will be conducted

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this
document for packaging and shipment of specimens. *** IMPORTANT: PLEASE SHIP ALL SCREENING
SAMPLES AS PRIORITY.

Retain all informed consent documents, materials from visit, and source documents in an organized fashion
in a secured, double-locked room.

*NOTE PER SERUM FOR DIABETES AUTOANTIBODIES:
If the initial screening antibody sample indicates that the participant is negative for all antibodies (or positive for mIAA
only and participant has been taking insulin therapy for longer than 7 days), the participant is eligible for repeat testing.
The following procedure must be followed:

1.

2.

Contact participant and schedule re-draw. The scheduling of the re-draw, and time required for results to be
reported, must fit within the eligibility window for the study (randomization must occur no more than 100-
days from date of diagnosis and no more than 37 days from screening MMTT). Inform the TNCC of the
redraw date for Autoantibodies so that the protocol CRA can be on the lookout for the results.

Complete a new specimen collection (PRN) form in the “Additional Study Forms/Events”.

*NOTE PER MMTT:
The mixed meal tolerance test (MMTT) will be conducted at least 3 weeks (21 days) from diagnosis of diabetes and
within one month (37 days) of randomization. If the MMTT was conducted on a date which is greater than 37 days
from randomization, the MMTT test will need to be repeated within the eligibility window for the study (randomization
must occur no more than 100-days from date of diagnosis).

1.

2.

Contact participant and schedule another MMTT. The scheduling of the MMTT, and time required for results
to be reported, must fit within the eligibility windows for the study (randomization must occur no more than
100-days from date of diagnosis). Inform the TNCC of the 2" MMTT so that the protocol CRA can be on the
lookout for the results.

Complete a new specimen collection (PRN) form in the “Additional Study Forms/Events”.
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Visit 1 Month 0 (Baseline):
Window: Within 37 days of screening MMTT and 100 days from date of diagnosis

Prior to the baseline visit, the site coordinator should do the following:

Step 1.
Step 2.
a.

b.

Step 3.

Step 4.

Step 5.

Step 6.

Step 7.

Step 8.

Review the participant’s eligibility; verify that subject meets all eligibility criteria for this study.

Complete the online Eligibility e-CRF(You must complete the online Eligibility e-CRF to randomize a
participant)

If ineligible and participant did or did not complete the screening visit and you did not ask the participant all
the eligibility questions please complete Pre-Randomization Exit form.

If ineligible and participant did complete the screening visit and you did ask the participant all the eligibility
guestions please complete the Eligibility e-CRF.

Randomize the participant in the online system; make note of the randomization number assigned to the
participant.

When ordering study drug

For the first participant: Contact the TNCC no less than 1-week prior to the baseline visit date and notify the
TNCC that a subject is scheduled for a baseline visit and that initial study drug is needed

For all subsequent participants: follow procedures outlined in the Pharmacy Manual for the ordering of study
drug

Schedule the participant for the baseline visit.

Notify site pharmacy of baseline visit (date) and inform pharmacy of randomization number for the
participant.

Order any supplies needed for the baseline visit through the online Supply Ordering system. See section 6.4
for a list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the baseline visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Step 4.

Step 5.

Ask the participant if he/she has any questions or concerns.
Double-check participant’s eligibility; verify that subject meets all eligibility criteria for this study.

If not done at the screening visit, administer the volunteer survey to ensure the subject understands the study
and their responsibilities. The volunteer survey is located online in the TN14 Protocol Area, folder entitled
“TN14 — (A) Documents for IRB Submission”. *Please note there is an assessment tool titled “Volunteer
Understanding Assessment Review” located online in the TN14 Protocol Area, folder entitled “TN14 — (C):
Forms”

Administer the intervention consent (and intervention assent if subject is under the age of 18), and local
HIPAA form (if applicable). If the subject (or parent/guardian) signs all the applicable consent forms and
decides to proceed with the study, continue to step 5

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

a. Collect subject’s medical history (any changes since last visit)
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Ask the subject about his/her concomitant medications (changes since last visit)
Conduct a physical exam

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Step 6. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential

b.

Step 7.

Step 8.
Step 9.
Step 10.

Step 11.

Step 12.

Collect blood for:
i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY
ii. HbAlc
iii. Serum — PK/Cytokine pre and post injection samples
iv. Mechanistic Assessments-

Whole Blood - HLA

Mechanistic Serum

Serum — Cytokines

Serum — Immunogenicity

Whole Blood — Plasma/PBMC

Whole Blood — RNA

oglrwNE

Protocol-Specific Activities: administer first dose of study agent. See section 6.2.2 for details. Use source
documents to collect information for the administration of study drug. The assessment tools used to record
source documentation are located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”.
Please remember to collect the PK/Cytokine post dose sample 1 hour post injection. **Note: this PK
sample is the second PK blood draw for this visit. The first PK blood draw should be done before the
injection of study drug.

Subject should remain at study site for observation for at least 1 hour following study drug administration
Enter data collected on source documents into the e-CRF(s) online.
Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this
document for packaging and shipment of specimens.

Retain all informed consent documents, materials from visit, and source documents in an organized fashion
in a secured, double-locked room.
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5.4 Visit 2 Month 1 (Baseline + 1month):

Window: +/- 7 days

Prior to visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit. Remind the participant that they need to be fasting for this visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for
a list of supplies required by test/assay.

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Po0TO

Step 3.

Step 4.

Step 5.
Step 6.
Step 7.
Step 8.

Step 9.

Step 10.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
Conduct a Urine Pregnancy Test if participant is female of childbearing potential. ***Important: If a
participant has a positive Urine Pregnancy Test please discontinue MMTT(s) and study drug
administration and proceed to section 6.7 page 76 for additional guidance.
Conduct a 2-hour MMTT refer to section 6.4.3 and appendix A for details
Collect blood for:

i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY

ii. Serum — PK/Cytokine pre and post injection samples

Protocol-Specific Activities: administer second dose of study agent. Use source documents to collect
information for the administration of study drug. The assessment tools used to record source documentation
are located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”. Please remember to collect
the PK/Cytokine post dose sample 1 hour post injection. **Note: this PK sample is the second PK blood
draw for this visit. The first PK blood draw should be done before the injection of study drug.

Subject should remain at study site for observation for at least 1 hour following study drug administration
Remind subject to bring blood glucose and insulin records to next visit

Enter data collected (as applicable) on source documents into the e-CRF(s) online.

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this
document for packaging and shipment of specimens.

Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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5.5 Visit 3 Month 2 (Baseline + 2 month):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:

Step 1.
Step 2.

Step 3.

Step 4.

Schedule the participant for the visit.
Notify site pharmacy of visit (date) and inform pharmacy of randomization number for the participant.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for
a list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

PoO0TO

Step 3.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens

a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Collect blood for:
i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY
i. If applicable, Pre flu vaccination serology (post flu vaccination serology would then be collected at visit 4 month 3)
iii. Serum — PK/Cytokine pre and post injection samples

Step 4.

Step 5.

Step 6.

Step 7.

Protocol-Specific Activities: administer third dose of study agent. Use source documents to collect
information for the administration of study drug. The assessment tools used to record source documentation
are located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”. Please remember to collect
the PK/Cytokine post dose sample 1 hour post injection. **Note: this PK sample is the second PK blood
draw for this visit. The first PK blood draw should be done before the injection of study drug.

At any time after visit 3 study drug administration until visit 12 inclusive, subjects will receive their annual
clinically indicated killed flu vaccine at the appropriate time of year. Response to these immunizations will be
determined through analysis of a pre flu vaccination serology sample obtained prior to the administration of
the flu vaccine. Post flu vaccination serology sample would be obtained at the next scheduled study visit.
See Appendix F for more guidance from the CDC per flu vaccination. **Note vaccinations should be
administered after samples are collected and study drug has been administered.

Subject should remain at study site for observation for at least 1 hour following study drug administration (For
all subsequent treatment visits subject should remain at the study site for observation for at least 15 minutes
after the study drug administration)

Enter data collected on source documents into the e-CRF(s) online.
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Step 8. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 9. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6 of this document
for packaging and shipment of specimens.

Step 10. Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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Visit 4 Month 3 (Baseline + 3 months):
Window: +/- 7 days

Prior to visit, the site coordinator should do the following:

Step 4.

Step 5.

Step 6.

Schedule the participant for the visit. Remind the participant that they need to be fasting for this visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for
a list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Po0TO

Step 3.

Step 4.

Step 5.
Step 6.

Step 7.

Step 8.

Step 9.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam prior to administration of study drug injection

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a 2 hour MMTT
c.Collect blood for:
i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY
i. HbAlc
ii. If applicable, Post flu vaccination serology
iv.  Serum — PK/Cytokine pre injection sample
v.  Mechanistic Assessments-
o Mechanistic Serum
o Serum — Cytokines
o Serum — Immunogenicity
o Whole Blood — RNA

Protocol -Specific Activities: administer fourth dose of study agent. Use source documents to collect
information for the administration of study drug. The assessment tools used to record source documentation
are located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms.”

Remind subject to bring blood glucose and insulin records to next visit

Subject should remain at study site for observation for at least 15 minutes following study drug administration

Have participant and/or parent (guardian) complete Initial Participant Survey and/or Parent Survey. For
additional details please refer to section 6.3.5

Enter data collected (as applicable) on source documents into the e-CRF(s) online.
Scan barcodes for each test/assay into the online specimen collection form(s)
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Step 10. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this
document for packaging and shipment of specimens.

Step 11. Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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Visit 5 Month 4 (Baseline + 4 months):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:

Step 1.
Step 2.

Step 3.

Step 4.

Schedule the participant for the visit.
Notify site pharmacy of visit (date) and inform pharmacy of randomization number for the participant.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

PO TR

Step 3.

o

Step 4.

Step 5.
Step 6.
Step 7.
Step 8.

Step 9.

Step 10.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’'s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens

Conduct a Urine Pregnancy Test if participant is female of childbearing potential

Collect blood for:

i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY

Protocol-Specific Activities: administer fifth dose of study agent. Use source documents to collect information
for the administration of study drug. The assessment tools used to record source documentation are located
online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”
Remind subject to bring blood glucose and insulin records to next visit
Subject should remain at study site for observation for at least 15 minutes following study drug administration
Enter data collected on source documents into the e-CRF(s) online.

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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Visit 6 Month 5 (Baseline + 5 months):
Window: +/- 7 days

Prior to visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Step 4.

Step 5.
Step 6.
Step 7.

Step 8.

Step 9.

Po0TO

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
Collect blood for:

i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY

i. Serum — PK/Cytokine pre injection sample

ii. Mechanistic Assessments-
1. Mechanistic Serum
2. Serum — Cytokines
3. Serum — Immunogenicity

Protocol-Specific Activities: administer sixth dose of study agent. Use source documents to collect information
for the administration of study drug. The assessment tools used to record source documentation are located
online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

Enter data collected (as applicable) on source documents into the e-CRF(s) online.

Subject should remain at study site for observation for at least 15 minutes following study drug administration

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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5.9  The following visit is an OPTIONAL visit that the participant should consent to participant in or opt out of
when signing the intervention consent

*Visit 6a (Baseline + 5 months & 1week):
Window: +/- 2 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit. Remind the participant that they need to be fasting for this visit.

Step 2. Complete online PRN Optional Visit 6a form. Please document the answers to the questions on this e-CRF in
your source documentation.

Step 3. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 4. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a 2-hour MMTT

Step 4. Remind subject to bring blood glucose and insulin records to next visit

Step 5. Enter data collected on source documents into the e-CRF(s) online (PRN).

Step 6. Subject should remain at study site for observation for at least 15 minutes following study drug administration
Step 7. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 8. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Step 9. Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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5.10 Visit 7 Month 6 (Baseline + 6 months):

Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit. Remind the participant that they need to be fasting for this visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Step 4.

Step 5.
Step 6.
Step 7.
Step 8.

Step 9.

Po0TO

a.
a.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam prior to administration of study drug injection

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
Conduct a 2-hour MMTT refer to section 6.4.3 and appendix A for details
Collect blood for:
i. CBC with Differential
ii. Chemistries
i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY
iii. HbAlc
iv. Mechanistic Assessments —
Mechanistic Serum
Serum — Cytokines
Serum — Immunogenicity
Whole Blood — Plasma/PBMC
Whole Blood — RNA

arwnNpE

Protocol-Specific Activities: administer seventh dose of study agent. Use source documents to collect
information for the administration of study drug. The assessment tools used to record source documentation
are located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

Remind subject to bring blood glucose and insulin records to next visit

Subject should remain at study site for observation for at least 15 minutes following study drug administration
Enter data collected on source documents into the e-CRF(s) online.

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Page 37 of 171



26 TN14 clean MOO Version 2.0 10JAN2011

Step 10. Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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Visit 8 Month 7 (Baseline + 7 months):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Po0TO

Step 3.

a.
b.

Step 4.

Step 5.
Step 6.
Step 7.
Step 8.

Step 9.

Step 10.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens

Conduct a Urine Pregnancy Test if participant is female of childbearing potential

Collect blood for:

i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY

Protocol-Specific Activities: administer eighth dose of study agent. Use source documents to collect
information for the administration of study drug. The assessment tools used to record source documentation
are located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”
Remind subject to bring blood glucose and insulin records to next visit
Subject should remain at study site for observation for at least 15 minutes following study drug administration
Enter data collected on source documents into the e-CRF(s) online.

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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Visit 9 Month 8 (Baseline + 8 months):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Po0TO

Step 3.

a.
b.

Step 4.

Step 5.
Step 6.
Step 7.
Step 8.

Step 9.

Step 10.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens

Conduct a Urine Pregnancy Test if participant is female of childbearing potential

Collect blood for:

i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY

Protocol-Specific Activities: administer ninth dose of study agent. Use source documents to collect information
for the administration of study drug. The assessment tools used to record source documentation are located
online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”
Remind subject to bring blood glucose and insulin records to next visit
Subject should remain at study site for observation for at least 15 minutes following study drug administration
Enter data collected on source documents into the e-CRF(s) online.

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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5.13 Visit 10 Month 9 (Baseline + 9 months):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit. Remind the participant that they need to be fasting for this visit.

Step 2. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam prior to administration of study drug injection

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Po0TO

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a 2-hour MMTT
c. Collect blood for:
i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY
i. HbAlc
ii. Mechanistic Assessments —
1. Mechanistic Serum
2. Serum — Cytokines
3. Serum — Immunogenicity

Step 4. Protocol-Specific Activities: administer tenth dose of study agent. Use source documents to collect information
for the administration of study drug. The assessment tools used to record source documentation are located
online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

Step 5. Remind subject to bring blood glucose and insulin records to next visit

Step 6. Subject should remain at study site for observation for at least 15 minutes following study drug administration

Step 7. Enter data collected on source documents into the e-CRF(s) online.

Step 8. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 9. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Step 10. Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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Visit 11 Month 10 (Baseline + 10 months):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Po0TO

Step 3.

a.
b.

Step 4.

Step 5.
Step 6.
Step 7.
Step 8.

Step 9.

Step 10.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens

Conduct a Urine Pregnancy Test if participant is female of childbearing potential

Collect blood for:

i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY

Protocol-Specific Activities: administer eleventh dose of study agent. Use source documents to collect
information for the administration of study drug. The assessment tools used to record source documentation
are located online in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”
Remind subject to bring blood glucose and insulin records to next visit
Subject should remain at study site for observation for at least 15 minutes following study drug administration
Enter data collected on source documents into the e-CRF(s) online.

Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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Visit 12 Month 11 (Baseline + 11 months):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Po0TO

Step 3.

a.
b.

Step 4.

Step 5.

Step 6.
Step 7.
Step 8.
Step 9.

Step 10.

Step 11.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a directed physical exam prior to administration of study drug injection if clinically indicated

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
Conduct a Urine Pregnancy Test if participant is female of childbearing potential
Collect blood for:
i. EBV Viral Load — EBV PCR (if applicable)
ii. Pre Tetanus immunization blood draw
Protocol-Specific Activities: administer twelfth and final dose of study agent. Use source documents to collect
information for the administration of study drug. The source documents are located online in the TN14
Protocol Area, folder entitled “TN14 — Forms: Source Documents and Visit Checklists”
At study visit 12, subjects will have a pre-immunization blood draw and then receive a tetanus immunization
(participants may also receive the killed flu vaccination at this visit which would require a pre and one month
post immunization draw)
Subject should remain at study site for observation for at least 15 minutes following study drug administration
Remind subject to bring blood glucose and insulin records to next visit
Enter data collected on source documents into the e-CRF(s) online.
Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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5.16 Visit 13 (1 year or Baseline + 12 months):
Window: +/- 7 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit. Remind the participant that they need to be fasting for this visit.

Step 2. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Po0TO

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a:
i. 4 hour MMTT for subjects > 12 years of age at time of screening
ii. 2-hour MMTT for subjects < 12 years of age at time of screening
c. Collect blood for:
i. CBC with Differential
ii. Chemistries
i. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY
iii. Posttetanus immunization follow up blood draw
iv. HbAlc
i. Serum — PK/Cytokine sample
V. Mechanistic Assessments —
Mechanistic Serum
Serum — Cytokines
Serum — Immunogenicity
Whole Blood — Plasma/PBMC
Whole Blood — RNA

SLE S

Step 4. Remind subject to bring blood glucose and insulin records to next visit
Step 5. Enter data collected on source documents into the e-CRF(s) online.

Step 6. Have participant and/or parent (guardian) complete Follow-up Participant Survey and/or Parent Survey. For
additional details please refer to section 6.3.5.

Step 7. Scan barcodes for each test/assay into the online specimen collection form(s)
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Step 8. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Step 9. Retain all materials from visit and source documents in an organized fashion in a secured, double-locked
room.
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5.17 Visit 14 (Month 18):
Window: +/- 14 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit.

Step 2. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Po0TO

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a 2-hour MMTT
c. Collect blood for:
i. HbAlc
i. Serum — PK/Cytokine sample
ii. Mechanistic Assessments —
1. Mechanistic Serum
2. Serum — Cytokines
3. Serum — Immunogenicity

Step 4. Remind subject to bring blood glucose and insulin records to next visit
Step 5. Enter data collected on source documents into the e-CRF(s) online.
Step 6. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 7. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.
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5.18 Visit 15 (2 years or 24 months):

Window: +/- 14 days

Prior to the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Schedule the participant for the visit. Remind the participant that they need to be fasting for this visit.

Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for
a list of supplies required by test/assay

Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:

Step 1.

Step 2.

Step 3.

Step 4.
Step 5.
Step 6.

Step 7.

Po0TO

a.
b.

C.

Ask the participant if he/she has any questions or concerns.

Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam

information about Diabetes Management

Ask the participant if they have experienced any adverse events

Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
Conduct a Urine Pregnancy Test if participant is female of childbearing potential
Conduct a:

i. 4 hour MMTT for subjects > 12 years of age at screening
ii. 2-hour MMTT for subjects < 12 years of age at screening
Collect blood for:
i. HbAlc
ii. EBV Viral Load (EBV/PCR) — for participants Seronegative at screening ONLY
iii. Mechanistic Assessments —

Mechanistic Serum

Serum — Cytokines

Serum — Immunogenicity

Whole Blood — Plasma/PBMC

Whole Blood — RNA

arwbdpE

Remind subject to bring blood glucose and insulin records to next visit
Enter data collected on source documents into the e-CRF(s) online.
Scan barcodes for each test/assay into the online specimen collection form(s)

Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.
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FOLLOW UP AFTER 24 MONTHS
*Visits will be conducted approximately every 6 months

5.19 Visit 16 (30 months):
Window: +/- 14 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit.

Step 2. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’'s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

P20 TR

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a 2-hour MMTT
c. Collect blood for:
i. HbAlc
ii. Mechanistic Assessments —
1. Mechanistic Serum
2. Serum — Cytokines
3. Serum — Immunogenicity

Step 4. Subsequent visits
a. If there is still detectable C-peptide the participant would continue on subsequent visit # 17 (36 months)
b. If there is no detectable C-peptide the participant would continue on subsequent visit # 17 (36 months) but
would no longer have an MMTT conducted for the remainder of the study

Step 5. Remind subject to bring blood glucose and insulin records to next visit
Step 6. Enter data collected on source documents into the e-CRF(s) online.
Step 7. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 8. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.
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5.20 Visit 17 (36 months):
Window: +/- 14 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit.

Step 2. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Po0TO

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a 2-hour MMTT
c. Collect blood for:
i. HbAlc
ii. Mechanistic Assessments
1. Mechanistic Serum
2. Serum — Cytokines
3. Serum — Immunogenicity

Step 4. Subsequent visits
a. If there is still detectable C-peptide the participant would continue on subsequent visit # 18 (3 years or 42
months)
b. If there is no detectable C-peptide the participant would continue on subsequent visit # 18 (3 years or 42
months) but would no longer have an MMTT conducted for the remainder of the study

Step 5. Remind subject to bring blood glucose and insulin records to next visit
Step 6. Enter data collected on source documents into the e-CRF(s) online.
Step 7. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 8. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.
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5.21 Visit 18 (3 years or 42 months):
Window: +/- 14 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit.

Step 2. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Po0TO

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a 2-hour MMTT
c. Collect blood for:
i. HbAlc
ii. Mechanistic Assessments
1. Mechanistic Serum
2. Serum — Cytokines
3. Serum — Immunogenicity

Step 4. Subsequent visits
a. If there is still detectable C-peptide the participant would continue on subsequent visit # 19 (4 years or 48
months)
b. If there is no detectable C-peptide the participant would continue on subsequent visit # 19 (4 years or 48
months)but would no longer have an MMTT conducted for the remainder of the study

Step 5. Remind subject to bring blood glucose and insulin records to next visit
Step 6. Enter data collected on source documents into the e-CRF(s) online.
Step 7. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 8. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.
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5.21 Visit 19 (4 years or 48 months):
Window: +/- 14 days

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit.

Step 2. Order any supplies needed for the visit through the online Fisher supply ordering system. See section 6.4 for a
list of supplies required by test/assay

Step 3. Review visit checklist and ensure site is prepared for visit (procedures, etc). The checklists are located online
in the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Clinical Assessments- use source documents to collect information for each of the clinical assessments. The
assessment tools used to record source documentation are located online in the TN14 Protocol Area, folder
entitled “TN14 — (C): Forms”

Collect subject’s medical history (any changes since last visit)

Ask the subject about his/her concomitant medications (changes since last visit)

Conduct a routine physical exam

Obtain information about Diabetes Management

Ask the participant if they have experienced any adverse events

Po0TO

Step 3. Tests and Assays- follow instructions in section 6.4 of this document for collection of specimens
a. Conduct a Urine Pregnancy Test if participant is female of childbearing potential
b. Conduct a 2-hour MMTT
c. Collect blood for:
i. HbAlc
ii. Mechanistic Assessments
4. Mechanistic Serum
5. Serum — Cytokines
6. Serum — Immunogenicity

Step 4. Enter data collected on source documents into the e-CRF(s) online.
Step 5. Scan barcodes for each test/assay into the online specimen collection form(s)

Step 6. Ship specimens to lab(s) using the online shipment system- follow instructions in section 6.4 of this document
for packaging and shipment of specimens.

Step 7. Proceed to section 5.22.4 — Participant Natural End of Study (all visits completed)
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5.22 End of Study Participation
5.22.1 Participant Registered in Error

If it is determined that a site has registered a participant in error it is important to contact the TNCC. The TNCC will remove
the erroneous entry from the online data capture system.

5.22.2 Participant taken off of Treatment but remains on Study

If a participant is taken off of treatment, but will continue to participate in study visits conducted per the protocol, the site
should complete an adverse event form if applicable and complete the tracking form for each study treatment visit
thereafter. Please ensure that this information is also documented in the participant’s source documentation.

5.22.3 Participant Withdrawal, Death, or Lost to Follow-up

A subject is only considered off study if the subject withdraws consent or dies. If a participant has withdrawn consent or
died, the site should complete the “Change of Status” e-CRF in the online electronic data capture system and indicate that
the subject has withdrawn consent or died.
1. The “Date change in status become effective” should reflect the date the subject withdrew consent or died.
2. Proceed to section B, enter a date of withdrawal or death if appropriate. Indicate the reason for withdrawal: withdrew
consent or death.
3. No further e-CRF(s) or visits will be expected in the system for the subject.
A subiject is only considered lost to follow-up if the subject misses visit 13 (primary endpoint). If it is determined that a
participant is lost to follow-up, the site should complete the “Change of Status” e-CRF in the online electronic data capture
system and indicate that the subject has withdrawn consent or died.
1. The “Date change in status become effective” should reflect the date that it was determined the subject is lost to
follow-up
2. Proceed to section B, enter a date of withdrawal. Indicate the reason for withdrawal: lost to follow up.
3. No further e-CRF(s) or visits will be expected in the system for the subject.

If later the subject resumes participation on the trial the site should complete the “Change of Status” e-CRF in the online
electronic data capture system and indicate the subject has rejoined the study.
1. The “Date change in status become effective” should reflect the date it was determined the subject rejoined the
study
2. Proceed to section C, enter the date of the subject’s first visit rejoining the study
3. The subject will rejoin the study according to the time point at which they would currently be should they have
remained on the study (for example, if the subject left the study at month 3 and rejoined the study 15 months later,
the next expected visit- and therefore procedures to follow- would be the 18 month visit).

5.22.4 Participant- Natural End of Study (all visits completed)

Prior to the visit, the site coordinator should do the following:
Step 1. Schedule the participant for the visit.

Step 2. Contact the TNCC for the end of study report

At the visit, the site coordinator should do the following:
Step 1. Ask the participant if he/she has any questions or concerns.

Step 2. Have patrticipant and/or parent (guardian) complete Final Participant Survey and/or Parent Survey before
debriefing the participant. For additional details please refer to section 6.3.5.
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Step 3. Provide the subject with the end of study report and answer any questions that they might have.
Note: No CRF’s need to be completed for this visit.

6 PROTOCOL DETAILS
6.1 Quizzes
6.1.1 Volunteer Survey (Visit -1 OR Visit 1)

Definition: As part of the screening consent process, the participant will also be required to complete a short, written
Volunteer Survey that is designed to ensure that the participant understands the study, as well as what is being asked of
him/her. The purpose of the Volunteer Survey is to enhance the consenting process.

Procedure:
Step 1. Give the Survey to the participant following a description of the study and after the Screening Consent has

been signed
Note: The Survey should always be given before the Intervention Consent has been signed.

Step 2. If the participant is under the age of 18, the participant’s parent/guardian will be required to complete the
Volunteer Survey independently from the participant.

Step 3. The site coordinator will review the completed Volunteer Survey with the participant (and his/her
parent/guardian in the case of an adolescent participant), taking special care to review any questions the
participant answered incorrectly and answer any questions about the study.

Step 13. Please document that you have reviewed the Volunteer Survey with the participant and/or his/her
parent/guardian and reviewed in particular any questions the participant answered incorrectly. See Section
14.5 Assessment Tool for this process and the answer key for the Volunteer Survey in section 14.6. *Please
note that this assessment tool titled “Volunteer Understanding Assessment Review” is also located online in
the TN14 Protocol Area, folder entitled “TN14 — (C): Forms”

6.2 Protocol-Specific Activities
6.2.1 Randomization/Treatment Assignment (Baseline/Visit 1)

Definition: Randomization is a method based on chance alone by which study participants are assigned to a treatment
group.

Eligible study participants will be randomized by the TrialNet Coordinating Center at the baseline visit and will be assigned a
study randomization number corresponding to the treatment group assignment.

The participant will randomly be assigned to the following two groups:
e 44 participants will be assigned to receive 12 injections with 2.0 mg/kg to a maximum 300 mg of Canakinumab.
e 22 participants will be assigned to receive 12 injections of placebo.

Participants will be randomized, in approximately equal numbers at sites. The randomization method will be stratified by the
TrialNet study site. This approach ensures that the number of treatment group assignment will be approximately balanced
within each site.

Neither the TrialNet Coordinating Center (TNCC) nor the participating sites will know the treatment group assignment. The
TNCC will maintain the list of participant randomization assignment.

Procedure: At the baseline visit, the site coordinator should check the following prior to randomization/treatment
assignment:

Step 1. Be sure the following has occurred:
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Step 14. Subject has signed the Screening and Intervention Consent (Screening and Intervention Assent if
applicable), these should be signed before any visit procedures are performed — See section 14.4 for the
Assessment Tool for this process. *Please note that this assessment tool titled “Documentation of
Enrollment_Consent Process” is also located online in the TN14 Protocol Area, folder entitled “TN14 — (C):
Forms”

a. Subject has completed the screening visit and procedures, and
b. Subject has met all of the inclusion criteria and none of the exclusion criteria
If the above criteria are met, proceed to step #2
If the above criteria are not met and the participant is not eligible:
a. If ineligible and participant did not complete the screening visit and you did not ask the participant all the
eligibility questions please complete Pre-Randomization Exit form.
b. If ineligible and participant did complete the screening visit and you did ask the participant all the eligibility
guestions please complete the Eligibility e-CRF.

Step 2. Under the Participant Details Screen, the site coordinator should check if the status for participant reflects
Eligible. If status reflects eligible proceed to step #3.

Step 3. Randomize the participant in the online system
Note: Each randomization number will only be assigned once

Step 4. Make note of the randomization number in the source documents.
Note: For further randomization detail please reference the Pharmacy PHO Section 7.0 Additional Details.

**Subjects will not be enrolled who have other active serious medical problems. Frequent monitoring of patients with
history, physical examination, and laboratory studies will allow for early identification of adverse events. All participants will
be required to have adequate hemoglobin to allow safe frequent venipuncture. If there are any questions or concerns
regarding hemoglobin values please contact the medical monitor Brett Loechelt, MD. Every attempt will be made to
minimize the number of venipunctures.

All study drug injections will take place in a facility that has resuscitation capabilities, and subjects will be closely monitored
during and after the injection.

Subjects will be counseled about the potential risk for infections and the need to report any change in health status between
or at the time of visits. Directed questioning about concurrent illness will occur before each injection. No injection will occur
in those with signs or symptoms indicative of active infection. In addition, those subjects who were EBV serology negative
at screening will undergo evaluation of EBV viral load at each visit (visits 1 thru 13 and 15). If the subject becomes positive
(i.e. laboratory evidence of active EBV infection is present), confirmation testing will be done and study medication withheld
until absence of signs and symptoms of infection including negative viral load. This will be assessed by follow-up
assessments with appropriate clinical test including EBV serology at 2, 4, 8, 12 weeks, and then monthly. In each instance,
resumption of injections will occur only after review of the data and consultation with the TrialNet infectious disease
consultants. *If applicable, please be sure to complete the PRN Two Week Post Positive EBVPCR Confirmatory Testing e-
CRF to ensure that you are appropriately reimbursed.

6.2.2 Study Drug Administration (Visits 1-12)
Definition: The injection will be a standard subcutaneous injection.

Do not administer in the area that the subject used for insulin injection. No pre-med required. All patients will receive 12
subcutaneous injections of 2.0 mg/kg to maximum of 300 mg Canakinumab or placebo. Subsequent doses will be each
calendar month i.e. if the baseline visit occurs on November 15" target dates for each subsequent treatment visit will be
December 15" (visit 2, month 1), January 15" (visit 3, month 2) etc (visit windows are +/- 7 days of target date). As the first
injection is given at baseline (day 0), the last injection will be given on the 11™ month into the study. Dosing will not be done
in subjects with a febrile illness (a nonspecific illness characterized by a sudden onset of fever where fever is > 101°F)
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within the previous 48 hours or other signs or symptoms of active infection (such as a sore throat). These subjects will be

rescheduled

for another day within study dosing window. For this reason sites are encouraged to schedule their

participant’s visits for the first day of the visit window if at all possible. If the patient remains ill during the study window, that
dose will be skipped and the patient will wait until the next scheduled dose.

Procedure:
Step 1.

a.

b.

C.

Step 2.
d.

e.

Step 3.
a.

b.

Step 4.
a.

b.
C.
d.

Provide to the site pharmacist:
The patrticipant ID
The randomization number assigned to the participant
The visit time point

The site pharmacist will:
Log the participant ID, randomization number, vial # dispensed on to the Pharmacy Agent Accountability Log
(page 27 of the Pharmacy Manual)
Dispense to the site coordinator from the appropriate treatment kit the appropriate vial and syringe for the
appropriate visit/subcutaneous injection. The dose is administered based on body weight, and the value will
be rounded up for any decimal to the next whole number; i.e., (whether weight is 45.1 or 45.6 kg weight will
be rounded up to 46 kg). Weight from the previous visit may be used so the pharmacy can prepare the
dose ahead of time for all visits except the baseline visit which will be based on the subject’s weight
at the baseline visit. There are additional details as well as a table for determining dose
administration by weight in the TN14 pharmacy manual.

Prepare the syringe:
The pharmacist will prepare the syringe. The individual preparing and the individual who is administering the
study agent should be a qualified person delegated the responsibility by the site PI. The syringe provided by
the pharmacist will be a 1.0mL graduated disposable syringe (two 1.0mL graduated disposable syringes may
be provided if applicable). The syringe should be prepared immediately prior to study agent administration. If
it is not used within 60 minutes of preparation, it should be kept at 2-8°C as chemical and physical in-use
stability has been demonstrated for a maximum of 24 hours at 2 to 8°C. If the vial must be stored on wet ice,
direct contact to the ice must be prevented to avoid uncontrolled local freezing. The vials should be allowed
to come to room temperature for 5-10 minutes but not more than 15 minutes before administration.
Study drug preparation is provided in the Pharmacy Manual for site Pharmacists.

Administer study substance to participant.
Administer drug at a (physical) location where professionals are on hand to respond to any problems that
may occur such as anaphylaxis
Utilize sterile technique
Swab the injection site with an alcohol pad
Administer injection as standard subcutaneous injection

Note: It is not advisable to administer the injection in the area or the same site as the subject uses for insulin injection

e

£,
g.
h.

Step 5.
a.
b.

Give subject the entire dose

Provide slight pressure to the injection site after administration with a cotton ball or gauze pad

All injection site or related adverse events can be treated as needed (warmth, redness, pain, swelling,
itching).

Patients should remain at the study site for observation for at least 1 hour following study drug administration
for the first three doses. For the subsequent times, patients should remain at the study site for observation
for at least 15 minutes after the study drug administration

Complete online e-CRF(s)
FOR BASELINE VISIT: Complete the e-CRF: Treatment Start Date
FOR ALL STUDY DRUG ADMINISTRATION VISITS INCLUDING BASELINE: Complete e-CRF: Study Drug
Administration form
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**IMPORTANT NOTE: If study agent is mishandled and storage of study agent procedures as detailed in
the pharmacy MOO are not followed please inform the Central Pharmacy EMINENT & the protocol CRA. In
addition to the correspondence specified above please place a note to file per the incident in both the
pharmacy and regulatory binders.

6.2.3 AE (Adverse Event) Assessment (All visits except Screening Visit 0)
Definitions:
Adverse event defined by TrialNet is “any occurrence or worsening of an undesirable or unintended sign, symptom or

disease whether or not associated with the treatment and study procedures.”

Serious Adverse Event: an adverse event associated with the treatment or study procedures that suggests a significant
hazard, contraindication, side effect or precaution (as described below) is to be reported as a serious adverse event (SAE).

Reportable Adverse Event: defined per protocol For TN14, only AE’s determined to be CTCAE Version 3.0 grade 2 or
greater are reportable. All AE(s) that are serious infections and are regarded as SAE(S) the events are reportable through
AEDAMS and to the FDA even if the event is an SAE and does not answer yes to all the following questions:
¢ Isthe adverse event unexpected?
¢ Isthe adverse event related or possibly related to participation in the research?
o Does the adverse event suggest that the research places subjects or others at a greater risk of harm than was
previously known or recognized?

TrialNet Reporting Timeline:

¢ Within 24 hours (of learning of the event), investigators must report to TrialNet any Serious Adverse Event (SAE) that:
o Is considered life-threatening/disabling or results in death of subject
-OR-
o Is Unexpected/Unanticipated

o All other (suspected) reportable AEs and SAE(s) which do not meet the 24 hour reporting criteria must be reported to
TrialNet within 20 working days of the notification of the event or of the site becoming aware of the event.

Procedure:
Step 1. Utilize source document as guide

Step 2. Ask participant if they have experienced any new or worsening symptoms since last visit- if yes, proceed to
step 3

Step 3. Complete AE report in online system if new symptom is grade 2 or greater or worsening symptoms since last
visit (pre-existing conditions) have increased in severity (i.e. grade 1 prior to start of treatment or last visit, now
a grade 2 at current visit)

Step 4. Fulfill any local site reporting requirements (to ethics board/IRB/etc)

Step 5. If AE is an SAE which the investigators judge as probably or definitely related to study agent and the event is
not expected, the coordinator should complete Medwatch FORM FDA3500A, submit to the FDA, and
immediately fax to the TNCC and the TN Medical Monitor. If an AE event is regarding an infection and is an
SAE regardless whether the investigators judge as probably or definitely related, and regardless of whether it
is expected, the coordinator should complete a Medwatch Form FDA3500A, submit to the FDA, and
immediately fax to the TNCC. Please refer to section 10 ADVERSE EVENT REPORT PROCEDURES for
more in depth guidelines on reporting AE(s) and SAE(s) for the TN14 Anti IL-1Beta protocol
specifically.
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6.2.4 Deviations

Definitions:

Protocol Deviation: Any departure from an IRB (Ethics Board) approved study protocol during the conduct of the study.
Changes or alterations in the conduct of the trial which do not have a major impact on the subject's rights, safety or well-
being, or the completeness, accuracy and reliability of the study data are known as minor protocol deviations.

Protocol Violation: Any departure from an IRB approved study protocol during the conduct of the study that may affect the
subject's rights, safety, or well being and/or the completeness, accuracy and reliability of the study data. Protocol Violations
are also known as major protocol deviations

Procedures:
1. Reporting Timeline:
= Protocol deviations may result from an omission or error by the study team, or by actions of the participant.
= Deviations (Major) that pose an immediate potential risk to subject safety will be reported to the TNCC within 24
hours of their recognition. Examples of these types of deviations include but are not limited to:

i.
ii.
iii.
iv.
V.
Vi.
Vii.
Viii.

Injection of study medication without a signed informed consent document

Injection of the incorrect dose of XXXX (Pharmacy error/drug related error)

Contraindicated medication received

Ineligible subject randomized (and eligibility committee did not approve)

Allowable blood volume limit exceeded

Specimen collected in error

Tolerance Test issue- Tolerance Test conducted although participant was either hypo or hyperglycemic
Study drug administered when it should have been withheld per protocol

= Deviations (Minor) that do not pose an immediate potential risk to subject safety will be reported to the TNCC
within 10 days. Examples of these types of deviations include but are not limited to:

Absent laboratory data
Treatment outside of protocol mandated visit windows
Visit completed outside of allowable window

iv. Specimen collected outside of allowable visit window
v. Specimen collection missed
vi. Visit missed
vii. Procedure missed
viii. Study procedure not completed (ex. no physical exam or only completed a limited physical exam when
the schedule of assessments required a full physical exam).
ix. More than 4 weeks lapses from the participant’s randomization date to treatment start date.

Reporting Process:
= Deviations will be reported to the TNCC utilizing the Protocol Deviation Form.

***MPORTANT NOTE: Local IRB(s) can define what deviations/violations they wanted reported. No matter how the TNCC
defines reporting of protocol deviations/violations, the study site/Pl are not exempt from following their own institutional/IRB
SOP(s) regarding what constitutes appropriate reporting of deviations/violations.

6.2.5 Missed Visits

Definition:

If a participant misses a scheduled visit, every effort should be made to reschedule the visit within the permissible window
period surrounding the original visit date. If the visit is rescheduled within this timeframe, no further actions need to be
taken, and the visit should go on as planned. For this reason sites are encouraged to schedule their participant’s visits for
the first day of the visit window if at all possible. If the visit is not rescheduled within this window, every effort should be
made to bring the participant into the clinic as soon as possible. Ideally the participant should come in for the visit, even if
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they are not going to receive the injection. This will allow for us to check for any adverse events, etc. If the participant
comes into the clinic beyond the allowable visit window, a deviation form should be completed and the tracking forms for the
missed events should be completed as well indicating the reason for the visit being missed.

Every effort should be made to contact participants who fail to attend their follow-up visits in order to ensure that they are in
satisfactory health and to encourage them to continue with future study follow-up visits. This will entail, at a minimum, three
telephone contact attempts and two written attempts with return receipt requests. Research staff at each of the sites is
responsible for keeping participant contact information up to date at every study visit. Principal investigators may want to
contact the noncompliant participants to encourage them to come into the clinic even if they no longer wish to receive
injections. Please document this contact and correspondence in the participant’s source documentation. If a participant
chooses to discontinue treatment, but plans to continue to come in for follow-up visits then complete a “change in study
drug form” (see section 5.22.2). If the participant wishes to discontinue the study altogether or the site Pl feels that the
participant should be taken off of study due to non-compliance then complete a “change in status form” (see section 5.22.3).

6.2.6 Tracking Forms

Event Tracking Form

* These fields are required in order to SAWE the form
O Mot done
O Dore

Event Done? ™

iy et s el e [ClParticipant missed appointment

CJParticipant/narent refused
[unable to obtain sample
[unable to cantact subject
Ciliness

Clother

Submit] [ Clear ] [ Close ]

If a visit event is missed or not done please complete the tracking form for that respective event.

For instance if the baseline visit the participant does not have records of blood glucose/insulin diary since the prior visit the
site would select the tracking form for the Diabetes Management event to complete at the baseline visit.

Baseline  Redistration Form 28 Jun 2010 Complete
Eliiblty Tracing  282n 2010 5 2N
Treatment Start Date Tracking 28 Jun 2010 Z?BJEISI 22DE|11D|]_
Easeline Specimen Collzction Tracking 25 Jun 2010 2?3:';'3' 2200jiDD -
Inkerim Medical History Tracking 28 Jun 2010 2?3JLJJSI 22001100 =
Physical Exam Tracking 28 Jun 2010 2?;;'3' 22DE|11D|]_
el (EnEgEmEA Tracking 28 Jun 2010 28 Jun 2010 <

You would select “Not done” and specify the reason why below. In this case it would be “Other”.
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Protocol # TH14 - Anti IL-1Beta (Canakinumakb)
FarticipantID: (111111 Date of Registration: |28 Jun 2010
Local ID: |QDEMO Lethers: AaBC

Date of Elaseg;e. 28 Jun 2010

Status: |Registered

Site: |University of Miami [6]

Event Tracking Form

Event name: Diabetes Management
Time point: Baseline

* Thease fields are required in order to SAYWE the form