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1. Organization, Management and Policy Issues
1.1 Overview

The ACCORD organizational structures and responsibilities are similar to those
of other, large multicenter clinical trials sponsored by government or industry. Seven
Clinical Center Networks (CCNs) and a Coordinating Center are contracted by the
National Heart, Lung and Blood Institute to work together through the Steering
Committee to successfully design and conduct the trial (see Figure 1.1). Each CCN is
responsible for several clinical sites within its network. In addition, there is a Central
Chemistry Laboratory, an ECG Reading Center, and a Drug Distribution Center.
Scientific leadership is provided by the Steering Committee (see Figure 1.2).

1.2 Participating Centers
Names, addresses, telephone numbers, fax numbers, and email addresses can be

found using a searchable directory on the ACCORD web site at www.accordtrial.org/.
Directions for accessing the ACCORD web site are contained in Appendix A.1.

1.2.1 Clinical Center Networks and Clinical Sites

ACCORD participants are recruited, randomized, treated, and followed through
seven Clinical Center Networks (CCNs) located in the United States and Canada. A list
of the seven CCNs and associated Principal Investigators is included on pages 10 - 12 in
this chapter. Each CCN consists of a network of collaborating clinical sites, which
contain medical facilities and/or individual practices that are involved in the evaluation,
enrollment and treatment of patients in the trial. The CCN hub is responsible for the
activities of their clinical sites. CCN investigators oversee their clinical sites during the
trial on issues related to recruitment, compliance with the ACCORD Protocol, and quality
control. While these Clinical Sites interact principally through their CCNs, they will
transmit their data directly to the Coordinating Center and the other central units, if
necessary. Similarly, data queries are sent directly to the Clinical Sites, with copies to the
appropriate CCN.

1.2.2 The Coordinating Center

The Coordinating Center (CC), with input from the ACCORD Steering
Committee, is responsible for coordinating the writing and updating of the protocol;
coordinating development and distribution of the Manual of Procedures; training trial
personnel in the standardized protocol implementation and data collection; providing
rapid feedback to the CCNs and Core Laboratories on the quality of data submitted and
proposing corrections; maintaining the trial data base and web site; and analyzing all
data. The CC will conduct yearly visits to each CCN to monitor and assure high
performance throughout the trial. CC investigators and staff are also active members of
each of the Steering Committee subcommittees. Contact information for the Principal
Investigator of the CC is listed on pages 10 and 11 in this chapter.
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During the recruitment phases of the trial, the CC is responsible for monitoring
patient recruitment and provides weekly reports to the CCNs, the Executive Committee,
the Steering Committee, the NHLBI Project Office, Core Laboratories, and the Drug
Distribution Center. Included in the reports are measures of progress in recruiting
women and minorities. These weekly reports assist the Recruitment and Retention
Subcommittee with evaluating and correcting recruitment problems. The CC also
develops (with the assistance from the Steering Committee) criteria for the certification
of new clinical sites.

1.2.3 ECG Center, Central Laboratory, and the Drug Distribution Center

The ECG Center and the Central Laboratory provide central interpretation of
resting ECGs, HbAl¢ and other blood measurements on trial participants. Each core unit
is responsible for development and distribution of specific measurement procedures,
timely data gathering, and analysis. The Drug Distribution Center (DDC) is responsible
for the development and implementation of plans for drug acquisition, packaging,
labeling, and dispensing according to the study protocol. The DDC also assists with
monitoring compliance and provides data to the Coordinating Center for further analyses.
Contact information for these Centers is listed on page 12 of this chapter.

1.2.4 NHLBI Project Office and Other Government Representatives

ACCORD is sponsored by the National Heart, Lung, and Blood Institute
(NHLBI) of the National Institutes of Health (NIH). The NHLBI Project Office is
responsible for the administration and monitoring of the trial. Representatives from the
NHLBI Project Office participate in the scientific, general organizational and fiscal
management of the trial. NHLBI statisticians provide statistical consulting. The National
Institute of Diabetes and Digestive and Kidney Disease (NIDDK) and the Centers for
Discase Control and Prevention (CDC) are co-sponsors of ACCORD. In addition to
NHLBI personnel, representatives from these agencies participate as scientists in the
Steering Committee. Contact information for the NHLBI Project Officer is listed on page
12 in this chapter.

1.3 Administration and Governance
1.3.1 The ACCORD Steering Committee

The ACCORD Steering Committee provides the leadership for the study and
establishes scientific and administrative policy. It is composed of the Principal
Investigators from the seven Clinical Center Networks, the Principal Investigator from
the Coordinating Center, the NHLBI Project Officer, the Chairs of the three major
intervention working groups (glycemia, lipid, and blood pressure), the Steering
Committee Chair, and the Steering Committee Vice-Chair. The Steering Committee
oversees the overall conduct of the trial throughout all phases. During Phase I (the
planning phase), this committee develops the trial design, prepares the final protocol, and
approves the study forms and Manual of Procedures (MOP). During the data collection
phases of the trial, this committee oversees data collection practices and procedures to
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identify and correct deficiencies. The committee also considers and adopts changes in
study procedures as necessary during the course of the trial.

The Steering Committee is lead by the Steering Committee Chair, who serves as
the senior executive officer of the investigative group. The Steering Committee also has a
Vice-Chair. Contact information for the Steering Committee Chair and Vice-Chair is
listed on page 10 in this chapter.

Voting Steering Committee members include the Principal Investigators from the
seven Clinical Center Networks, the Principal Investigator from the Coordinating Center,
and the NHLBI Project Officer. The Steering Committee Chair, or Vice-Chair in his
absence, votes only to break a tie.

There are eight standing subcommittees of the Steering Committee (Figure 1.2).
Subcommittee membership and contact information can be found on the ACCORD web
site at www.accordtrial.org/. During the protocol development phase of ACCORD, the
Subcommittees of the Steering Committee were responsible for developing specific
portions of the protocol and for making recommendations to the ACCORD Steering
Committee for approval.  During the data collection phases of the trial, the
Subcommittees are responsible for monitoring specific portions of the conduct of the trial
and providing periodic status reports to the Steering Committee.

1.3.2 Medical Interventions Subcommittee

This subcommittee developed the medical intervention plans for the trial,
including the glycemic, lipid, and blood pressure components of ACCORD. This work
was accomplished through three intervention-specific working groups within the
subcommittee. A fourth working group, the Lifestyle/Background Therapy Working
Group, developed the plans for smoking cessation, weight control, exercise improvement,
dietary modifications, and background treatments. During the data collection phases of
the trial, the Medical Interventions Subcommittee monitors the progress of protocol-
specified medical management strategies, as well as adherence to the study medications
and lifestyle regimens. The subcommittee develops strategies to maximize adherence to
medications and lifestyle modifications. An additional charge to this subcommittee is to
monitor the safety of the interventions and to make recommendations regarding possible
changes to the protocol/MOP for patient safety or other reasons.

1.3.3 Recruitment and Retention Subcommittee

This subcommittee developed the trial eligibility criteria, as well as the screening
and recruitment strategies for patient accrual. During the recruitment phases of the trial,
this subcommittee monitors recruitment and screening, and identifies/assists the Clinical
Center Networks (and their component clinics) experiencing recruitment difficulties.
Adjustments to eligibility criteria, if necessary to improve overall participant accrual, are
considered by this group. During the follow-up phases of the trial, this subcommittee
monitors all aspects of participant retention, including visit and procedure adherence.
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1.3.4 Measurement Procedures and Quality Control Subcommittee

This subcommittee developed the general data collection forms for use in the trial
(in conjunction with other ACCORD subcommittee recommendations) and identified
(with input from other subcommittees) clinical laboratory data to be collected. This
subcommittee also established criteria under which the clinics, the Coordinating Center,
and Core Units are expected to perform. This subcommittee reviews all aspects of data
quality control monitoring and acts on these reports. Deviations from performance levels
are brought to the attention of this subcommittee by the Coordinating Center. The
monitoring activities include, but are not limited to, monitoring data quality, timeliness,
completeness; monitoring alert levels; monitoring data entry, and, with respect to the core
labs, reviewing the processing of samples. Reports from the site visitors to the CCNs and
to the Central Laboratory are reviewed by this Subcommittee to determine whether
action should be taken.

1.3.5 Design and Analysis Subcommittee

This subcommittee reviewed alternative designs for the trial, including the impact
of various designs on sample size, statistical power, and patient recruitment. This
subcommittee works closely with the Medical Interventions Subcommittee and the
Recruitment and Retention Subcommittee on the development of analysis plans for
recruitment and adherence monitoring. This subcommittee develops the analysis plans
for the Vanguard phase, considers implications of Vanguard results on study design, and
develops the analyses for the full-scale trial.

1.3.6 Health-related Quality of Life/Cost-Effectiveness Subcommittee

This subcommittee established which measures of health-related quality of life
and cost-effectiveness are best studied in this trial, and developed plans for analyses of
these data. During follow-up, this subcommittee monitors and assesses the progress of
this portion of the trial and prepares reports for the Steering Committee.

1.3.7 Operations Subcommittee

The charge of this group is to assure communication among the clinical sites with
respect to overall study coordination and implementation of procedures. The Operations
Subcommittee is comprised of selected CCN staff as well as representatives from the
Coordinating Center and the Project Office. The Committee coordinates training of the
Project Coordinators on trial procedures. The CCN Project Coordinators, who are most
aware of the day-to-day issues at the sites, are an invaluable resource to the trial and are
invited to make recommendations regarding the conduct of the trial to the Steering
Committee for review and consideration

1.3.8 Morbidity and Mortality Subcommittee

This subcommittee developed the definitions to be used for the classification of
study events including the primary and secondary ACCORD outcome measures. This
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Subcommittee develops procedures for collecting the relevant information from the
clinical centers, for classifying each applicable event, and for quality control for
ascertainment and classification of these clinical events. During the data collection
phases of the trial, this subcommittee oversees the work of the Event Classification
Working Group (made up of ACCORD investigators, who may or may not be on the
Morbidity and Mortality Subcommittee), who will meet on a regular basis, and who use
the procedures and criteria adopted by the trial to classify the occurrence of clinical
events in a masked fashion and to monitor event ascertainment/classification quality
control.

1.3.9 Publications and Presentations Subcommittee

This subcommittee developed the policies and procedures by which ACCORD
investigators will conduct analyses, write papers, and make presentations. Included in the
responsibilities of this subcommittee are approval of analyses/papers/presentations,
solicitation of writing group members, and monitoring progress of all proposed papers to
ensure their prompt completion and publication. This subcommittee is responsible for
reviewing proposed ancillary studies and for making recommendations to the Steering
Committee regarding the proposals.

1.3.10 Executive Committee

The ACCORD Executive Committee is the operational arm of the Steering
Committee and makes decisions on behalf of the Steering Committee on day-to-day
operational issues requiring immediate action. It makes recommendations to the Steering
Committee for consideration. It meets at least biweekly by conference call to review trial
progress and any study issues that may arise. This committee also develops Steering
Committee Meeting agendas and time lines for the accomplishment of tasks.

The members of the Executive Committee include the Steering Committee Chair,
Steering Committee Vice-Chair, Coordinating Center personnel, Project Office
personnel, one CCN PI and the Chair of the Operations Subcommittee. The CCN
Representative Pl is appointed annually by the Executive Committee so that each PI has
the opportunity to serve.

1.3.11 The Protocol Review Committee

An independent Protocol Review Committee (PRC) reviewed and commented
upon the protocol. Members of the Committee, appointed by the Director of NHLBI, are
senior experts in the areas of cardiovascular medicine, diabetes, biostatistics, and
bioethics. The Study Chair, the Vice-Chair, the senior staff of the Coordinating Center,
the CCN PI’s, and representatives from the NHLBI and other sponsoring Federal
agencies and Institutes participated in PRC meetings as non-voting members. The
Protocol Review Committee met at the end of the protocol development phase of the trial
and reported to the NHLBI regarding the scientific merit and feasibility of the trial.
Recommendations were made to NHLBI regarding approval of the Protocol.
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1.3.12 The Data and Safety Monitoring Board

An independent Data and Safety Monitoring Board (DSMB) monitors data and
oversees patient safety. Members of the DSMB, appointed by the Director of NHLBI,
are senior experts in the areas of cardiovascular medicine, diabetes, biostatistics, and
bioethics. The Study Chair, the Vice-Chair, the Principal Investigator and senior staff of
the Coordinating Center, and representatives from the NHLBI and other sponsoring
federal agencies and institutes participate in DSMB meetings as non-voting members.
The DSMB meets at least once a year to monitor safety, to advise the NHLBI about study
progress, including contractor performance, and to make recommendations to the NHLBI
regarding study continuation. In addition, the Coordinating Center provides data to the
DSMB Chair at his/her request at regular intervals to ensure early identification of any
major adverse outcomes of therapy.

1.3.13 The Hypoglycemia Monitoring Committee

A Hypoglycemia Monitoring Committee (HMC) will provide external oversight
and monitoring for cases of serious hypoglycemia events in ACCORD and provide
feedback to enhance participant safety. All members of the HMC are endocrinologists
with experience in the care of diabetes. The HMC is considered a subcommittee of the
ACCORD Data and Safety Monitoring Board (DSMB) and, as such, is appointed by the
NHLBI and reports to the DSMB and to the NHLBI.  The committee complements
DSMB monitoring by providing more frequent monitoring than provided by the DSMB
and focusing on individual cases. The committee can recommend collection of additional
information to ensure that data collected are appropriate for the monitoring needs and can
recommend establishment of additional processes within the study to ensure that
procedures are in place to enhance participant safety. The committee can recommend to
NHLBI that the ACCORD DSMB review specific issues, or convene by conference call
or In person, at times other than regularly scheduled DSMB meetings if the need arises.
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FIGURE 1.1 ACCORD Organizational Chart
FIGURE 1.2 ACCORD Committees
ACCORD Principal Investigators and Central Units
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Figure 1.1: ACCORD Organizational Chart

TEAAAEAA AR R R R R AR R R R R R R

N H LBI PRC and Data
and Safety
Monitoring Board
Clinical Center Networks .
Northeast Ohio-Michigan | —
Canada Southeast g : Coordinating
. Center
VA Network Minnesota Western .
. Central Dru
Clinical Clinical Clinical Clinical Clinical Clinical Clinical ECCC | | Laboratory| | Dist. o
Sites Sites Sites Sites Sites Sites Sites

January 7, 2003




Figure 1.2: ACCORD Committees
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ACCORD Principal Investigators and Central Units
Steering Committee Chair

Columbia University

College of Physicians and Surgeons & School of Public Health
Division of Epidemiology

600 West 168" Street PH

New York, NY 10032

Steering Committee Vice-Chair

UNC Diabetes Care Center
Highgate Specialty Center
5316 Highgate Drive.
Durham, NC 27713

Clinical Center Network Principal Investigators

College of Physicians & Surgeons of Columbia University
630 West 168" Street, Room PH
New York, NY 10032

VAMC Memphis
1030 Jefferson Avenue
Memphis, TN 38104-2193

Case Western Reserve University

Division of Clinical and Molecular Endocrinology
10900 Euclid Avenue,

Cleveland, OH 44106-4951
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Department of Medicine
1200 Main Street West
Hamilton, ON

Wake Forest University School of Medicine
Department of Public Health Sciences
Section of Epidemiology

Medical Center Boulevard

Winston Salem, NC 27157

HCMC Department of Medicine
701 Park Avenue
Minneapolis, MN 55415

SWOG Statistical Center

Fred Hutchinson Cancer Research Center
1100 Fairview Avenue, North,

Seattle, WA 98109

Coordinating Center Principal Investigator

Wake Forest University School of Medicine
Department of Public Health Sciences
Section of Epidemiology

Medical Center Boulevard

Winston Salem, NC 27157

NHLBI Project Officer

Division of Epidemiology and Clinical Applications
National Heart Lung, and Blood Institute
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Two Rockledge Centre, Room
6701 Rockledge Centre Drive
Bethesda, MD 20892-7936

ACCORD Central Laboratory

Northwest Lipid Research Laboratories
University of Washington

2121 North 35" Street

Seattle, Washington 98103

ACCORD Drug Distribution Center

Clinical Research Pharmacy Coordinating Center
2401 Centre Avenue, SE
Albuquerque, NM 87106-4180

ACCORD ECG Center

Wake Forest University School of Medicine
Department of Public Health Sciences — Epicare
Medical Center Boulevard

Winston-Salem, NC 27157

1.4 Publications and Presentations

The ACCORD study encourages study investigators to propose publications and
presentations using ACCORD data. Proposals for publications and presentations must follow
the general policies governing all use of ACCORD data. Policies specific to the use of data
in publications and presentations have been approved by the Steering Committee and can be
found in the Publications and Presentations Manual contained in Appendix A.2.

1.5 Ancillary Studies
An ancillary study is an investigation that is not part of the ACCORD protocol but
uses ACCORD participants, samples, or data collected by ACCORD. In most cases, an

ancillary study will involve acquisition of additional data that are not compiled as part of the
standard ACCORD data set and will require outside (non-ACCORD) funding.

Chapter 1 - January 7, 2003 12



Investigators are encouraged to propose and conduct ancillary studies. Such studies
enhance the value of ACCORD and ensure the continued interest of the diverse group of
investigators who are critical to the success of the study as a whole. They provide an
exceptional opportunity for investigators, either within or outside of ACCORD, to conduct
additional projects at minimal cost. Policies specific to the conduct of ancillary studies in
ACCORD have been approved by the ACCORD Steering Committee. These policies can be
found in Appendix A.2.

1.6 ACCORD Conflict of Interest Policy

This section describes the ACCORD Conflict of Interest (COI) Policy and form to be
used. The policy was accepted by the ACCORD Steering Committee on January 10, 2000.
The paper version of the COI disclosure form follows the policy (Figure 1.3). Those with
access to the password-protected area of the ACCORD web site can retrieve the form at
www.accordtrial.org/. The policy itself is available on the public access portion of the web
site.

Conflict of Interest Policy: General Principles

1. This full policy should be made public in publications when possible. It is also
contained on the ACCORD web site at www.accordtrial.org/. This full policy is to be
made public on our Web site and in publications when possible.

2. Our primary concerns are twofold. First, that the ACCORD Investigators maintain
the internal integrity of our study by which we mean the confidence among ourselves
(investigators and staff), as we develop and modity the detailed protocol, that advice
is being given and decisions are being made in as unbiased and fully informed
manner as possible. Second, that we maintain the external integrity of the study by
which we mean the acceptance of our process and results as having met public
standards of conduct.

3. To meet these goals we will obtain full disclosure by all of the key members of the
study (defined below) of their, and their immediate family’s, financial relationships
with all pharmaceutical and biomedical companies judged to have an active or
potential interest in the conduct and outcome of the study. These are to be reported on
a standard form, each of which will be reviewed on at least an annual basis, or more
frequently if there is a significant change from the last report, by a small subset of the
Executive Committee (termed the Oversight Committee). The Oversight Committee
will be comprised of the Chair of the Steering Committee, the PI of the Coordinating
Center, and the NHLBI Project Officer. The information to be reported will be
detailed, but will not include specific dollar amounts, although the definitions below
require that certain relationships be segregated by those above and below certain
dollar thresholds.

4. All of the study Pls, co-Pls, and the Steering Committee and its various
subcommittees’ members are covered by this policy.

5. A conflict of interest will not necessarily exclude any member of the study from
participating in study discussions, unless required in individual cases by the
Oversight Committee. However, full disclosure of all potential conflicts of interest,
will be made at each meeting to all attendees in an effective, but non-cumbersome
manner. This includes the full Steering Committee as well as each of
its subcommittees.

6. A significant financial conflict of interest, defined below, will cause a person to
excuse himself or herself from voting on all issues related to the conflict. All such
actions will be recorded and kept as part of the study record in the Coordinating
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Center. This policy applies most especially to the subcommittees making
recommendations to the full Steering Committee during the protocol design phase, as
well as to the Steering Committee itself.

7. All financially relevant relationships are to be reported. Only those relationships that
are between the individual and the specific company (rather than between the
individual’s parent institution and the specific company, for example) present the
potential for a significant financial conflict of interest defined under paragraphs 9a
and 9b below. Specifically, research funding for contracts or grants to the parent
institution which provide support to the individual, his/her laboratory or his/her close
scientific collaborators is not ordinarily judged to present the potential for a financial
conflict of interest, although such awards are to be fully disclosed as a part of this
policy.

8. Those financially relevant relationships that are to be reported include employment,
consultancies, board membership, honoraria, stock ownership or options, grants,
contracts, patents received or pending, and royalties. The Oversight Committee will
decide, with #9 below as a guideline, whether any of these relationships in each
individual case are significant enough to warrant refusal from voting or discussions.

9. A significant financial relationship is defined to exist:

a) when the dollar amount awarded on an annual basis, or expected-to-be awarded on
an annual basis, with regard to each related corporate relationship exceeds $25,000.
The Oversight Committee may also judge lower dollar amounts as significant in
specific/individual circumstances.

b) or when there is any equity holding in a related company (excluding mutual funds
and blind trusts). Again the Oversight Committee may decide in individual
circumstances that the equity holdings are relatively minor enough to not present a
real conflict of interest.

10. Significant financial relationships in existence since October 1, 1999 between
ACCORD investigators and all pharmaceutical and biomedical companies judged to
have an active or potential interest in the conduct and outcome of the study will be
described in all study reports and publications. Similar relationships, but which are
not significant, as well as actions taken early in the design phase of ACCORD that
end significant financial relationships (e.g., stock divestment) will all be described on
the ACCORD web site, but will not ordinarily be listed in study reports or
publications. In addition we will obviously meet or exceed the reporting standards of
the journals publishing our manuscripts.
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Figure 1.3

ACCORD Conflict of Interest Disclosure Form version 121202 for Period January 01, 2002 to December 31, 2002

Stock Member of Major Amount of Personal Unrestricted Other
Ownership Board of Consultant Compensations Received (see Grant/Contract Grant/Contract

Directors (# of days) Note for compensation) to Individual Support*
Abbott Laboratories Yes / No Yes / No Yes / No Yes / No
Aimsco Yes / No Yes / No Yes / No Yes / No
AstraZeneca Yes / No Yes / No Yes / No Yes / No
Aventis Yes / No Yes / No Yes / No Yes / No
Bayer Corporation Yes / No Yes / No Yes / No Yes / No
Becton Dickinson Yes / No Yes / No Yes / No Yes / No
Bio-Rad Yes / No Yes / No Yes / No Yes / No
Biovail Yes / No Yes / No Yes / No Yes / No
Boehringer Ingelheim Yes / No Yes / No Yes / No Yes / No
Bristol-Myers Squibb Yes / No Yes / No Yes / No Yes / No
Can-Am Care Yes / No Yes / No Yes / No Yes / No
Chronimed Yes / No Yes / No Yes / No Yes / No
Criticon Yes / No Yes / No Yes / No Yes / No
Eli Lilly Yes / No Yes / No Yes / No Yes / No
Eon Labs Yes / No Yes / No Yes / No Yes / No
Forest Laboratories Yes / No Yes / No Yes / No Yes / No
Fortec Yes / No Yes / No Yes / No Yes / No
GlaxoSmithKline Yes / No Yes / No Yes / No Yes / No
Healthcheck Yes / No Yes / No Yes / No Yes / No
IVAC Yes / No Yes / No Yes / No Yes / No
King Pharmaceutical Yes / No Yes / No Yes / No Yes / No
Knoll Pharmaceutical Yes / No Yes / No Yes / No Yes / No
Kos Pharmaceutical Yes / No Yes / No Yes / No Yes / No
LifeScan, Inc. Yes / No Yes / No Yes / No Yes / No
MediSense Yes / No Yes / No Yes / No Yes / No
Medtronic (incl. MiniMed) Yes / No Yes / No Yes / No Yes / No
Merck Yes / No Yes / No Yes / No Yes / No
Merck-Lipha Yes / No Yes / No Yes / No Yes / No
Metrika Yes / No Yes / No Yes / No Yes / No
Monarch Pharmaceutical Yes / No Yes / No Yes / No Yes / No
Mylan Pharmaceutical Yes / No Yes / No Yes / No Yes / No
Nissei Shokai Yes / No Yes / No Yes / No Yes / No
Novartis Yes / No Yes / No Yes / No Yes / No
Novo Nordisk Yes / No Yes / No Yes / No Yes / No
Omron Yes / No Yes / No Yes / No Yes / No
Pfizer (incl. Parke-Davis) Yes / No Yes / No Yes / No Yes / No
Pharmacia (incl. Searle) Yes / No Yes / No Yes / No Yes / No
Phillips Pharmaceutical Yes / No Yes / No Yes / No Yes / No
Provalis Yes / No Yes / No Yes / No Yes / No
Roche Diagnostics Yes / No Yes / No Yes / No Yes / No
Sankyo Pharmaceutical Yes / No Yes / No Yes / No Yes / No
Sanofi Yes / No Yes / No Yes / No Yes / No
Schering Plough Yes / No Yes / No Yes / No Yes / No
Servier Yes / No Yes / No Yes / No Yes / No
Sidmark Laboratories Yes / No Yes / No Yes / No Yes / No
Systema Yes / No Yes / No Yes / No Yes / No
Takeda Yes / No Yes / No Yes / No Yes / No
TheraSense Yes / No Yes / No Yes / No Yes / No
Unimed Pharmaceutical Yes / No Yes / No Yes / No Yes / No
Visomat Yes / No Yes / No Yes / No Yes / No
Wyeth-Ayerst Yes / No Yes / No Yes / No Yes / No
Other 1 Yes / No Yes / No Yes / No Yes / No
Other 2 Yes / No Yes / No Yes / No Yes / No
Other 3 Yes / No Yes / No Yes / No Yes / No

Note: Personal compensation includes all money received for board membership, consulting activities, honoraria for talks, and any other compensation that can
not be classified as unrestricted grant or contract compensation.
*Includes any restricted grant/contract to individual or institution and any unrestricted grant/contract to institution.

Do you and/or spouse and/or your dependents have financial holdings or other interests or activities (e.g. travel, gifts, Yes / No
etc.), other than any mentioned above that you consider to be a potential conflict of interest? (If Yes, please specify below)}
Specify:

Miscellaneous Comments:

| have reviewed the information above and confirm that it is correct and complete.

Signature: Print Name: Date:

PLEASE FAX TO: ACCORD Coordinating Center
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1.7 IRB Approval, Reporting and Re-Approval and other Regulatory Issues

Every ACCORD clinic must obtain approval from an Institutional Review Board
(IRB) before conducting screening visits and enrolling participants in the study. An IRB is
charged with the review of all research, development, and related activities in which human
subjects will participate in that institution. All study protocols are reviewed for purposes of:
e approving the appropriateness of methods used to secure informed consent
e protecting the rights and welfare of study participants
e cvaluating the risks to subjects in relation to the potential medical benefits of the
investigation.

1.7.1 What needs IRB Approval?

An IRB is constituted to review and approve studies to be carried out on human
subjects in that institution. The review focuses on the ethics of the proposed research and on
the adequacy of the proposed patient informed consent process. Local IRBs are also initiating
certification for programs on Good Clinical Practice (GCP) Guidelines that each investigator
may need to receive prior to study approval and initiation. These efforts coincide with federal
guidelines for education and training of clinical investigators, IRB members and associated
IRB and institutional staff. These guidelines are needed since clinical research has become
“increasingly complex and has been accompanied by an increase in new cthical and conflict-
of-interest considerations” (HHS Fact Sheet, June 2000).

Patient-oriented research studies need to be approved by an IRB before any
participant examination or data collection can begin. This applies to intervention studies
such as clinical trials as well as epidemiological investigations, such as observational studies.
All NIH, industry, foundation, and intramural sponsored studies must be approved by an
IRB. Once a study has been approved, any additional information about the study that relates
to participant safety (i.e., protocol changes, significant adverse events, changes in the consent
form) also needs to be submitted to the IRB. Retrospective chart reviews with patient
identifiers, as well as study recruitment ads, brochures, phone scripts and any materials that
would be sent or given to potential participants must also be reviewed and approved by an
IRB. NIH-funded extramural research, such as ACCORD, relies on local IRB review and
approval at each site involved, rather than using a central NIH IRB process. All IRBs must
follow national principles for assuring human subject safety, but each IRB is unique and may
have specific requirements, for example on the structure of an informed consent document.

For local approval, the IRB will be provided all of the following documentation as
deemed appropriate by the local institution.
e Study protocol and any future revisions or amendments
¢ Informed consent
e Any required local organizational approvals for the conduct of the study
e Research subject advertisement including posters, press releases, videos, Internet
WEB page and flyers
Patient brochures, pamphlets and guides, or form letters
e Phone call scripts (If any phone calls are made to prospective patients to tell them
about the trial and solicit interest, the individual IRB should be given a "script" of
what will be said to the person)
e Data Collection forms and explanation of electronic data transmission procedures
e Laboratory procedures including description of patient glucose testing equipment for
home monitoring
e IND (if requested)
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e Investigational drug forms describing study drugs, e.g., package inserts
1.7.2  Full versus Expedited Review/Approval

Any study involving more than minimal risk of harm to human participants needs to
undergo a full review by the entire IRB committee. The term “minimal risk of harm” refers to
being exposed to nothing more than everyday occurrences of routine procedures for standard
health care. Studies involving only collection of blood samples from healthy individuals,
collection of hair and nail clippings, and research involving data, documents of records that
have already been collected, for example, may be eligible for expedited review. Other
documents that may qualify for expedited review include recruitment brochures,
advertisements, and form letters to participants.

1.7.3 Interim IRB Review/Approval
After initial approval, an IRB must be notified any time about:

Recruitment Brochures and Advertisements

Form Letters or Study information sent to participants
Protocol Amendments

Protocol Deviations

Serious Adverse Events (SAEs)

Consent Form Revisions

Other issues required by local reporting requirements

In addition, an IRB must be notified of adverse events after DSMB review and
discussion of those events. The Project Office and Coordinating Center will prepare a report
after each DSMB discussion for Pls to convey this information to their IRBs.

1.7.3.1 Recruitment Brochures and Advertisements

Before circulating study brochures/fliers, placing ads in newspapers, in other
publications, on a web page, or placing any kind of public service announcements about a
study on TV or the radio, the ACCORD Coordinating Center as well as individual IRB’s
must approve the text/script of these materials. Key elements that the IRB members look for
when reviewing these ads include:

. Use of the word “research”
. List of basic eligibilities
. No “overpromising” concerning results of the study

1.7.3.2 Protocol Amendments and Consent Form Revisions

All protocol changes must be sent to an IRB. Minor changes that do not affect
participant care may be considered for expedited review. Call your site’s research office to
inquire about their specific, local requirements. Most amendments necessitating a change in
the consent form need to undergo full IRB review. Changes in the consent form for
clarification may be eligible for expedited review.

1.7.3.3 Adverse Events
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The IRB must be notified about any serious or unexpected adverse events with the
investigational drug or device. Serious adverse events refer to fatal or life-threatening events
that may permanently disable the participant or that require hospital admission (or
prolongation of hospitalization), that the PI feels is directly caused by a study medication.
Also included would be congenital anomalies, cancer or overdoses due to the medication.
Unexpected adverse events refer to adverse experiences that are not listed in the current
labeling for the drug. These may be symptomatically and pathophysiologically related to an
event listed in the labeling, but differ from the event because of the greater severity or
specificity (e.g., hepatic necrosis constitutes an “unexpected event” by virtue of greater
severity if labeling refers only to elevated hepatic enzymes or hepatitis). The ACCORD data
collection process incorporates collection of information on adverse events.

1.7.4 Office for Human Research Protection (OHRP) Approvals and Assurances
1.7.4.1 What is Assurance and When is it Needed?

The Federal Policy (Common Rule) for the protection of human subjects requires that
each institution "engaged" in federally supported human subject research file an "Assurance”
of protection for human subjects. The Assurance formalizes the institution’s commitment to
protect human subjects. The requirement to file an Assurance includes both "awardee" and
collaborating "performance site" institutions.

Under the Federal Policy, awardees and their collaborating institutions become
engaged in human subject research whenever their employees or agents (a) intervene or
interact with living individuals for research purposes; or (b) obtain, release, or access
individually identifiable private information for research purposes.

In addition, awardee institutions are automatically considered to be engaged in human
subject research whenever they receive a direct HHS award to support such research, even
where all activities involving human subjects are carried out by a subcontractor or
collaborator. In such cases, the awardee institution bears ultimate responsibility for protecting
human subjects under the award. The awardee is also responsible for ensuring that all
collaborating institutions engaged in the research hold an approved Assurance prior to their
initiation of the research.

1.7.4.2 Types of Assurance

Historically, OHRP has approved three basic types of assurances: Multiple Project
Assurance (MPA), Cooperative Project Assurance (CPA), and Single Project Assurance
(SPA). As of December 2000, OHRP implemented a new, simplified Assurance policy
called Federalwide Assurance (FWA). The FWA covers all of an institution's federally
supported human subject research, and eliminates the need for all other types of Assurance
documents.

1.7.5 What Happens to Existing Assurances (MPAs, CPAs, SPAs)
Existing Assurances (MPAs, CPAs and SPAs) will remain in effect through their

current expiration date, or December 31, 2003 (which ever comes first). Of course, coverage
under these Assurances will be limited to that described in the Assurance.
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Institutions holding MPAs, CPAs, and SPAs are encouraged to file new Federalwide
Assurances at their earliest convenience.

Institutional Review Boards (IRBs) designated under currently approved MPAs will be
Registered automatically. MPA institutions will receive a letter from OHRP requesting
verification of information concerning their designated IRBs.

IRBs currently designated only under CPAs or SPAs will have to submit registration
materials through the new system if they wish to be registered with HHS.

Note that each legally separate entity that engages in federally supported human subject
research needs its own Assurance under the new system. Joint Assurances, and Inter-
institutional Amendments have been eliminated. However, institutions are free to designate
IRBs under their Assurances that are operated by other entities.

1.7.6  Which Sites Need Assurance?

It your site does not have an approved Multiple Project or Federal Wide Assurance
on file with OHRP, you will need to apply for a Federal Wide Assurance. If you are unsure of
your site’s Assurance status, please contact your IRB Chairperson or an institutional official
who is authorized to execute legal agreements for your site. If your site does not have an
IRB, please contact the Coordinating Center to discuss options available to your clinic.

1.7.6.1 Domestic Sites Requiring FWA

It your site requires assurance, please contact the Coordinating
Center. The Coordinating Center will send notification and an information packet to those
sites that need FWA. The information packet will include the following items:

Cover letter from Accord Coordinating Center
Instructions from Coordinating Center

Sample FWA document

45 CFR 46 (for informational purposes)

The Belmont Report (for informational purposes)

1.7.6.2 Where to Find the FWA Application Form

The FWA form can be downloaded from the OHRP web site
http://ohrp.osophs.dhhs.cov/humansubijects/assurance/filasur.htm

1.7.6.3 How to Complete the FWA Form

. At the top of the form, please put an “x” to indicate whether this is a new filing or an
update to a previous assurance.

Section 1
. Type in the full name of the institution, as well as the city and State where the
institution is located.
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Type in the IPF or EIN number, if known. IPF and EIN numbers are assigned by
Agencies other than OHRP. Some funding Agencies use these numbers for tracking
purposes. OHRP has requested them simply to assist those Agencies. If your
institution has no IPF or EIN number, just leave the items blank. These numbers are
not necessary for an FWA and will not delay processing of your FWA.

If this is an update to a previous filing (meaning that this assurance will replace a
MPA or CPA) type in the “M” or “T”” number where requested.

Section 2

If your institution has legal authority over component sites that operate under
different names, please list the name of those sites, as well as the city and State in
which they are located. Components are generally defined as parts of your institution
that may be viewed as separate organizations, but remain part of the legal entity or
institution. For example, a ABC University can list its XYZ University Hospital,
KLM School of Public Health, and EFG Institute for International Studies as
components. In order to keep the listing of components manageable, only list the
major components of your institution that are likely to be represented as either the
applicant organization or as a research performance site. Please do not list all
departments of your institution, as their participation in a study is likely to be
represented by the name of the institution or one of the major components.

If your institution does not have legal authority over any component sites, please put
an “x” in the appropriate area above the table.

Section 3

Domestic institutions (within the US) should indicate the ethical principle to which
they adhere. Put an “x” next to only one choice. If you select “Other”, you must
attach a copy of that ethical principle to this application.

Section 4

Section a - Domestic institutions must assure that they will comply with the terms of
assurance as specified on the OHRP web site. Review the Terms of the Federalwide
Assurance (FWA) for Domestic (U.S.) Institutions on the OHRP website
http://ohrp.osophs.dhhs.gov/humansubjects/assurance/filasurt.htn

These terms will give you a better understanding of the regulatory requirements that
will be applied to federally-supported or -conducted human subjects research. You
do not need to complete anything here.

Section b - This section asks about the regulatory standards that your institution
applies to all research, regardless of source of support. Indicate with an “x’” whether
your institution elects to apply 45 CFR 46 and all its subparts (A, B, C, and D) or the
Common Rule (e.g., 45 CFR 46, Subpart A) to all human subjects research regardless
of source of support. Completion of this section is optional.

Section 5

Please list the DHHS registration number and name of any IRB that your institution
designates for review of research on a regular basis. To confirm if an IRB is
registered with DHHS, please refer to the OHRP web site.
http://ohrp.cit.nih.gov/search/asearch.asp#1ORG

If you are unsure of the DHHS registration number, please confer with the Chair of the IRB.
If an IRB is not registered with DHHS or has not provided a membership roster to DHHS,
please complete the IRB registration forms and attach them to the FWA application. To
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register an IRB, refer to the following web page.
http://ohrp.osophs.dhhs.gov/humansubijects/assurance/regirbi.htm

Section 6

The human subject administrator or contact person must complete this section. This
can NOT be an IRB Chairperson. The Human Protections Administrator is an
employee or agent of the FWA institution who exercises operational responsibility,
on a day-to-day basis, for the institution’s program for protecting human subjects.
This individual’s title and position within the institutional structure will vary from
institution to institution. What is important is the individual’s comprehensive
knowledge of all aspects of the institution’s systemic protections for human subjects.
Every domestic FWA institution should have a Human Protections Administrator,
even if the institution relies totally on IRBs from other organizations.

The Human Protections Administrator or contact person must provide their name, degree(s),
institutional title, institution, phone, FAX, email address, and address in this section.

Section 7

A Signatory official (i.e., a person who legally represents the institution or who can
enter the institution into legal agreements) must complete this section. This person
cannot be an IRB Chair or an ACCORD Investigator. This individual must also have
the authority to assure compliance of the institution and all of its components to the
Terms of the Assurance. Generally, this is someone at the level of President or Chief
Executive Officer (CEO) of a company or Provost or Chancellor of an academic
institution, unless another official has been specifically delegated with this authority.
The Signatory official must also type in their name, degree, institutional title, phone,
FAX, email, and address.

Section 8

1.7.7

Center.

Do not complete this section. This section will be completed by OHRP

Once the site completes the FWA application, copies of the application, as well as
copies of IRB approval letters, IRB approved consent forms, and IRB membership
lists should be sent to Annemarie Lopina at the Coordinating Center. The
Coordinating Center will review the applications and send them to OHRP. Once
OHRP has approved the Assurance, the Coordinating Center will notify the site.

International (Canadian) Sites Requiring FWA

It your site requires assurance, please contact Annemarie Lopina at the Coordinating
The Coordinating Center will send notification and an information packet to those

sites that need FWA. The information packet will include the following items:

Cover letter from Accord Coordinating Center
Instructions from Coordinating Center

Sample FWA document

45 CFR 46 (for informational purposes)

The Belmont Report (for informational purposes)
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1.7.7.1 Where to Find the FWA Application Form

The FWA form can be downloaded from the OHRP web site
http://ohrp.osophs.dhhs.cov/humansubiects/assurance/ifilasur.htm

1.7.7.2 How to Complete the FWA Form
. At the top of the form, please put an “x” to indicate whether this is a new filing or an
update to a previous assurance. If this is a renewal, please type in the FWA number.

Section 1

. Type in the full legal name of the institution, as well as the city, State/Province and
country where the institution is located.

. Type in the IPF or EIN number, if known. IPF and EIN numbers are assigned by

Agencies other than OHRP. Some funding Agencies use these numbers for tracking
purposes. OHRP has requested them simply to assist those Agencies. If your
institution has no IPF or EIN number, just leave the items blank. These numbers are
not necessary for an FWA and will not delay processing of your FWA.

. If this is an update to a previous filing (meaning that this assurance will replace a
MPA or CPA) type in the “M” or “T”” number where requested.

Section 2

. If your institution has legal authority over component sites that operate under
different names, please list the name of those sites, as well as the city, State/Province
or country in which they are located. Components are generally defined as parts of
your institution that may be viewed as separate organizations, but remain part of the
legal entity or institution. For example, a ABC University can list its XYZ University
Hospital, KLM School of Public Health, and EFG Institute for International Studies
as components. In order to keep the listing of components manageable, only list the
major components of your institution that are likely to be represented as either the
applicant organization or as a research performance site. Please do not list all
departments of your institution, as their participation in a study is likely to be
represented by the name of the institution or one of the major components.

. If your institution does not have legal authority over any component sites, please put
an “x” in the appropriate area above the table.

Section 3

. International institutions should indicate the ethical principles to which they adhere.
It you select “Other”, you must attach a copy of that ethical principle to this
application.

Section 4

. International institutions must assure that they will comply with the terms of

assurance as specified on the OHRP web site. Review the Terms of the Federalwide
Assurance (FWA) for Domestic (U.S.) Institutions on the OHRP website.
http://ohrp.osophs.dhhs.gov/humansubjects/assurance/filasurt.htm
These terms will give you a better understanding of the regulatory requirements that
will be applied to federally-supported or -conducted human subjects research.

. This section asks about the regulatory standards that your institution applies to human
subjects research. Indicate with an “x” the alternative regulatory standards available
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on the FWA application for International Institutions (non-U.S.) that your institution
elects to apply for U.S. federally-supported or -conducted human subjects research.
Please note that the listed alternative regulatory standards are considered to be
generally consistent to the U.S. Common Rule (i.e., U.S. Federal Policy for the
protection of human subjects in research). However, for DHHS-supported or -
conducted human subjects research item 7 of the Terms of the FWA for International
(non-U.S.) Institutions may require additional protections for the involvement of
pregnant women or fetuses, prisoners, or children.

It "Other" procedural standards are named, a copy of those standards must be
submitted with the FWA application.

Section 5

Please list the DHHS registration number and name of any IRB or IEC that your
institution designates for review of research on a regular basis. To confirm if an IRB
or IEC is registered with DHHS, please refer to the OHRP web site.
http://ohrp.cit.nih.gov/search/asearch.asp#lORG

It you are unsure of the DHHS registration number, please confer with the Chair of
the IRB or IEC. If an IRB or IEC is not registered with DHHS or has not provided a
membership roster to DHHS, please complete the IRB/IEC registration forms and
attach them to the FWA application. To register an IRB or IEC, refer to the
following web page.
http://ohrp.osophs.dhhs.gov/humansubjects/assurance/regirbi.htm

Section 6

The human subject administrator or contact person must complete this section. This
can NOT be an IRB Chairperson. The Human Protections Administrator is an
employee or agent of the FWA institution who exercises operational responsibility,
on a day-to-day basis, for the institution’s program for protecting human subjects.
This individual’s title and position within the institutional structure will vary from
institution to institution. What is important is the individual’s comprehensive
knowledge of all aspects of the institution’s systemic protections for human subjects.
Every domestic FWA institution should have a Human Protections Administrator,
even if the institution relies totally on IRBs from other organizations.

The Human Protections Administrator or contact person must provide their name,
degree(s), institutional title, institution, phone, FAX, email address, and address in
this section.

Section 7

A Signatory official (i.e., a person who legally represents the institution or who can
enter the institution into legal agreements) must complete this section. This person
cannot be an IRB Chair or an ACCORD Investigator. This individual must also have
the authority to assure compliance of the institution and all of its components to the
Terms of the Assurance. Generally, this is someone at the level of President or Chief
Executive Officer (CEO) of a company or Provost or Chancellor of an academic
institution, unless another official has been specifically delegated with this authority.
The Signatory official must also type in their name, degree, institutional title, phone,
FAX, email, and address.

Section 8

Do not complete this section. This section will be completed by OHRP.

Chapter 1 - January 7, 2003 23



Once the site completes the FWA application, copies of the application, as well as copies of
IRB approval letters, IRB approved consent forms, and IRB membership lists should be sent
to the Coordinating Center. The Coordinating Center will review the
applications and send them to OHRP. Once OHRP has approved the Assurance, the
Coordinating Center will notify the site.

1.7.8 Record Keeping of Regulatory Documents

It is the responsibility of the ACCORD Coordinating Center to assure the study
sponsor that IRB review is being carried out in accordance with federal regulations. The

Coordinating Center has the responsibility of monitoring the IRB approvals and annual re-
approvals for all ACCORD CCNs .

IRB approvals must be renewed annually and proof of the renewal must be the
submitted to the ACCORD Coordinating Center.  This requirement is to provide
documentation of the local IRB’s notification and approval of participant recruitment
activities, proposed interventions, and adverse events. The Coordinating Center will send
information to the CCN offices if the annual renewals have expired.

ACCORD Study Document Binder

The Study Document Binder (Regulatory Document Book) is the administrative
binder that serves as the regulatory record of your clinic’s participation in the ACCORD
study. It should be kept current and available for review by the Network Coordinators and/or
representatives of regulatory agencies (i.e. FDA) during site visits or in the event of an audit.
This book should include current copies of:

. The protocol and revisions
. FDA 1572 and curriculum vitae for the investigators, sub-investigator and study
coordinator
. IRB/OHRP approvals, IRB renewals and IRB correspondence (adverse events
reports)
Copies of IRB approved informed consent document(s)
Research participant advertisements, e.g. patient brochures, pamphlets
Current correspondence (may keep separate correspondence file)
Site visit log
Enrolled patient log with pertinent identifier information (randomization number and
acrostic if needed)

Other items that may also be included are: recruitment plans, a set of sample forms
and travel documentation to investigator/training meetings.

1.7.9  Obtaining Consent from Participants

Informed consent is not just a form. Rather, it is a process that involves the following steps:
Giving a participant adequate information about the study

Providing adequate opportunity for the participant to consider all options

Responding to the participant's questions

Ensuring the participant has comprehended the information

Obtaining the participant's voluntary agreement to enter the study

Continuing to provide information as the participant or situation requires
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In order to be effective, the process should provide ample opportunity for the investigator and
the participant to exchange information and ask questions.

Below are some frequently asked questions about the consent process.

¢  Who can obtain consent from potential participants?
FDA does not specitfy who can obtain consent from a potential participant. Some
sponsors and IRBs require the clinical investigator to conduct the consent interview.
Regardless, the person who conducts the consent interview should be knowledgeable
about the study and able to answer questions. If someone other than the investigator
obtains consent, the clinical investigator should formally delegate this responsibility and
the person so delegated should have the appropriate training to perform this activity.

e 21 Code of Federal Regulations (CFR) 50.27(a) requires that a copy of the consent
document be given to the person signing the form. Does this have to be a photocopy
of the form with the participant's signature affixed?

No. The regulation does not require the copy of the form given to the participant to be a
copy of the document with the participant's signature, although this is strongly
encouraged. It must, however, be a copy of the IRB approved document that was given
to the participant to obtain their consent.

e Do you have to have a witness to the consent process?
An impartial witness is only required if the participant cannot read, if the participant is
incapable of understanding the consent document, or if the participant does not speak
English. Otherwise, a witness is not required.

¢  When a witness is required, must they observe the entire consent interview or only
the signature of the participant?
When a witness is required, they must be present throughout the entire consent interview.
The intended purpose is to have the witness attest to the accuracy of the presentation and
the apparent understanding of the participant, not just the validity of the participant's
signature.

e How do you obtain informed consent from someone who speaks and understands
English but cannot read?
[lliterate persons who understand English may have the consent read to them and "make
their mark," if appropriate under applicable state law. Federal regulations do permit the
use of a short form for patients that cannot read. A short form is a document that states
that the elements of informed consent as required by the Code of Federal Regulations
have been presented orally to the participant. When this method is used, there must be an
impartial witness to the oral presentation. Also, the IRB should approve a written
summary of what is to be said to the participant. The participant must sign the short form.
However, the witness must sign both the short form and a copy of the IRB approved
summary. A copy of the summary and short form must be given to the participant. If
you encounter an illiterate participant, consult with your IRB Chair to discuss your local
guidelines.
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e How do you obtain consent from a person that does not speak English?
There are a couple of methods that are acceptable when obtaining consent from non-
English speaking participants. Department of Health and Human Services regulations for
the protection of human research participants require that informed consent information
be presented in language understandable to the participant and, in most situations, that
informed consent be documented in writing.

Where informed consent is documented in accordance with federal regulations, the
written consent document should embody, in language understandable to the participant,
all the elements necessary for legally effective informed consent. Participants who do not
speak English should be presented with a consent document written in a language
understandable to them. The Office for Human Research Protections (OHRP) strongly
encourages the use of this procedure whenever possible.

Alternatively, the regulations permit oral presentation of informed consent information in
conjunction with a short form written consent document (stating that the elements of
consent have been presented orally) and a written summary of what is presented orally. A
witness to the oral presentation is required, and the participant must be given copies of
the short form document and the summary.

When this procedure is used with participants who do not speak English, there are several
requirements:

e The oral presentation and the short form written document (see sample attached) should
be in a language understandable to the participant

e The IRB-approved English language informed consent document may serve as the
summary

e The witness should be fluent in both English and the language of the participant

At the time of consent, the participant should sign the short form document. The person
obtaining consent must sign the summary (i.e., the English language informed consent
document). The witness must sign the short form document and the summary. When a
translator assists the person obtaining consent, the translator may serve as the witness.

The IRB must receive all foreign language versions of the short form document as a
condition of approval. Expedited review of these versions is acceptable if the protocol, the
full English language informed consent document, and the English version of the short form
document have already been approved by the convened IRB.

It is the responsibility of the IRB to determine which of the procedures is appropriate for
documenting informed consent in protocols that it reviews.

Other Tips

. Use of the first person (e.g., "I understand that ...") can be interpreted as suggestive,
may be relied upon as a substitute for sufficient factual information, and can
constitute coercive influence over a participant. Use of scientific jargon and legalese
is not appropriate. Think of consent as a teaching tool not as a legal instrument.

. Anyone who signs a consent form should personally date it.

. If consent is obtained the same day that the participant's involvement in the study
begins, the participant's medical records should document that consent was obtained
prior to participation in the research. The following statement could be included in
the records; "All the required elements of informed consent were presented to the
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patient. Voluntary consent was obtained and the patient's questions were answered
prior to initiation of any research procedures."

A copy of the consent document must be provided to the participant and the original
signed consent should be retained in the study records.
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ATTACHMENT: SAMPLE SHORT FORM WRITTEN CONSENT DOCUMENT
FOR PARTICIPANTS WHO DO NOT SPEAK ENGLISH

THIS DOCUMENT MUST BE WRITTEN IN A LANGUAGE UNDERSTANDABLE TO
THE PARTICIPANT

Consent to Participate in Research

You are being asked to participate in a research study.

Before you agree, the investigator must tell you about (i) the purposes, procedures, and
duration of the research; (ii) any procedures which are experimental; (iii) any reasonably
foreseeable risks, discomforts, and benefits of the research; (iv) any potentially beneficial
alternative procedures or treatments; and (v) how confidentiality will be maintained.

Where applicable, the investigator must also tell you about (1) any available compensation or
medical treatment if injury occurs; (2) the possibility of unforeseeable risks; (3)
circumstances when the investigator may halt your participation; (4) any added costs to you;
(5) what happens if you decide to stop participating; (6) when you will be told about new
findings which may affect your willingness to participate; and (7) how many people will be
in the study.

If you agree to participate, you must be given a signed copy of this document and a written
summary of the research.

You may contact name at _ phone number _ any time you have questions about
the research.

You may contact name at _ phone number _ if you have questions about your
rights as a research participant or what to do if you are injured.

Your participation in this research is voluntary, and you will not be penalized or lose benefits
if you refuse to participate or decide to stop.

Signing this document means that the research study, including the above information, has
been described to you orally, and that you voluntarily agree to participate.

Signature of participant date

Signature of witness date
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2.1

Recruitment of Study Cohort
General Issues of Recruitment

Patient recruitment is of prime importance to the success of this study. Listed

below are points to consider on recruiting participants.

1.

(8]

Emphasize the services provided. The trial provides a system of follow-up, which
parallels the participant’s private care, but does not conflict with it. This
programmatic approach includes cooperation in general matters pertaining to medical
care, special attention to risk factors, and the provision of health information.
Approach potential participants more than once, if necessary. Emphasize the
importance of the trial.

Be courteous and pleasant, and potential participants will respond positively.

Be professional and show interest and enthusiasm in the study.

Make sure that the potential participant fully understands the potential risks and
benefits of the study. Explain all aspects of the study detailed in the participant
brochure and informed consent document. Assure that the participant understands the
information in the documents. Allow the participant sufficient time to consider and
sign the informed consent document.

Potential participants may be told, “We don’t know the answers, but here is a chance
to help medical science.”

Some potential participants will be motivated by stressing that the results may benefit
their children and that they may have a chance to help society as well as themselves.
Other advantages would be close follow-up from experts in relevant disciplines and
increased knowledge and sense of involvement in their medical care.

2.1.1 Private Physician’s Cooperation

—_

Take the initiative in recruiting participants. Do not wait for referrals.

Mail a study brochure with a personal letter to physicians in the community
requesting their cooperation.

Be non-threatening to the physicians. Ask permission to contact their patients and ask
them to encourage their patients to enroll.

Don’t expect these physicians to do the legwork for the trial.

Prepare a form letter to be sent out to private physicians thanking them for supporting
the patient’s interest in participation. Again, explain the objectives of ACCORD and
discourage changes in study medications from those used as study interventions.
Provide unblinded laboratory results to the referring physician along with a summary
of the participant’s status.

It is important to reassure the referring physicians that their patients will be followed

by ACCORD investigators for study purposes only and that they will be informed of the
patient's status throughout the study. This will promote further referrals and cooperation
during the study in notifying or obtaining information regarding events.
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2.2 Contact with Referring Physicians

Investigator involvement and support is essential for successful recruitment in
clinical trials. Although each clinical center will develop its own strategies, the most
successful techniques involve personal contact with referring physicians. Possible
strategies, which may be of assistance in recruitment on a study-wide basis, include:

e Formal presentations (Grand Rounds, Inservices, Research conferences)

e Informal presentations (housestaff rounds, informal clinic inservices)

e Mailing of brochures, display of posters in clinics and diagnostic labs,

e Phone calls and /or conversations with physicians soliciting referrals

e Mass Mailings-to targeted diabetic and or ethnic groups with high preponderance of
diabetes

e Consistent and frequent screening in appropriate arecas including setting up a
system of logging in patients as staff sees patients and follow-up on regular basis with
potential patients.

e Data base searches (ICD 9 codes, age and diagnosis, HbAlc values)

Again, it is important to reassure the referring physicians that their patients will be
followed by ACCORD investigators for study purposes only and that they will be
informed of the patients’ status throughout the study. This will promote further referrals
and cooperation during the study in identifying, notifying study personnel and obtaining
information regarding events.

2.2.1 The Participant Brochure and Informed Consent

Multiple copies of a detailed patient recruitment brochure have been provided to
cach clinical site in ACCORD. The brochure describes in easy-to-understand language
the purpose of ACCORD, what is expected of the patient, what the patient can expect
from the study. You should carefully review the study requirements with the potential
participant.

Some sites are using a separate informed consent for screening, which should be
signed at the beginning of the first screening visit. The full study informed consent
document must be signed at or prior to the first screening visit if a separate screening
informed consent document is not being used. Principles of informed consent must be
adhered to, which are described in section 4.5 of the ACCORD protocol and include a
complete description of expectations, potential risks and benefits, and confidentiality.
General informed consent guidelines are as follows:

1) Obtaining and documenting informed consent to [RB:

a) The investigator should comply with applicable regulatory requirement(s)
and should adhere to Good Clinical Practice.

b) Written approval/favorable opinion of the written informed consent and
any other written information provided to subjects.

2) Any revisions to the written informed consent form and written information

should receive IRB approval/favorable opinion at each individual site.
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3) The language used in the oral and written information, including the written
informed consent, should be nontechnical and understandable to the subject or
the subject’s legally acceptable representative.

4) Offer ample time and opportunity for the participant to inquire about details of
the trial and to decide whether or not to participate in the trial.

5) If either the subject or a legally acceptable representative is unable to read, an
impartial witness (any competent person not affiliated with the study) should
be present during the entire informed consent discussion. Read all
documents, including the informed consent.

6) Obtain oral and if capable of doing so, a signed and dated consent from the
subject or from the subject’s legally acceptable representative.

7) The witness should also sign and date the consent form attesting to the
accuracy of the document(s) and that coercion or undue influence was not
used.

2.2.2 Posters for Publicizing ACCORD

These can be used in clinics, public spaces such as grocery stores, churches and
pharmacies to encourage and remind participants about ACCORD.

2.2.3 Slide Set

Two generic slide sets will be provided. One will be directed to a professional
audience and the other will be directed to a lay audience of either potential participants or
advocacy groups.

2.2.4 Recruitment aids for minority and underserved populations

Minority/Women Recruitment -

Federal law mandates the proper inclusion of all racial and ethnic groups. Failure
to include any racial ethnic groups is only acceptable if a disease process is not present in
that specific racial ethnic group. The inclusion of all groups in an acceptable way
presents a number of practical issues and problems.

Disease Burden -

The prevalence of many disease processes is frequently greater in racial and
cthnic minorities. This is true of type 2 diabetes: there is an increased incidence of type 2
diabetes in Hispanics, Native Americans, and in Asians. [t is quite appropriate to recruit
these groups in excess of the specific proportions represented by these groups in the
general population. This is a goal in ACCORD.

Barriers -

Credibility Gap - Medical establishment and government-sponsored projects
frequently represent a credibility gap when members of minority groups are approached.
Previous indignities and unethical medical studies have created an atmosphere of distrust
and suspicion.
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Language —

Every attempt must be made to make the language of consent forms and study
forms as simple as possible so that language and level of education are not barriers for
participant information gathering and participation.

Community -

It is important to have buy-in for ACCORD, especially in minority communities.
In many minority communities there exists community-based organizations that served as
power brokers between institutions such as University hospitals and research centers and
residents. A negative attitude or response from those organizations can have a high
negative impact on recruitment. However a positive response can be a huge benefit to
recruitment and retention. Special attention should be paid to these organizations and
extra attention given to the leadership in promoting ACCORD. Should the leader of any
one of these organizations be a candidate for ACCORD, his/her participation should be
encouraged.

Staff -

The inclusion of staff members who match up with the target population(s) by
racial ethnic group represents one very concrete way in which trust building occurs.
While these individuals need not have leadership roles, they must have meaningful roles
on clinic staff. Especially in circumstances when new studies are being presented to
communities with a preponderance of a specific racial ethnic group, public presentation
(or a significant part of the program) should include a member of that racial ethnic group.

Volunteers -

All screenees are not enrolled in a clinical trial. Some of these people may be
appropriate volunteers for clinical staff positions. There are documented roles for
volunteers during recruitment and the follow-up portions of a clinical trial. These
activities can be carried out in a good fashion and savings accrued with the use of
volunteers. This may present an excellent opportunity to include members of a racial
ethnic group in a visible role, or in a role with extensive contact with individuals
considering enrollment in the study. Including these individuals in a meaningful role on
the clinical staff should be an opportunity that is not lost. This is especially true if skilled
members of a racial ethnic group are not available for employment on your staff.

2.2.5 Participant Identification /Medication Cards

The ACCORD ID card should be provided to the participant when enrolled and
updated as needed with the instruction to keep it with them and to show it to other
healthcare professionals who care for them. The card contains information about
ACCORD, contact numbers, current medications, and important study values.

2.3 The Approach to Recruitment

2.3.1 Overview
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It is anticipated that the majority of patients with treated type 2 diabetes will have
been identified by chart review from the participating clinical centers in ACCORD in
conjunction with the Inclusion/Exclusion Summary Form. It is also expected that
much of the pertinent information (age, risk factor status, number of glycemic control
drugs, etc.) will already be known. Any of the above information not attainable by chart
review to determine a potential participant’s eligibility will be considered part of the
patient’s routine medical management and will not be specifically reimbursed by the
study.

Most of the information on exclusion and eligibility may already be in the
patient’s chart, and should be obtained prior to the patient’s screening visit. Information
that is unavailable or unable to be verified may be addressed during the first Screening
Visit.

Screening visits with the ACCORD Study Staff will thus include introduction of
the study to the patient, updating of the medical history, and reviewing glycemic, blood
pressure and/or lipid eligibility. Visit time should be spent answering the patient’s
questions about the study.

2.3.2. ACCORD Recruitment and Retention Guidelines
RECRUITMENT STRATEGIES

Recruitment is challenging and vitally important to the success of a clinical trial.
Retaining the participants for the remainder of the trial begins in the recruitment phase by
enrolling the right participants.

Following is a brief description regarding development of a recruitment plan and
strategies for recruiting and retaining ACCORD participants. In addition to this section,
a manual called the ACCORD Survival Kit: Recruit — Retain — Resolve has been
developed to assist you with valuable information and tools compiled from experience in
other large clinical trials and the ACCORD Vanguard period. This manual will be
provided to each site as an additional reference.

DEVELOP A RECRUITMENT PLAN

Identify staff involved with recruitment, review their responsibilities, and set regular
meeting times.

Prepare an outline of your plan (brief but descriptive) in order to meet your designated
randomization goal.
a. Determine the number of patients needed to screen per week in order to
successfully enroll the specified amount (i.e., 2 per week plus number predicted
to refuse or be ineligible).

Decide on the best system(s) at your site to promote referrals FROM WITHIN your
office/clinic/institution.
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a. Determine who will do chart reviews and when.

b. Flag the charts of possible cligible patients, as charts are pulled for routine visits
the day of or day before. If eligible, notify coordinator — discuss ACCORD with
patient.

c. Promote ACCORD among staff (See examples to follow)

d. Promote ACCORD among patients (See examples to follow)

e. [favailable, use computer lists of your age-cligible diabetic patients (by DM
medications, HbA1C values, MI, CV surgeries, and various risk factors). Call,
send letters, or flag charts for upcoming appointments.

Decide if OUTSIDE PROMOTION of ACCORD is appropriate. If so, prepare back-up
strategies for utilizing various methods identified to follow (this includes deciding on a
phone screening system and how to manage the new patients in your system). See the
example within the ACCORD Survival Kit.

Discuss your plan with your Project Coordinator and Network Team, as they can provide
extra assistance as needed.

Monitor your recruitment progress and revise your plan as needed.

a. Meet weekly as a team to discuss actual progress of your weekly goals. Increase
the number of chart reviews each week as needed. Determine what is working
and what is not. Review barriers and problems. Revise the plan as necessary.

b. Maintain a screening log for all patients screened. Input this via the web site to
the Coordinating Center.

1. Stay involved and motivated — keep the momentum going!
a. Keep your Network team informed. Share your ideas and problems. Keep your
staff informed of your site’s progress and thank them for their support and help.
Recognize contributions of successful staff members.

The following are several strategies that may prove useful in recruiting and retaining
ACCORD participants at your clinical site.

CHART SCREENING

Screen the charts of all scheduled patients to identify those who are of appropriate
age according to ethnicity and seem to meet eligibility criteria for ACCORD.

e Use an ACCORD brochure to flag the charts of potential study participants and
methods of contacting study personnel.

e Talk to the patient’s health care provider (if you are not the primary provider) before
the next appointment and offer to meet with the patient.

e Remind the patient of his/her appointment with a telephone call the day before the
appointment.
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Make a notation of patients who seem to meet eligibility criteria for ACCORD but are
not of appropriate age at this time but will be before the end of recruitment.

CLINIC SCREENING

Make yourself available to talk about the project to the patient, friends, and family
members while in clinic.

Be prepared to provide the patient with information about ACCORD and set up a
Screening Visit.

PHYSICIAN / NURSE REFERRALS

Make physicians, nurses, and other health care providers inside and outside your
practice aware of ACCORD. They can be a great source for participant referrals.
Give out ACCORD eligibility pocket cards with clinical site contact numbers.

Present ACCORD to your colleagues by placing flyers in their mailboxes, posters and
brochures in common waiting rooms, clinic rooms, and nursing stations, as well as
providing educational programs, grand rounds, and in-service meetings. Slide sets
and/or overheads are available from the Coordinating Center or the web site.

Obtain the appropriate permission/approvals before initiating recruitment efforts,
particularly when screening outside practice. See sample letter to request support of
physician to enroll patient.

Establish a system for addressing referrals. Contact the patient promptly, and follow-
up regularly with their health care provider, providing patient progress reports and
appropriate test results.

Post recruitment reports in prominent locations so colleagues are aware of your
center’s recruitment experience and its respective success on a regional and national
level.

PARTICIPANT REFERRALS

Encourage study participants to refer friends and family who appear to meet the
study’s eligibility criteria. Some of the most influential spokespersons for a study are
the participants themselves.

Provide general information and brochures to distribute to participants who are
willing to tell friends and relatives about ACCORD.
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Insure that you discuss ACCORD with the primary care provider of any respondents
from outside your practice. You must be sure that the potential participant and their
health care provider are willing to make a long-term commitment to ACCORD.

TARGETED MAILINGS

Discuss the topic of targeted mailings during your clinic’s recruitment meetings and
decide which clinic lists would be helpful (age-cligible diabetic patients by DM
medications, HbA1C values, M1, CV surgeries, and various risk factors)

Send potential eligible participants an ACCORD brochure and cover letter once you
have gained the approval of the patient’s primary health care provider.

Follow-up with these patients while the project is fresh in their mind (no longer than a
week after the original letter) to discuss ACCORD in more detail and to answer any
questions that they may have. Do not leave it up to the patient to call you back.

Send the potential participant a history and physical sheet to complete and bring back
at their appointment so they can provide as much information about their medical and
contact information as possible. Include a release of information form to obtain
medical records from their primary care provider as well. See sample information
sheets and release of information forms.

Again, make sure to discuss the project with the patient’s primary care provider
before enrolling them in the screening process.

ADVERTISING WITHIN YOUR HEALTH CARE SETTING
Make ACCORD a familiar name in your health care setting.
Place articles in practice or hospital newsletters, hang posters and place flyers and
brochures in clinics, cafeterias, lobbies, lounges and other areas where colleagues and
staff gather. Also consider inter-office email and websites.
Make use of any other source to continually bring ACCORD to the attention of the
health care providers at your site so that ACCORD automatically comes to mind
when they see patients.

Provide ACCORD Eligibility Pocket Cards to all health care providers in clinic.

Set up a display table in a high traffic area staffed by a study coordinator or physician
offering study information.
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EXTERNAL PROMOTION

e External promotion may be another method to recruit study participants although they
must be more carefully screened than other methods.

e Remember that you must be sure that a potential screenee’s primary care provider is
supportive of their participation in the study before enrolling them in the screening
process.

e Consider a paid advertising campaign or negotiate airtime for an ACCORD public
service announcement (PSA) on radio and television stations in your area or arrange
for a television/radio interview or newspaper article using the examples provided by
the ACCORD Recruitment Subcommittee. It usually takes some time and effort to
get PSAs on the air and to arrange for interviews and articles. If you are associated
with a university, there may be a Public Relations department to assist you.

e Plan to provide adequate telephone coverage when using external promotions. You
may not have the time to talk in detail to each person who responds to the promotion.
At a minimum, however, you should thank them for calling, note their telephone
number, and arrange to call them back for a more extensive discussion of ACCORD.

e Consider placing posters, when available, in various community sites where seniors
or groups gather or conducting in-service programs or health fairs at the centers.
Advertisements in local community newspapers, church bulletins, and targeted
mailings of ACCORD brochures to residents in the community are other possibilities
but again require more extensive screening for desirable participants than within your
practice.
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3. Screening and Baseline Visits
3.1 Initial Screening

Two sequences of screening or pre-randomization visits are described. One series
would be used for those who are currently patients in the practices of the clinical centers within
the network. A second sequence would be used for those who come from outside the clinical
centers and are, therefore, less well known to the clinical center staff. A run-in procedure is
required between the Screening Visits and the Randomization Visit.

3.2 Determining Eligibility

The patient’s history must be thoroughly investigated and applicable inclusion &
exclusion clearly documented in the source documentation of the patient’s study
chart. The criteria have been developed to define a particular patient population as well
as protect the ineligible participants from unnecessary risks. Therefore careful
consideration should be given to determining eligibility into the ACCORD trial. Costs of
procedures and lab tests obtained to determine eligibility will not be covered by the
study, with the exception of ECG and Point of Care (POC) HbAlc where the machines
are provided for ACCORD participants. (If an HbAlc value is not available within the
last 3 months prior to the randomization date, the Central Lab, DCA 2000, or an
approved local lab can attain the HbAlc measure). ECG’s and POC HbA1c¢’s should not
be billed. The following discussion provides an overview of the criteria contained on the
Inclusion/Exclusion Summary Form that is used during the recruitment.

PART I. GENERAL INCLUSION CRITERIA

Applicable inclusion & exclusion clearly documented in the source
documentation of the patient’s study chart.

1. Does the patient have a diagnosis of type 2 diabetes > 3 months as defined by
1997 ADA Criteria?
The participant must have source documentation of one of the following criteria
with a copy filed in the patient’s study chart to qualify for enrollment into ACCORD:
e (fasting plasma glucose >126mg/dl (7.0mmol/l) OR
e a2 hour PC value in GTT > 200mg/dl (11.1 mmol/I)(confirmed by retesting) OR
e symptoms of hyperglycemia plus history of PG > 200 mg/dL. (11.1 mmol/L)

a) Source documentation is not needed for anyone who says they have diabetes and
whose history is compatible with type 2 diabetes, and has none of the secondary
causes listed in Table 3.1 below and whose HbAlc is 7.5 % or higher. To be eligible
for ACCORD, the participant must have type 2 diabetes. Patients with type 1 diabetes
or other secondary type/causes of diabetes are not eligible.
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Table 3.1:
Types of Diabetes Not Eligible for ACCORD*

Only patients with Type 2 diabetes are eligible for ACCORD.
Patients with the secondary type/causes of diabetes shown below are not
eligible.

(*Adapted from Table 1 in: Report of the Expert Committee on the Diagnosis and
Classification of Diabetes Mellitus. Diabetes Care 24 (suppl 1): $5-20, 2001.)

Type 1 diabetes

Other specific types of diabetes

A. Genetic defects of B-cell function
Chromosome 12, HNF-1a. (MODY3)
Chromosome 7, glucokinase (MODY?2)
Chromosome 20, HNF-4a (MODY1)
Mitochondrial DNA
Other

ARWN =

B. Genetic defects in insulin action
Type A insulin resistance
Leprechaunism
Rabson-Mendenhall syndrome
Lipoatrophic diabetes

Other

abhwn -~

Diseases of the exocrine pancreas
Pancreatitis
Trauma/pancreatectomy
Neoplasia

Cystic fibrosis
Hemochromatosis
Fibrocalculous pancreatopathy
Other

Nooabhwh =~

Endocrinopathies

Acromegaly
Cushing’s syndrome
Glucagonoma
Pheochromocytoma
Hyperthyroidism
Somatostatinoma
Aldosteronoma
Other

PN RAWN =
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Table 3.1 (continued): Types of Diabetes Not Eligible for ACCORD

Drug-or-chemical-induced
Vacor
Pentamidine
Nicotinic acid
Glucocorticoids
Thyroid hormone
Diazoxide
B-adrenergic agonists
Thiazides
. Phenytoin
10. a-interferon
11.Other

N>R WN =

Infections
1. Congenital rubella
2. Cytomegalovirus
3. Other

Uncommon forms of immune-mediated diabetes
1. “Stiff-man” syndrome
2. Anti-insulin receptor antibodies
3. Other

Other genetic syndromes sometimes associated with diabetes
Down’s syndrome

Klinefelter's syndrome

Turner's syndrome

Wolfram’s syndrome
Friedreich’s ataxia

Huntington’s chorea
Laurence-Moon-Biedl syndrome
Myotonic dystrophy

. Porphyria

10.Prader-Willi syndrome

11.Other

CEN>ORWN =

Gestational diabetes mellitus (GDM)

2. Has the patient’s diabetes therapy been stable for > 3 months?

Diabetes therapy has been stable when the dose of any 1 antihyperglycemic drug
has not changed by > two-fold (a dose can be doubled, just not more than doubled;
and the dose can be halved, just not more than halved) and new agents have not been
added within the previous 3 months. You may list the current therapy on the form in
the shaded area to verify the regime. Note: A patient on no therapy can be considered
to be on stable therapy if the time frame is 3 months or more. That is, the participant
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does not have to be on pharmacological therapy. Any changes in the inclusion criteria
influenced by Medical Nutrition Therapy (MNT) should be left to the discretion of
the PI.

3. Is the patient eligible by age and ethnicity?
e 40 to 79 years (inclusive) for anyone with a history of clinical cardiovascular
disease (defined in protocol Chapter 2, Item #6A), or
e 55 1to 79 years (inclusive) for anyone without a history of clinical cardiovascular
disease (defined in protocol Chapter 2, [tem #6A).

4. Does the qualifying HbAlc meet eligibility criteria by evaluation of the patient's
current medication criteria? (Clinic POC or laboratory value within the last 3
months prior to the randomization date)

HbAlc:

e 7.5t011%
a) if on insulin < 1 u/kg plus on 0 or 1 oral agent, or
b) if not on insulin, on 0, 1, or 2 oral agents

e 7.5t09%%
a) ifon insulin <1 u/kg plus on 2 oral agents, or
b) ifnot on insulin plus on 3 oral agents, or
c¢) ifoninsulin > 1 u/kg plus 0 oral agents

[Oral agents include: a) insulin secretagogues (sulfonylurea, meglitinides), b)
biguanides, metformin ¢) insulin enhancers (thiazolidinediones) d) alpha
glucosidase inhibitors]

You will need to have the patient’s qualifying HbAlc result as well as the
patient’s current medication regime to determine eligibility. If the patient does not
fall into the categories listed above, even if the HbAlc is 7.5%, she/he is
ineligible. For example, the patient is ineligible if taking insulin < 1 uw/kg plus 3
oral agents, or if taking > 1 u/kg plus 1, 2, or 3 oral agents. The goal is to recruit
patients who are likely to be able to achieve the ACCORD glycemic targets
through further intensification of their pharmacologic therapy.

The HbAlc result must be within the last 3 months prior to the randomization
date. It will be evaluated at the clinic together with the glycemic medications the
patient is currently taking to determine eligibility into ACCORD. [If there are 2 or
more values available in the medical records, the most recent value takes
precedence.] If a qualifying HbAlc value will expire before the randomization
date (e.g. is older than 3 months prior to the randomization date) another HbAlc
value must be obtained to determine eligibility.

CARDIOVASCULAR DISEASE HISTORY

The criterion in Part I1 are indicative of the presence of clinical cardiovascular
disease demonstrated by previous events that classify the patients as secondary
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prevention patients. Applicable inclusion & exclusion criteria should be clearly
documented in the source documentation of the participant’s study chart.

1.

Has the patient had a documented myocardial infarction > 3 months?

Documentation of an old or age-indeterminate myocardial infarction (MI) may be
by one of the following: Q-waves on an ECG; akinesis or dyskinesis on
echocardiogram, MUGA, or ventriculogram; prior hospital discharge diagnosis,
significant cardiac enzyme test results. If enzyme tests for this particular MI were
performed on more than one date, please enter the date of the total CPK, CK-MB, or
Troponin-I that first document an MI, or verification from the primary or consulting
physician that a MI has occurred. The date and location of the most recent MI may be
listed on the source document.

Has the patient had a documented stroke or cerebral vascular accident > 3
months?

Documentation of stroke may be by hospital discharge diagnosis, or by infarct on
CT scan, a MRI, or verification from the primary or consulting physician that a stroke
has occurred. Supportive evidence of the diagnosis (history and physical, discharge
summary, or CT or MRI report) should be kept in the participant's chart.

Has the patient had a documented coronary revascularization procedure > 3
months?

Identification of the specific type of coronary revascularization should be listed in
the source documents with supportive evidence filed in the patient’s chart. Some
examples would be coronary artery bypass graft (CABG) surgery, stent placement,
percutaneous transluminal coronary angioplasty (PTCA), rotoblation, or laser
(LEAD) atherectomy.

Has the patient had a documented peripheral carotid or arterial
revascularization procedure?

Some examples would include carotid or peripheral endarterectomy, angioplasty,
stent placement, atherectomy, bypass, or abdominal aortic aneurysm repair.
Revascularization procedures not specifically listed under this criterion may be
included under "other". The specific procedure, date, and location should be listed in
the source documentation and copies of the hospital discharge summary procedure
report kept in the participant’s chart.

Has the participant had angina with ischemic changes (ECG) or positive imaging
on graded exercise treadmill (GXT) or pharmacologic stress study?
This can by identified with noninvasive cardiac diagnostic procedures such as:
e Exercise testing- ST depression > Imm for >1 minute in 2 or more contiguous
leads
e Stress echocardiography- reversible wall motion abnormality
e Stress nuclear perfusion study - fixed or reversible defect consistent with prior
infarct or ischemia
Note: These are largely semantic issues. When combined with GXT or
pharmacologic stress, perfusion imaging can be performed with several nuclear
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imaging agents, including Thallium, Myoview and others. SPECT refers to a type
of image display, with computer generation to show the areas that do not take up
the image agent. There is also a technique called planar image display that some
diagnostic laboratories may use in some patients.

If a participant has had multiple tests of the same or different kind (e.g., a GXT
and a thallium), use the most recent test result to answer this question.
A copy of the report should be kept in the participant’s chart.

PART II. CARDIOVASCULAR SUBCLINICAL DISEASE HISTORY

The criteria in Part II are indicative of the presence of subclinical cardiovascular

disease demonstrated by presence of the following conditions that also classify the
patients as secondary prevention patients. Applicable inclusion & exclusion criteria
should be clearly documented in the source documentation of the participant's study
chart.

1.

Does the participant have evidence of micro or macro-albuminuria?

This is identified by protein in the urine as indicated on a urinalysis or dipstick of
a urine sample within the past 2 years. The date and amount of protein should be
indicated in the source document. The first step would be to check for
macroalbuminuria by checking a spot urine sample. For the dipstick, if the reading is
1+ or higher, the patient would qualify for this criterion. If positive, continue
screening. If negative, and needed to determine eligibility, send urine specimen for
determination of microalbuminuria, payment for which will not be covered by study.

(ADA guidelines indicate microalbuminuria can be determined by three

methods):

1. Measurement of albumin to creatinine ratio in a random, spot collection

2. 24 hour collection with creatinine, allowing the simultancous measurement of

creatinine clearance
3. timed (e.g. 4 hour or overnight) collection

Does the patient have left ventricular hypertrophy (LVH) by ECG or
echocardiogram criteria?

An ECG or echocardiogram used for this criterion must have been done within
the last 2 years prior to randomization and a copy of the qualifying report kept in the
participant’s chart for verification.

LVH by ECG includes any one of the following:

e R amplitude in Vsor Vg> 26 mm.

e R amplitude in Vsor Vgplus S amplitude in V| > 35mm.

e R amplitude in aVL > 12 mm

e R amplitude in Lead [ > 15 mm

e R amplitude in Leads II or III, or aVF > 20 mm

e R amplitude in Lead I plus plus S amplitude in Lead 11 > 25mm
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e R amplitude in aVL plus S amplitude in V3 >28 mm for men or > 22 mm for
women
e Computerized ECG machine documented LVH

For visual LVH reading, QRS amplitudes are measured in the second to last

complete normal beat of the lead. A computerized reading indicating “borderline” or
possible” LVH should be measured for the above listed voltage criteria and documented
as such on the tracing. LVH by echocardiogram includes a combined wall thickness of 25
mm or more, which refers to the posterior wall plus the interventricular septum.

3.

Does the participant have a low ankle- brachial index (ABI) of <0.9?

This ratio is indicative of advanced arterial obstruction and is obtained using
Doppler ultrasound and a specific protocol. The measurements and date obtained
should be listed in the source documents. If the procedure or report (performed in the
past 2 years) is available to the clinic, this criterion can be utilized.

Does the patient have > 50% stenosis of a coronary, carotid, or lower extremity
artery?

This would be documented by angiography, with the date and procedure listed in
the source documents. A copy of the procedure report should be retained in the
chart.

PART III. CARDIOVASCULAR RISK FACTORS HISTORY

The criteria in Part III are risk factors that indicate a high likelihood of a

cardiovascular event in the future. Patients in this category are classified as primary
prevention patients. Applicable inclusion & exclusion criteria should be clearly
documented in the source documentation of the patient’s study chart.

1.

Is the patient on lipid-lowering medication or has the patient had a LDL-C >
130mg/dL (3.38mmol/L) within the past 2 years?

List the most recent LDL-C result and date performed. Retain a copy of the report
in the chart. If the patient is currently receiving lipid-lowering medication, be sure to
document the therapy in the source documents. [If there are 2 or more values
available in the medical records, the most recent value takes precedencel].

Does the patient have a low HDL, which is < 40 mg/dL (1.04 mmol/L) for males
and < 50 mg/dL (1.29 mmol/L) for females, within the past 2 years?

List the most recent HDL result and date performed. File a copy of the qualifying
result in the chart. (HDL and LDL values should both be taken from the same date.)

Is the patient on BP lowering medication or has the patient had untreated SBP
> 140 mmHg or DBP > 95 mmHg?

Refer to the patient’s current BP medication status and currently measured BP to
determine eligibility into the overall study. Additional criteria apply to qualify for the
blood pressure arm of the study.
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4. Does the patient currently smoke?

If the patient is currently smoking cigarettes or has smoked in the past 30 days,
the patient would meet these criteria. Document the patient's cigarette smoking
history in the source documents. No other tobacco use qualifies.

Does the patient have a Body Mass Index (BMI) of > 32 kg/mz?

BMI is based on the weight/height ratio. You may also use the chart to calculate
the BMI from the measurements you have taken on the patient. It is calculated by
using the weight (in kg) and divided by the square of the height in meters. The
formula to calculate BMI using a calculator is (Weight in kilograms)/Height in
meters)’ or BMI = [(Weight in pounds)/ 2.2046]/ [Height in inches)/39.37)" ]
Document your calculations in the source notes.

PART IV. SUMMARY OF ELIGIBILITY CRITERIA

1.

The patient must meet all of the criteria in Part 1 to be eligible. If not, the patient is
ineligible at this time but you may consider re-screening at a later time.

The participant must have clinical CVD or at least one criterion from Part II, or at
least two criterion from Part III in order to eligible for the trial. If not, the participant
is incligible at this time and you may consider be re-screening at a later time.

PART V. GENERAL EXCLUSION CRITERIA

The patient’s history and physical must be verified to insure that none of the

following exclusion criteria are present. Presence of at least one criteria must be
documented. If any of the following are present, the patient is not eligible for ACCORD.

1.

Does the patient have a history of hypoglycemic coma/seizure within the past 12
months?

This indicates an unstable situation and the patient should not be enrolled at this
time.

Has the patient had hypoglycemia REQUIRING 3" party assistance in the last 3
months WITH concomitant glucose < 60 mg/dl (3.3 mmol/l)?

This third party assistance may include family members, emergency medical staff
(EMS) or emergency room personnel. The patient must have been unable to respond
to the hypoglycemia without assistance. Remember both 3™ party assistance and
documented hypoglycemia (< 60 mg/dl, < 3.3 mmol/l) must be present for exclusion.

Is the patient’s history consistent with Type 1 diabetes or types other than type
2?

A thorough review of the patient’s medical record should detect this. It is
important that we enroll only Type 2 diabetic patients. Patients with type 1 diabetes,
(and/or those other types noted in Table 3.1), are not eligible for ACCORD.
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4. 1Is the patient receiving any ongoing medical therapy (systemic chronic use of
corticosteroids and protease inhibitors) with known adverse interactions to the
glycemic interventions? If yes, then patient is incligible.

5. Has the patient had any cardiovascular event or interventional procedure, or
been hospitalized for unstable angina within the last 3 months?

This would include M1, stroke, and revascularization. A 3-month waiting period
insures clinical stability before initiating more aggressive treatment. If the answer is
yes, patient can be rescreened after 3 months past the procedure or event if they meet
all other criteria. (NOTE: An angiogram, is a diagnostic test rather than an
interventional procedure, and therefore, by itself, does not render a patient ineligible).

6. Does the patient currently have symptomatic congestive heart failure (CHF), or
a history of NYHA Class III or IV CHF, or ejection fraction < 25% (by any
method)?

Question the patient and review the records to insure that there are no symptoms
or evidence of NYHA Class III or IV CHF, as listed below, at the time of enrollment.

New York Heart Association CHF Classes

Class I — No limitations of physical activity, ordinary activity does not cause
symptoms.

Class IT — Slight limitation of physical activity, ordinary physical activity results in
symptoms

Class III — Marked limitation of physical activity, comfortable at rest but less than
ordinary physical activity causes symptoms

Class IV — Symptoms at rest

7. Does the patient have any medical condition likely to limit survival to less than 3
years or a malignancy (other than non-melanoma skin cancer) within the last 2
years?

Patients with life-threatening diseases would likely lead to non-cardiovascular
deaths during the study and therefore affect the power of the study to answer the
questions.

8. Is the patient on any immunosuppressive therapy (or had an organ transplant)? [f
yes, the patient is ineligible. If a patient is on immunosuppressive therapy due to an
organ transplant, the patient is ineligible. Patients with organ transplants may be
placed on multiple medications to suppress organ rejection, some of which are known
to have adverse interactions with glycemia interventions.

9. Has the patient had > 10% weight loss in the last 6 months? If yes, then patient
is ineligible.
If the answer is yes, this patient could conceivably be rescreened once patient’s
weight has stabilized if they meet all other criteria.
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10.

11.

Does the patient have a Body Mass Index (BMI) of > 45 kg/mz?
These patients are considered morbidly obese and have a great deal of difficulty
achieving the glycemic goals.

Does the patient have a serum creatinine > 1.5 mg/dL(132.6 umol) obtained

within the previous 2 months?

12.

13.

14.

15.

16.

Since this is the upper limits for starting a patient on metformin, all patients
should have a serum creatinine below this level to insure they can have any of the
glycemic treatments allowed in the trial to achieve their goals.

Does the patient have a transaminase level > 2 times the upper limit of normal or
active liver disease within the last 24 months?

Due to numerous medications used by these patients, it will be important to
exclude people with active hepatitis cirrhosis and other causes of abnormal liver
function studies.

Is the patient unwilling to do capillary blood glucose self-monitoring or
unwilling to inject insulin?

It will be necessary for all participants, several times a day, to check their blood

glucose levels at home and may be necessary for many participants to use insulin to
achieve their glycemic goals.

Is the patient currently participating in another clinical trial?

Patients cannot be enrolled into ACCORD if already participating in another
interventional clinical trial. Observational studies are acceptable. The screenee must
wait until the completion of his or her activities in the other clinical trial before they
may participate for ACCORD.

Is the patient living in the same household as an already randomized ACCORD
participant?

People that reside in the same houschold cannot both be randomized into
ACCORD.

Are there any factors likely to limit adherence to the trial interventions?

Examples would be dementia, history of alcohol or substance abuse in the last
five years, plans to move or travel extensively within the next two years, history of
unreliability in taking medications or keeping appointments, inability to commit to
regular clinic visits over the course of the trial, significant concerns about
participation in the study from the spouse, significant other, or family members, or
lack of support from the primary health care provider. If the patient has any of these
problems, please check (yes) and exclude the patient.

The importance of adherence to the protocol is crucial to the success of
ACCORD. A patient may be eligible by all other criteria and will sign a consent
form but be likely to subsequently refuse to take the prescribed medications or attend
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clinic visits. It is in the patients’ best interest as well as the study’s that you evaluate
their long-term commitment to carrying out the protocol.

17. Has the patient signed the informed consent for the ACCORD trial?
The full trial informed consent MUST be signed prior to or at Screening Visit 2
(the beginning of the run-in period).

18. Does the patient have recurrent requirement for phlebotomy or transfusion of
red blood cells?
If yes, the patient is ineligible. Phlebotomy or transfusion changes the average life
span of a red blood cell, limiting the hemoglobin HbAlc¢ as an indicator of diabetes
control.

3.2.1 Additional Eligibility Criteria for Participants in the Lipid Component of
ACCORD

Patients cligible for the glycemic component of the trial will also be eligible for
the lipid component:

e [fthe LDL-C 60 < 180 mg/dl (1.55 mmol/l to 4.65 mmol) within the last 12 months,
if not on lipid-lowering therapy or, if on a lipid therapy, less than the drug/dose-
specific-cutpoints identified in Table 5.1 of Chapter 5 of MOP and on the Lipid
Screening Form.
and

e HDL-C less than 55 mg/dl (1.42 mmol/l) within the past 12 months for women or
Black/African-Americans or HDL-C less than 50 mg/dl (1.29 mmol/l) for all other
gender-race groups

and

e Fasting triglycerides <750 mg/dl (8.47 mmol/l) within the last 12 months untreated or
<400 my/dl (4.52 mmol/l) on lipid treatment.

NOTE: If these lipid values are obtained from a medical record, it should be
documented as a fasting value. However, if the state is unknown and if the triglycerides <
750, the recorded values may be used. If the triglycerides > 750, then a fasting sample
needs to be drawn.

If 2 or more values are available in the medical record, the most recent value takes
precedence.

The rationale for this limit is that patients with higher LDL-C often will require
cither the maximum dose of a statin (which might place them at higher risk for adverse
events if randomized to a fibrate) or more than 20 mg of simvastatin to reach LDL-C
goals. Thus, participants with baseline LDL-C levels > 170 mg/dl (either untreated or
estimated from the level on treatment) will be ineligible for the ACCORD lipid

Chapter 3 — April 11, 2005 11



intervention. The rationale for the HDL-C limits is that increasing HDL-C may have
little effect among participants in whom HDL-C is already high. The triglyceride limits
were selected for participant safety.

The additional exclusion criteria for the lipid intervention are:

e known hypersensitivity to statins or fibrates

e requirements for use of erythromyecin, clarithromycin, or cyclosporine, systemic azole
antifungals, or nefazodone or trazodone

o refusal to stop current lipid lowering drugs

e history of pancreatitis

e untreated or inadequately treated thyroid disease

e women who are breast-feeding or pregnant

e documented previous occurrence of myositis/myopathy

e pre-existing gallbladder disease in participants who still have a gallbaldder (e.g.
history of gallstones)

SPECIAL NOTE: Do not forget that pregnancy and being of childbearing potential (and
not using an effective method of birth control) are exclusion criteria for the overarching
glycemia trial.

3.2.2 Additional Eligibility Criteria for Participants in the Blood Pressure
Component of ACCORD

Patients cligible for the glycemic component of the trial will also be eligible for
the blood pressure component: (See MOP Chapter 5, Section 5.3.1 for additional details)

e [fthe systolic blood pressure is between 130 and 160 mm Hg, inclusive, and
the patient is on 0, 1, 2, or 3 antihypertensive medications, or

e [fthe systolic blood pressure is between 161 to 170 mm Hg, inclusive, and the
patient is on 0, 1, or 2 antihypertensive medications, or

e I[fthe systolic blood pressure is between 171 to 180 mm Hg, inclusive, and the
patient is on 0 or 1 antihypertensive medication.

and

o If:
dipstick protein in a spot urine is <2+, or
the protein-to-creatinine ratio in a spot urine is <700 mg/gm creatinine, or
24-hour protein excretion is <1.0 gm/24 hours

For screenees who are not currently on blood pressure (BP)-lowering medication,
there must be documentation of SBP >130 mm Hg on at least 2 occasions.

NOTE: Blood pressure eligibility is determined at the screening visits. Once eligibility

has been determined, baseline values need not be consistent with the eligibility criteria
(i.e. a baseline blood pressure is allowed to be out of range).
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33 Tracking of Participants: Assignment of IDs and Acrostics
3.3.1 Overview

A label-generating program (called the Label Program) is contained on the
Clinical Site computer and generates participant ID labels. This program is the only way
that IDs can be obtained for participants in ACCORD. General descriptions of the
capabilities of this program are contained in Sections 3.3.2 and 3.11.1. Section 3.11.3
contains specific details on how to use the ACCORD Label Program and figures
containing examples.

Participant ID’s take the form ABBC#####, where A is a number that references
the Clinical Center Network (CCN) number, BB is a number that references Clinical Site
(CS) number within CCN, and C##### i1s a 5-digit number preceded by an alphabetical
character that references the participant within the study. A participant’s ID follows the
participant throughout ACCORD screening and follow-up visits. If a participant changes
CCN or C8S, then the first two prefixes (A and BB) will change to reflect the new status.
Specifically, the last 6 digits of an ID will follow a participant throughout the study.

Clinical Site’s are assigned a unique block of screening IDs used by the Label
Program to generate labels. When using the Label Program, ID’s for use in initializing
participants into the study will be obtained from pages of labels containing 30 unique
participant IDs (screening labels). An example of a valid ACCORD ID is 101A00001.
This number would reference a participant screened in CS #01 within CCN #1.

An identifying acrostic will also be used within clinics to aid in situations where
pages of forms become detached from the remainder of forms. The acrostic will consist
of the first three letters of the last name, plus the first two of the first name, plus the
middle initial. It should be hand written on the top of every form. If there is no middle
initial, then the acrostic should be filled with a dash "-". An example of a valid acrostic
for John S. Smith would be "smijos". If Mr. Smith did not have a middle initial, then the
acrostic would be "smijo-".

You will be able to print additional labels containing a participant’s ID. These
can also be placed on each page of multi-page forms if placement of the labels does not
interfere with data that has been written on the form.

3.3.2 Obtaining an ID for a Participant

The first step in assigning participant IDs requires you to print screening label
batches or pages. The thirty sequential screening labels specific to each CS is printed per
page. Each label contains a unique participant ID and a barcode that can be scanned.
Each participant that is screened is given a screening label to be placed on the
participant’s Inclusion/Exclusion Summary Form.
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When printing these labels you must identify the number of batches (pages) of 30
labels that should be generated. Once a page of unique IDs has been printed, you will be
unable to reprint this group of unique participant IDs.

3.4  Existing populations in the clinical center practices

Medical record searches or reviews of existing data bases can be done initially by
setting up the searches using the variables that match with the final list of the
inclusion/exclusion criteria. Additional “hand searches” may be necessary using the remaining
inclusion/exclusion criteria not already part of the data base but part of the patient’s existing
clinical record. It is expected that all or most all of the inclusion/exclusion criteria will be
available in the medical record. Medical record review will be used to begin the process of
completing the Inclusion/Exclusion Summary Form, the Blood Pressure Trial Screening Form
and the Lipid Trial Screening Form.

35 Individuals recruited outside existing clinical center practices

Individuals identified by any media strategy or are otherwise identified outside of the
practice of the clinical center will have to be appropriately screened. While it is recommended
that no general screening of the population for abnormal fasting glucose levels be entertained
until all other approaches are substantially exhausted, referrals from health fairs or community
screenings conducted by others may be a useful source. The Inclusion/Exclusion Summary
Form, the Blood Pressure Trial Screening Form and the Lipid Trial Screening Form can also be
used to screen potential participants by telephone to determine who might be asked to attend a
screening visit.

3.6  The Screening Visit

Participants will be scheduled to attend the initial screening clinic visit.
Participant will be instructed to fast for Lipid profile if applicable and should bring
current medications, any SMGB records, support person or significant other to the visit.
During the visit, the following procedures will be conducted:

1. Review protocol and obtain full-scale informed consent.

2. Review all data collected during the prescreening process with the participant.

3. Determine eligibility status for the Glycemia, Blood Pressure, and Lipid trials.
a. Review and record all current medications.

b. Check BP, height and weight for use in screening.

4. Measure and record HbAlc. The qualifying HbAlc value must have been obtained
within 3 months prior to the randomization date. For screening purposes, obtain
HbA 1c values from the following sources:

e From medical records (value obtained within the last 3 months).
e From a local laboratory that holds a CLIA-certificate.
e From the ACCORD Central Laboratory

5. If provisionally eligible, explain the additional screening procedures to the
participant. If ineligible, thank the participant for his/her time. Refer to Tracking
Ineligible Screenees [See MOP Section 3.8]
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10.

11.

12.

Perform a phlebotomy to obtain blood samples, process and ship to the Local Lab for
measurement of ALT, creatinine, and lipid profile to determine eligibility criteria.
Measurements of ALT, and the lipid profile recorded in the clinical record during the
previous year may be used for eligibility purposes. Measures of creatinine levels must
be within 2 months of the anticipated date of randomization in order to determine
eligibility. If no creatinine level is available, one can be drawn at the screening visit,
which can be processed either locally or at the Central Lab. ACCORD does not
reimburse for local tests done to determine eligibility.

Measurement of microalbuminuria recorded in the clinical record during the previous
2 years may be used to determine eligibility purposes. A spot urine sample dipstick
test for proteinuria can be performed first to detect gross proteinuria. If negative and
needed for eligibility a urine sample will be obtained, processed and submitted to the
Local Lab for measurement of microalbuminuria. ACCORD does not reimburse for
local tests done to determine eligibility.

Results from an ECG done during the previous 2 years may be used for eligibility
purposes. An ECG will be obtained and reviewed locally as needed to determine
eligibility criteria.

If eligible at this time, proceed with Run-in (if necessary; see Section 3.9) as follows:
a. Instruct participants to measure and record SMBG values for the run-in period.

b. Dispense glucose meter, Screening Period Glucose Diary, and sufficient strips for
the run-in period. (US Sites follow the NetGroup Diabetic Services procedures
found at the end of this chapter.)

c. Make an appointment for the next visit. Instruct participant that the baseline visit
will take 2-3 hours or longer if assigned to substudy.

d. Remind participants to bring all their medications, logbooks, and meters to each
visit.

Complete the following forms and enter data as required:

a) Participant Contact Information Form

b) Inclusion/Exclusion Summary Form

¢) The Blood Pressure Trial Screening Form

d) Lipid Trial Screening Form

To save clinic time, it is recommended that the forms be completed and data entered
prior to the participant returning for the baseline visit.

If eligibility criteria not yet complete (awaiting lab values or medical records),
schedule Screening Visit 2 only when adequate documentation of criteria is available.

NOTE: For all potential participants who have an in person clinic visit for screening, the
minimum data collection and data entry for screening data are items 1 through 11 on the
Inclusion/Exclusion Summary Form. If the screence is eligible at that point, continue to
use the screening forms until the screenee is found to be eligible or ineligible and enter all
data collected.

3.7

Re-Screening Previously Screened Participants

If a patient has been screened previously for the main trial and found to be

ineligible, re-screening may be performed if in the judgment of the screener, the patient
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may meet the eligibility criteria at a later date. The patient will retain the same ID number
that was initially assigned for the main trial. No new ID number should be assigned.

If the patient was screened previously during the Vanguard Phase and is now
being re-screened for the main trial, a new ID number must be assigned to the patient and
retained for the remainder of the trial.

In instances where a patient is either re-screened or the screening process has
been prolonged (i.c., more than 1 month), all eligibility criteria should be reviewed and
updated if necessary. During this review, particular care should be taken to discern if
diabetes therapy changed or if any new CVD events or procedures occurred since the
time of initial screening. Remember that diabetes treatment must be stable for 3 months
or more, and no new CVD events or procedures should have occurred within 3 months of
randomization.

3.8 Tracking Ineligible Screenees

The Inclusion/Exclusion Summary Form is to be completed and data entered from
items 1 through 11 for patients who are enrolled in ACCORD. It has been designed to
serve as a worksheet to keep track of where potential participants are in the screening
process. It will also serve to collect limited data on individuals who are screened for the
study, but are not enrolled. These data will tell us some characteristics of the people who
were NOT eligible for the trial, a requirement for describing the trial to other researchers
and for journal publications.

For the Inclusion/Exclusion Summary Form for ineligible screenees, sites will be
instructed to:

e Complete items 1-11 on the Inclusion/Exclusion Summary Form for every patient
who comes in to the clinic for screening.

e [fthe patient is eligible through item # 11, continue until form is either complete
(and patient is eligible) or until ineligibility is found.

e All Inclusion/Exclusion Summary Forms (partially or fully) completed should be
data entered at the clinical sites.

3.9 Pre-Randomization Run-In Procedure

The extremely complex nature of the trial suggests that a pre-randomization adherence
screening measure would be useful. Potential participants will be asked to provide evidence
that they can routinely monitor their capillary blood sugars. This evidence may be from a diary,
a self-monitoring blood glucose (SMBG) device that they bring to the clinic, or, if such
retrospective data cannot be presented, then the screenee must prospectively go through a 2 to
4 week pre-randomization run-in period. If the data are obtained from a diary or from a SMBG
device, then at least 2 weeks data must be available and the screening visit cannot occur on the
same day as the randomization visit. Evidence of dietary and exercise regimen implementation
will be expected although formal criteria on these issues for randomization are not identified.
One recycling period should be allowed for appropriate indications in those individuals who
fail to complete the run-in period on the first attempt.
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If a prospective run-in is necessary, the patient should be instructed to take the
glucose diary home and complete it for each day documenting the two times they tested
their blood glucose each day and marking the value for each. An appointment will be
made for approximately two weeks later and the patient will return with the diary
completed. To be considered a good candidate for ACCORD, it is suggested that
blood glucose testing adherence be at least 80% of the prescribed times. Adherence is
calculated as:

Adherence = # times blood glucose is tested / # of times testing is expected

Ideally, the glucose meters used can be checked directly using the memory to assess
adherence to the times prescribed by the study staff.

3.10 Baseline Visit

Participants will be instructed to attend the clinic following an overnight fast
(since ~ 10 p.m. the previous evening) They should not take their glycemia or lipid
medications (if applicable) on the morning of this clinic visit but should be instructed to
bring their medications, glucose meter, SMBG records, and support person or significant
other with them. They should, however, take their blood pressure medication (with water)
prior to coming to clinic (if applicable). During the visit, the following procedures will be
conducted:

1. All data collected during the screening process will be reviewed.

2. Verify eligibility status for Glycemia, Blood Pressure, and Lipid trials (including
occurrence of events that may prohibit patient from participating).

a) Review and record all current medications including OTC and herbal remedies.

b) Review, evaluate and calculate the percentage of participant’s compliance with at
least 2 weeks of SMBG monitoring as part of the run-in procedures.

¢) Assure that the qualifying HbAlc¢ value was obtained within the last 3 months prior
to the randomization date.

If ineligible, the participant will be thanked for their time and dismissed from clinic.
4. Ifeligible, proceed with randomization process:

a) Verify that the full-scale informed consent form has been obtained and signed and

HIPAA authorization obtained.

b) Obtain and perform baseline history and physical exam, including demographics,
medical history, concomitant medications, weight, height, waist circumference,
visual acuity, and foot exam. Using the appropriate technique for the Omron
device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

c¢) Participants will be given the Health Utilities Index Form and instructed on how
to complete it. Verify that the participant completes all items before end of visit.

d) Verify that all information on the Inclusion/Exclusion Summary Form, Blood
Pressure Trial Screening Form, and Lipid Trial Screening Form is complete
and correct both on the forms and in the computer.

¢) Click “Randomize pt” on data entry screen. A pop-up screen will appear to
remind staff to provide the participant with Eye Sub-study and MIND Sub-study

(8]
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(Canada, Western, Minnesota/Towa, Ohio/Michigan, Northeast, and Southeast
CCNs) introductory materials.

f) Input the percent of participant’s report of compliance for SMBG.

g) Verify that the Baseline History and Physical Exam Form has been completed.

5. The participant will be assigned a treatment regimen. The randomization screen will
display this information and list target dates for the follow-up visits. It is
recommended that the participant’s treatment assignment and visit schedule be
printed out and filed in their research record.

6. All Participants: Blood samples will be obtained, processed and shipped to the
ACCORD Central Lab for measurement of HbAlec, Fasting Plasma Glucose,
Potassium, ALT, Creatinine, Lipid Profile, CPK and for storage of additional aliquots
(where approved).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Lab.

8. An ECG will be obtained and sent to the ACCORD ECG Reading Center. Retain a
copy for records.

9. Refer to appropriate randomization cell (Chapter 7) for further procedures required at
this visit.

NOTE: If ACCORD is dispensing any study therapy (for any of the 3 interventions)
to a participant, that participant is considered active and the respective
management forms should be completed.

3.11 Initialization of Data Entry

Scanning the label on the top of the form initializes data Entry of all forms. This
ensures that the ID is correctly placed in the database. Since both the label and the form
have the acrostic written on them, comparison of these two entries is a good check that
the correct label has been placed on a particular form. The data entry application checks
the encoded acrostic versus the one that is entered at the top of the form and alerts the
user if a discrepancy arises.

3.11.1 Initial Entry of Contact Information into the Label Program

Once a participant has been assigned a screening label, the next step is to enter the
participant contact information. It is necessary to enter a minimal amount of information
about the participant into the Label Program in order to generate labels for future visits.
The only required information for the Label Program to print participant visit labels is the
Patient ID, the acrostic, the date the form was completed and the identifier for the person
entering the data. Other participant contact information can be entered at this time in the
areas given. All the other information that is entered and saved can later be retrieved and
is only for the local use of the Clinical Site. It is to be entered only if the Clinical Site
finds this aspect of the program useful.

Chapter 3 — April 11, 2005 18



3.11.2 Printing of Visit-Specific Labels for Placement on Forms

After the participant contact information has been entered, the CS personnel have
the option of printing a page of labels. These labels have the participant ID, acrostic and a
visit ID encoded into the barcode. Also printed on the label will be the participant ID,
acrostic and visit ID that corresponds to the barcode for easy identification.

The labels are to be placed on the top of all forms and one can be placed on the
front of a participant’s chart to facilitate easy scanning of the participant ID for
generating labels for future visits.

3.11.3 Instructions for Use of the ACCORD Patient Identifier Labeling Program

1. Starting the Program

To start the ACCORD Label Program, use the mouse to place the cursor on the
fox face (icon) located on the clinic PC screen and double click to start the program.
This application is labeled “Shortcut to the acctrak™. A blue screen with a menu bar will
appear on the top of your screen. The first option on the menu bar will be “Action”.

2. Choices

When the “Action” option has been selected by clicking on it, seven choices will
appear. These choices include:

a) Print Screening Label Batches
b) Participant Contact Information
c) Print Participant Visit Labels

d) Print Participant Labels - Short
e) Software Setup

f) Print Software Setup Report

g) Exit

3. Printing Participant Screening Label Batches

The first step in assigning participant IDs requires you to print screening label
batches or pages. The page contains thirty sequential screening labels specific to each
CS. Each label contains a unique participant ID and a barcode that can be scanned. Each
participant that is screened is given a screening label to be placed on the participant’s
Inclusion/Exclusion Summary Form (see Chapter 21 Forms).

To print these labels:

a) Select the Print Screening Label Batches option

b) Enter the number of batches (pages) to Print

c) Click Print

d) Make sure label stock is correct and answer yes when prompted

Chapter 3 — April 11, 2005 19



Once a page of unique IDs has been printed, you will be unable to reprint this
group of unique participant [Ds.

Figure 1 shows the screen of the Label program that is used to print screening
labels and Figure 2 contains an example page of screening labels.

Figure 1. Screen for Printing Batches of Labels

. Accord Labeling Application

Action

Sheets are formatted to produce 30 labels per page.
Enter number of pages to print: I 1 3
Print Exit I

lStart| F¥inbox- | @Pam D | 9101100 | BrMicroso_|[@lAccord... [§ T @®D  1:36PM

Figure 2. Example Screening Labels (CCN=2, CS=02, Patients A00001-A00014)
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4. Entering Participant Contact Information

Once a participant has been assigned a screening label, the next step is to enter the
participant contact information. To enter the contact information, select the Participant
Contact Information option. [t is necessary to enter a minimal amount of information
about the participant into the Label Program in order to generate labels for future visits.
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Z0Z A

a0z A00007
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Z0OZAOOO11

Z0zA00013

ooool

20z A00002
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Z0zAa0001z

20z aA00014

The steps to entering contact information for a participant are:

a)
b)

©)
d)
e)
)

)
h)

The only required information for the Label Program to print participant visit
labels is the Patient ID, the acrostic, the date the form was completed and the identifier
for the person entering the data. Other participant contact information can be entered at
this time in the areas given. All the other information that is entered and saved can later
be retrieved and is only for the local use of the Clinical Site. It is to be entered only if the
Clinical Site finds this aspect of the program useful.

Select the Participant Contact Information option

Select Add to enter a new Participant ID (make sure your cursor is in the

Patient ID field)

Scan in Participant ID from the Screening Label

Type in the Acrostic

Type in the date that the form was completed

Identify who the information was entered by (assigned number)

Enter other contact information

Click Save

In order to retrieve a participant from the Participant Contact Information:
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a) Select the Participant Contact Information option
b) Select Find

¢) Scan in the Participant’s 1D

d) Select the Participant to be retrieved

¢) Click on Retrieve

Once the participant has been retrieved you may then edit the information by
clicking on Edit.

Figure 4a. Part A of ACCORD Participant Contact Information Form

. Accord Labellng Application [_ [=] x]
Action
Accord Particiy Contact Infor i Form
FPart A PartB
Patient I Acrostic I
Id
Date Form [ ;¢ Completed
Completed hy
1. Complete Legal Name
First | Middle |
Last Suffix
2. Address

Street Address
(PO Box and Apt.
Number)

City State / Zip /
Province pC
3. Te
Home I wWork I
Cell Phone | Pauerl

Add Edit rind Undo Exit

mStart| FSaccor | ®Pam | 5%[03] 0. | B Micro ,”;aAcco... [ " GRDOD 145 PM

Figure 4b. Part B of ACCORD Participant Contact Information Form

. Accord Labeling Application [_ (=]
Action
Accord Participant Contact Information Form
Pan A PartB
4. Fax I

5. Email I

6. SSN/SIN Nurmher ,I

7. Medicare Number or Health Insurance Number

8. Health Insurance Number

9: Date of Birth 10: Place of Birth
Er— City |
State / Country |
Province

M Start| FFaccor. | #®Paim..| 59(03) 0..| Br Micro.. |[aMAcco... [ @@ 1.47 PM
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5. Printing Participant Visit Labels

Once the participant contact information has been entered, the CS personnel have
the option of printing a page of labels that is visit specific for use on all forms filled out at
cach visit. These labels have the participant ID, acrostic and a visit ID encoded into the
barcode. Also printed on the label will be the participant ID, acrostic and visit [D that
corresponds to the barcode for easy identification.

To print participant visit labels for all visits, following the process listed below:

a) Select the Print Participant Visit Labels option

b) Scan any previous participant label

¢) Select the upcoming visit for the participant in the drop-down menu
d) Click Print Labels to print the page of visit-specific labels

The labels are to be placed on the top of all forms and one can be placed on the
front of a participant’s chart to facilitate easy scanning of the participant ID for
generating labels for future visits. Once labels are printed for a specific follow-up visit,
these labels will not be printed again unless the user enters a previous visit code and
overrides the decision of the computer.

Figure 5. Screen for Printing Participant Visit Labels
. Accord Labeling Application [_ [F]x]

Action

Enter Id to print visit labels.
| I R

Print LabelSI |

mStart| FFaccor | @Pam | 5#[03]0_| BFMicro_ |[gMAcco.. § TR8®® 14sPM
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Figure 6. Example Visit Labels for the 8-Month Follow-Up Visit
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6. Printing Participant Visit Labels - Short

The short participant visit labels are coded for the short visits (F00.5, FO1.5,
F02.5, etc.) only. All of the short visit labels are printed at one time. To print participant
visit labels for all short visits, follow the process listed below:

a) Select the Print Participant Visit Labels - Short option

b) Scan any previous participant label
c) Click Print Labels to print the pages of short visit-specific labels
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Figure 7. Screen for Printing Participant Visit Labels — Short

. Accord Labsling Application [_ [&] %]
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Enter Id to print visit labels.
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To Exit the Label Program

To exit the Label Program, click on Exif under the Action menu.
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Action to Contral Candiovascrdar Risk in Diabetes

AC CRRD NetGroup
Diabetic Services

ACCORD Blood Glucose Product Distribution
Program

Site Coordinator Information
(revised 07/21/04)

ACCORD has entered into agreements with Abbott Laboratories, MediSense
Products and NetGroup Diabetic Services for provision of Precision Xtra™
blood glucose monitoring supplies to ACCORD participants. Details of this
mail distribution program follow. The Participant Information Sheets
included in this mailing provide some additional detail as well.

e All participants who join this Program will receive a Precision Xtra
Blood Glucose Monitor. Precision Xtra Test Strips, MediSense Control
Solution and lancets will be shipped to each participant’s home on a
quarterly basis, regardless of their insurance coverage status. A new
spring powered lancing device will be provided to each participant every
six months and batteries will be provided every 12 months.

e Participants will be required to provide insurance information and sign an
Assignment of Benefits (AOB) form. NetGroup will submit insurance
claims for reimbursement. THE PARTICIPANT WILL NOT BE
BILLED FOR ANY SUPPLIES, OR FOR CO-PAYS OR
DEDUCTIBLES.

e ACCORD will provide meters, test strips and supplies to participants
who are verified as uninsured.

e NetGroup has received a Department of Health and Human Services
Advisory Opinion, which allows a waiver of co-pays and deductibles.
This waiver will be applicable ONLY for ACCORD study participants
who are participating in the NetGroup Distribution Program.

Site Coordinator Responsibilities

1. Provide each ACCORD participant with a Participant Information
Sheet (provided to sites by NetGroup).
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Assist study participants in completion of the Unified Form including
all necessary insurance information and signing the Assignment of
Benefits (AOB). NetGroup will provide all forms and instructions to
your site.

. Complete the physician information and medical order portions of the

Unified Form and obtain a physician/NP/PA signature, UPIN, DEA#
and date. Please note: If the participant is a member of the Vanguard
group and has already received an Xtra meter, please check the box
indicating “Vanguard meter provided” in the Notes/Special
instructions area (Section 4). Please note: For qualified participants
who don’t have insurance, please check the box indicating “PUI”
(Patient Uninsured) in the Notes/Special instructions area (Section 4).
Please note: For VA sites whose participant(s) does not have
insurance, please write VA in the Notes/Special instructions area
(Section 4). Falsification on these requests (indicating patient is
uninsured when they do have billable insurance) is a punishable
offense.

Fax completed forms to NetGroup via the ACCORD designated Fax
Line @ . The participant should receive their Precision
Xtra monitor and beginning supplies at their home within
approximately five (5) business days from receipt of the complete
form.

. Complete and return all NetGroup requests for shipment authorization

(Refill Request Forms) (once per quarter for each participant) and
renewal physician orders (annually).

If you need to change testing frequency prior to receiving an annual
renewal of physicians orders, simply call and a new
order will be faxed to you for documentation of changes. A blank DO
form has been provided if you prefer to complete and fax to NetGroup
instead of calling.

NetGroup Responsibilities

1.

Provide appropriate product quantities for each participant. Quantities
will be based upon the frequency of testing the physician has ordered.
Send shipments every three months to all qualified participants.

. Answer all participant and site personnel questions as received on the

800 number.
Provide each site with a monthly list of study participants who are due
to receive a quarterly shipment during the following month. Site
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coordinators will select all participants who should continue to receive
products and return the report to NetGroup.
5. Provide annual physician orders to sites for signature.

Qualified Participants who need a meter and supplies for run-in

1. Site Coordinators should contact NetGroup via telephone, email or fax
with the name and participant ID# immediately when a Run-In meter
1s dispensed. A replacement meter will be shipped to the site by the
next business day.

2. Determine that the patient has met all other eligibility criteria to be
randomized. All screening forms must be completed and the
ACCORD consent form must be signed. In addition, the patient must
also complete the patient information needed on the NetGroup form,
but this paperwork should not be sent in until after the run-in is

complete.

3. Provide the patient with a meter, strips and lancets to complete a 2
week run-in from the supply at your site. This run-in can be repeated
once if the patient does not demonstrate adequate SMBG testing.

4. If the patient passes run-in then randomization can occur and the
paperwork should be completed and mailed with “run-in meter
provided” checked in the Notes/Special instructions area (Section 4).
The rest of the form indicating frequency of testing should also be
completed. This will generate a replacement meter to be sent to your
site and will start the process of supplies going directly to the
participant. In order to expedite replacement, you may notify
NetGroup via fax, email or telephone. Please provide the patient’s
name and Participant ID#.

5. If the patient does not pass the run-in and will not be enrolled into
ACCORD, the patient still keeps the meter and vou should notity
NetGroup via fax, email, or telephone. Please provide the patient’s
name and Participant ID#. Your meter will be replaced at your site.
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Action to Control Candiovascudar Risk in Piabetex

ACC SZRD NetGroup
Diabetic Services

Blood Glucose Products Mail Distribution Program

Under an arrangement with Abbott Laboratories, MediSense Products, the
ACCORD study is able to make blood glucose testing supplies available to
all study participants, regardless of insurance status. Using the designated
mail distribution provider, NetGroup Diabetic Services, eligible participants
will receive a Precision Xtra" Blood Glucose Monitoring System and
quarterly home shipments of Precision Xtra Test Strips, lancets and
MediSense Control Solutions for the duration of their participation in the
study.

In this mailing you will find an ACCORD Site Coordinator Information Sheet that provides
details of this unique program. Please read it thoroughly to acquaint yourself with how
the program will work. This arrangement with MediSense makes it possible for all
participants to initially obtain a Precision Xtra Blood Glucose Monitor at no charge and
to receive ongoing supplies without responsibility for co-payments or deductibles related
to_slucose supplies. For those participants who do not have anv coverage for glucose
supplies, the study will be reimbursing NetGroup for the test strips provided. MediSense
and NetGroup will provide free meters, lancets and control solutions for this population.

Enrollment in the program is as simple as filling out the NetGroup Unitied
Form, a completed example of which is provided for you in the ACCORD
NetGroup Binder.

e Have the participant fill out the Patient Information (section 1).

e Have the participant complete the Patient Insurance Information
(section 2) OR attach a front/back copy of the participant’s insurance
card(s).

e Have the participant sign the AOB (Assignment of Benefits)
statement (section 6) if they have insurance.

e (Complete the Doctor’s Information (section 3).

e Fully complete the Doctor’s Order (section 7) and have it signed by a
physician, nurse practitioner or PA.
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e Send completed form to NetGroup in the postage-paid envelope
provided. Upon receipt, an initial shipment will be processed for each
participant and will arrive at their home by USPS Priority Mail.

If you were unable to attend one of the Glucose Product Mail Distribution
Program training sessions at the recent Investigator’s meeting in Charleston,
please contact NetGroup ( ) to request a training binder with
sample forms and complete instructions.

We are also providing copies of Participant Information Sheets. Every
ACCORD study participant should be given one of these to read prior to
completing the enrollment forms. This mail distribution program will be the
only way for ACCORD participants to have their glucose monitoring
devices and supplies provided by ACCORD. Any participant who elects to
continue obtaining glucose monitoring supplies through their usual retail
channels will also retain responsibility for all co-pays and deductibles.

Participation in this program is voluntary; however, you should be aware
of the benefits for both individual participants and for the Study in
general:

e Participants will not be responsible for co-pays or deductibles
related to glucose supplies as long as they are participating in the
ACCORD study.

e Participants who do not have coverage for glucose testing products
will receive all their needed supplies during the study.

A Special Note:

Some sites will have a site supply of meters, strips and lancets to address
the “2 week run-in” required prior to randomization for those people
who do not already have a meter of their own, and meet all other
eligibility criteria to enroll in ACCORD. Please refer to the Site
Coordinator Information Sheet for this process.
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Action to Controf Cardiovascrdar Risk in Diahetes

ACC RRD NetGroup
Diabetic Services

ACCORD Blood Glucose Product Distribution

Program
Participant Information

What is the Program?

The Program consists of mail delivery of blood glucose supplies to your home every
three months by NetGroup Diabetic Services. Approval for the waiver of co-pay which
was granted by the Department of Health and Human Services, has made this program
possible for individuals who have coverage. A claim will be sent to your insurance
provider for the supplies provided to you. There will be no billing for deductibles or co-
payments for glucose testing supplies because NetGroup has obtained an official waiver
from the U. S. Government. If it has been verified that you do not have insurance
coverage then ACCORD will also provide you with necessary strips and supplies.

Will I get any communication from my insurance company or Medicare?

Every time NetGroup files a claim on your behalf for the testing supplies it has shipped to
you, your insurance carrier will send you an Explanation of Benefits (EOB). This
document is intended to inform you whenever anyone files an insurance claim in your
name. IT IS NOT A BILL! This document is intended to prevent fraud and is for your
information and records only.

Why should I participate in this Program?
There are two very good reasons for you to participate.
1. The convenience of receiving all needed testing supplies right at your home.
2. People using the Program will not be responsible for any co-payments or
deductibles related to glucose testing supplies.

What is NetGroup Diabetic Services?

NetGroup is a diabetes supplies provider, that have been chosen by the ACCORD study
as the strips and supplies mail distribuor for ACCORD.

What brand of products will I be getting?

Chapter 3 — April 11, 2005 31



Each Program participant will receive a Precision Xtra™ Blood Glucose Monitor,
manufactured by Abbott Laboratories, MediSense Products. Quarterly supplies will
include Precision Xtra Test Strips, MediSense Control Solutions and lancets. Once
every six months you will also receive a new spring-loaded lancing device.

What quantity of supplies will I receive?

The number of test strip and lancets you receive will depend on the frequency of testing
ordered by your ACCORD physician when you sign up for the Program.

For example, if your physician wants you to test three times a day, you will need 270 test
strips and lancets each quarter (3 months). Since Precision Xtra Test Strips come in
boxes of 50, you will receive six boxes every three months. Lancets are packaged in
boxes of 100, so you will receive three boxes each quarter.

What information will I need to provide to NetGroup company?

Each ACCORD participant who has insurance coverage and wishes to benefit from the
Program must provide insurance information and give NetGroup permission to bill your
insurance (Assignment of Benefits). The ACCORD clinical sites will have standard
forms available for this purpose. After you have completed your information and signed
the form, the clinical site coordinator will obtain the doctor’s order information and
signature and send the completed packet to NetGroup. If we verify that you do not have
insurance, ACCORD will provide you necessary strips and supplies. Since this is a
voluntary program, if you are unable, or unwilling to provide the contact information
needed by Netgroup, supplies will not/can not be provided to you and you will be
responsible for obtaining glucose monitoring supplies at your own expense.

When will I get my Precision Xtra monitor and supplies?

Once your completed forms are received and processed at NetGroup, your order will ship
within 24 hours. It will be sent by US Postal Service Priority Mail and should arrive at
your home within approximately five (5) business days. Following this first shipment,
you will then receive a regular shipment of testing supplies every three months for as
long as you remain in the study.

What if I prefer to continue using my current glucose monitoring system?
If your ACCORD clinical site coordinator agrees, you may continue to use your current

system. However, you will have to obtain your testing supplies through your usual retail
channel and you will be responsible for payment of all co-payments and deductibles.
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4. Lifestyle Recommendations and Background Therapy
4.1 Overview

The lifestyle and background therapy section of the protocol addresses a broad range
of therapies for patients with diabetes. The Lifestyle and Background Therapy protocol
reflects national and (when available) evidence-based guidelines. These therapies are
recommended in order to foster high-quality diabetes care in all ACCORD participants.

The background therapy recommendations include smoking cessation counseling,
anti-thrombotic therapy, treatment of hypertension and dyslipidemia, use of angiotensin
converting enzyme inhibitors, and diabetes-related general medical care. Please refer to the
protocol (sections 3.5.c-g) for more extensive justification for these recommendations.
Making uniform recommendations in these areas is intended to reduce bias by increasing the
likelihood that background therapies that alter the risk of cardiovascular events, and that are
not being studied in ACCORD, are utilized equally across all study arms. The background
therapy recommendations should be provided to the participants and their physicians in
written form (see section 4.3.6 below). Background therapy is considered part of usual
recommended care for diabetes and, as such, is not covered by research study costs. The
delivery of these background therapies will be left up to the participants’ own physicians.

Lifestyle therapy, which includes medical nutrition therapy (MNT) and physical
activity, is intended as an adjunct to drug therapy. It is anticipated that both lifestyle and
medication interventions will be required to meet goals for glycemic control. Lifestyle and
MNT recommendations are equivalent between the intensive and standard treatment arms but
will differ in the intensity of reinforcement, as participants in the intensive treatment arm will
have more frequent follow-up visits. Counseling in both MNT and physical activity is
expected to be delivered by ACCORD staff.

General diabetes education should be carried out by the ACCORD clinics in
accordance with national standards for diabetes self-management education programs.
Clinics may use existing educational materials, but should avoid materials that give specific
A1C, blood glucose, blood pressure and lipid targets, as these may differ between treatment
arms in ACCORD. A general diabetes educational booklet entitled Type 2 Diabetes Basics
will be available in English, Spanish and French for use in ACCORD. Additional
educational materialssuitable for ACCORD participants in all treatment assignments are
available from the Coordinating Center, and clinics will receive a packet including a sample
of all items. These may be ordered individually using the form found at the end of this
chapter on p. 15.

4.2 Lifestyle Recommendations
4.2.1 Medical Nutrition Therapy (MNT)

The overall goal of MNT is to assist individuals with diabetes in making changes in
nutrition and exercise habits leading to improved metabolic (glucose, lipid and blood
pressure) control. MNT consists of dietary modification and weight management.
Participants in ACCORD should receive instruction in MNT at baseline and at least annually.
Instruction should be delivered by the ACCORD clinic staff (nutritionist, diabetes educator,
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or similarly qualified clinician.) The following recommendations and general principles will
apply to all participants in ACCORD, regardless of randomized assignment. However, as
stated above, participants randomized to the intensive glycemic control arm of the study may
receive more intensive reinforcement of MNT, due to more frequent follow-up visits.

4.2.2 Weight Management

Moderate weight loss (5-9 kg [10-20 Ib.], irrespective of starting weight, has been
shown in short-term studies to reduce insulin resistance, hyperglycemia, dyslipidemia, and
hypertension. Although long-term data assessing the extent to which these improvements
can maintained is not available, several strategies can be recommended:

1. Moderate calorie restriction (250-500 calories less than average daily intake as
calculated from a food history) and a nutritionally adequate food plan with a
reduction of total fat, especially saturated fat.

2. Spacing of meals in which calorie intake is distributed in 3 or more meals/snacks
throughout each day

3. Increase in physical activity (see section 4.2.4)

Participants who are considered overweight (BMI > 25 kg/m?) should be encouraged
to lose 10% of their current weight or 5-9 kg, whichever is less, over a 6 month period of
time. Once weight is lost, weight maintenance strategies should be implemented. Non-
overweight participants should be encouraged to maintain weight. Weight will be measured
at all clinic visits, providing an opportunity for feedback and counseling.

4.2.3 Dietary Modification

Dietary modifications will be recommended based both on glycemic control and
control and prevention of CVD risk factors common in people with diabetes. The main focus
of nutrition intervention will be the following three dietary components: carbohydrate, fat
and sodium. Recommendations will also be made for alcohol intake.

e Carbohydrate

Percent of calories from carbohydrate (sugars, starch and fiber) will vary and is
individualized based on the person’s eating habits, glucose and lipid levels, and weight.
Carbohydrate is the primary nutrient affecting blood glucose levels. Carbohydrate counting
is a widely used food planning method used to achieve blood glucose control. Through
controlling carbohydrate intake, or matching carbohydrate intake and insulin (exogenous or
endogenous), better blood glucose control can be achieved on a more consistent basis. The
total amount of carbohydrate consumed is more important than the source of the
carbohydrate. The application of the carbohydrate counting method of food planning differs
between insulin and non-insulin users.

For insulin users:

Carbohydrate intake is to be synchronized with the time-action of the insulin
regimen being used.
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For non-insulin users:
A moderate carbohydrate intake and spacing of meals (spreading nutrient intake,
particularly carbohydrate, throughout the day) is a strategy that can maximize the
effectiveness of an individual’s endogenous insulin production.

A comprehensive discussion of carbohydrate counting is beyond the scope of this
manual, however a few basic guidelines can be suggested. One ‘“carbohydrate choice” is
equivalent to 15 grams of carbohydrate. One slice of bread, 2 cup cooked pasta, 1 small
potato, %2 banana, 2 cup fruit juice, ¥4 cup Cheerios, 1 cup of skim milk, and 3 graham
cracker squares all contain about 15 grams of carbohydrate. Because people often
underestimate portion sizes, encourage the use of measuring cups or comparison to common
objects. For example, 2 cup of mashed potatoes is about the size of a tennis ball. To
maintain weight, most adult women need 3-4 carbohydrate choices per meal and 1-2 choices
per snack, while most men need 4-5 choices per meal and 1-2 choices per snack. This may
need to be adjusted downward for weight loss or upward for very active people.

e Dietary fat

The percent of calories from fat will also vary depending upon identified lipid
problems and treatment for glucose, lipids and weight. Guidelines from the American Heart
Association, National Cholesterol Education Program and American Diabetes Association
differ in some details, but the major points are in agreement. These can be summarized as:

If elevated LDL cholesterol is the primary concern and is persistently elevated above
100 mg/dl (2.58 mmol/l)), or if cardiovascular disease is present, the intake of foods with
cholesterol raising fatty acids should be limited. Lower LDL can be achieved by consuming:
o <7% of calories from saturated fats
the minimum amount of trans-fatty acids (partially hydrogenated vegetable oils)
<200 mg dietary cholesterol daily
~ 10% of calories from polyunsaturated fat
10-15% of fat calories from monounsaturated fat

People who are at a healthy weight and have normal lipid levels may consume a less
restrictive diet that contains:

[ ]
<10% of calories from saturated fats
the minimum amount of trans-fatty acids (partially hydrogenated vegetable oils)
<300 mg dietary cholesterol daily
~ 10% of calories from polyunsaturated fat
10-15% of calories from monounsaturated fat

If obesity and weight loss are the primary concerns, a reduction in total dietary fat is
recommended. If triglycerides and VLDL cholesterol are the primary concerns, moderately
increase the monounsaturated fat, keep saturated fat to <10% of calories, and moderate
carbohydrate intake to <50% of total calories. A total fat intake of 35% or less of energy is
recommended; however higher fat intakes may be justified on an individual basis.
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Food choices that are low in saturated fat and cholesterol include the following: skim
or 1% milk, fruits and vegetables, steamed rice, baked potatoes, grains and pasta, chicken
and turkey without skin, fish, and lean cuts of beef or pork. Meat should be trimmed of
visible fat before cooking, and skin should be removed from chicken and turkey. Sauces,
cream, and gravies should be skipped or used sparingly, as should butter or margarine on
vegetables, potatoes and bread. Substituting low-fat or non-fat versions of sour cream, cream
cheese, salad dressing, cheeses, lunchmeats and ice-cream should also be encouraged. Low-
fat cooking methods include baking, broiling or grilling using nonstick cookware and
cooking spray instead of oil, and saute’ing in broth or wine.

e Sodium

Dietary sodium intake should be reduced to less than 2400 mg/day for the ACCORD
study population and to less than 2000 mg/day for those with nephropathy.

High sodium foods should be avoided, including chips, nuts, lunch meats, most
canned foods, most fast foods, pickles and olives. Instead of adding salt to foods for flavor,
encourage trying pepper, lemon juice, mustard, garlic, spices and herbs. Emphasize choosing
more fresh foods - vegetables, fruits, grains, meats, and minimally processed foods.
Encourage more home preparation of foods and reading food labels to help make lower
sodium choices.

e Alcohol

It is recommended that trial participants limit daily alcohol intake to no more than one
ounce (30 mL) of ethanol for men and 0.5 ounce (15 mL) for women. One ounce of ethanol
is equivalent to 24 ounces (720 mL) of beer, (2 bottles of beer), 10 ounces (300 mL) of wine,
(2 glasses), or two ounces (60 mL) of 100- proof hard liquor.

e Dietary Assessment

The means of assessing overall dietary intake will be individualized to the needs and
abilities of the participants, as well as the resources of the ACCORD clinics. However, fat
intake patterns will be assessed in a subsample of participants at baseline, year 1, 36-months
and 48-months using the ACCORD Diet Questionnaire Form. Participants will be asked
to fill out this form to the best of their ability if they are selected on the day of randomization.
This sub-sample will be the same as the group completing the ACCORD Modified
CHAMPS Activities Questionnaire Form (see section 4.2.4). Both forms are self-
administered and are available in English, Spanish and French versions. They should be
completed by the participant at a clinic visit, and checked for correct completion by clinic
staff while the participant is in clinic. An acceptable alternative is to mail the forms to the
participant in advance of the visit, and to collect the forms at the visit after checking for
correct completion. Collection of the forms by mail after the clinic visit is discouraged, as
errors or misunderstandings will be difficult to correct.

4.2.4 Physical Activity

Physical activity is a crucial component of lifestyle therapy for diabetes; thus, at least
brief counseling for physical activity should be included in all clinic visits. Participants
should be encouraged to accumulate 30 minutes or more of moderate-intensity aerobic
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physical activity on 5 or more days of the week. Moderate-intensity aerobic activity is
defined as repetitive motion using large muscle groups that increases the heart rate to 50-70%
of maximal, is perceived as fairly light to somewhat hard, or is equivalent in perceived
intensity to brisk walking (3-4 miles per hour for most people, or walking "as if you are in a
hurry"). Maximal heart rate can be estimated by subtracting age from 220. For example, in a
60 year old the target heart rate range is (220 — 60) X (0.5) to (220 — 60) X (0.7), or 80 to 112
beats per minute. Persons on beta-blockers cannot use the heart rate criterion, as beta-
blockers prevent the increase in heart rate, so perceived exertion or comparable intensity to
brisk walking should be recommended.

Thirty minutes of physical activity may be accumulated in bouts of 8-10 minutes in a
24-hour period. Warm-up and cool-down activities should be encouraged. Participants
should be instructed to drink plenty of fluids, to wear socks and appropriate footwear, and to
inspect their feet on a daily basis. Clinics should develop and maintain lists of low cost or
free local resources for safe physical activity to provide to participants. Physical activity will
be assessed in a sub-sample of participants at baseline, year 1, 36-month and 48-month using
the ACCORD Modified CHAMPS Activities Questionnaire Form. This sub-sample will
be the same as the group completing the ACCORD Diet Questionnaire Form.

The general exercise prescription above may need to be modified for some
participants. The following groups of participants will need tailored instructions:

e ACCORD participants who do little or no physical activity at baseline should be
encouraged to increase their physical activity levels gradually, starting with
lower-intensity, shorter-duration, and less frequent activities (e.g., moderately
paced walking for 5 minutes twice a week) and increasing gradually over weeks
or months to moderate-intensity and longer-duration activities until the goal of 30
minutes or more of moderate-intensity aerobic physical activity on 5 or more days
of the week is achieved.

e Participants with proliferative retinopathy or peripheral neuropathy with loss of
protective sensation should be advised to avoid vigorous or strenuous exercise,
high-impact exercise (e.g., jogging, high-impact aerobics, racquet sports,
competitive sports), or weight training. For those with advanced peripheral
neuropathy and loss of protective sensation, recommended exercises include
swimming, stationary cycling, and rowing.

e For ACCORD nparticipants beginning an unsupervised exercise program or
increasing their intensity of physical activity, screening for coronary heart disease
should be considered. Persons continuing their current regular physical
activity or increasing duration of activity at the same intensity do not need
this screening. The recommended screening is an exercise stress test, or
documentation of an exercise stress test within the previous 3 months, that is
negative for ischemia and significant arrhythmias at a workload of 4-5 METS
(i.e., moderate intensity, equivalent to brisk walking).

e Persons experiencing symptoms of ischemia during physical activity should
undergo diagnostic evaluation.
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4.2.5 Counseling approaches for behavior change

Behavioral counseling approaches are designed to help patients make changes in their
lifestyles in order to achieve the recommendations for diet, physical activity, and weight.
The underlying principle of these counseling approaches is to engage in an interchange
where counselor and patient work together toward a common goal. The counseling is highly
individualized based on the particular patient’s motivation, past experience, knowledge, and
personal circumstances.

Behavioral approaches shown to be effective include self-assessment, goal setting,
self-monitoring, identifying barriers and influences, problem solving, and receiving feedback
and reinforcement. A brief description of these approaches follows along with a description
as to how to combine them.

Self-assessment: The patient determines their current motivation for making behavior
changes. They also determine their current diet and physical activity behaviors and weight
status and how close they are to the recommendations. Keeping a record of current diet and
physical activity patterns is part of the initial self-assessment. Many people do not realize
what their actual behavioral patterns are without engaging in some directed self-assessment
activities. For example, one patient may not realize that she snacks in front of the television
every evening until she writes down everything she eats and when and where she eats it.

Goal setting: The patient sets individualized, realistic goals for their diet and physical
activity behaviors and their weight. For example for diet, one patient may select switching
from whole milk to low-fat milk to reduce his/her calories from fat; another patient may
select eliminating desserts. For physical activity, one patient may select walking for five
minutes each day to start becoming more active, while another patient may select swimming
twice a week. For weight, one patient may select calorie restrictions that should result in
losing 2 pounds in the next month; another patient may decide not to work on weight yet, but
to focus on achieving a more healthful diet. There are more successes in behavior change
when small, achievable goals are selected first and then increased gradually to achieve the
recommended diet and physical activity behaviors. Goal setting is revisited at each session.

Self-monitoring: Self-monitoring consists of keeping regular records of one’s own
behaviors, such as diet and physical activity patterns, or one’s own weight. Diet and physical
activity diaries can be kept by writing down everything an individual eats for 3 days in a row,
or writing down all the moderate-to-vigorous physical activities he/she does for a week.
These diaries should not only include what is eaten, or what activities are performed, but the
time of day and context (for example, in the evening in front of the television, or after work).
Self-monitoring helps the patient and counselor determine the patient’s progress toward goals
and identify specific issues that might need to be addressed. For example, one patient may
see that she never completes her 15-minute walk on weekdays after work because her work
demands are too high. This recognition can help the patient identify alternative approaches
to obtaining physical activity, for example walking first thing in the morning before she goes
to work. Continual self-monitoring has proven very effective in weight loss and in achieving
dietary and physical activity changes.

Identifying Barriers and Influences: The patient identifies any personal barriers they
might have to implementing changes, including lack of knowledge or skills, low motivation,

Chapter 4 — April 11, 2005 6



lack of social support, environmental constraints, etc. The patient also identifies any positive
influences that might aid them in making changes. Two common barriers/influences are
social support and environment. It is very difficult to make behavior changes in an
unsupportive social environment, and engaging a person’s spouse, other family member, or
friend in providing support may be very important. For example, a husband can provide
social support for physical activity by offering to go for a walk with his wife. It is difficult
for some people to ask for social support, so practice in asking can be incorporated into a
counseling session. The influence of the immediate environment is also very important. For
example, if a patient keeps a supply of potato chips and beer in the house, he is more likely to
snack on these when at home. Alternately, if grocery shopping is limited to only healthful
foods, unhealthful foods will not be available in the home to eat on a whim. Similarly,
buying exercise equipment and putting it in an obvious location, for example in front of the
television, is an environmental cue to exercise that has been shown to be effective.

Problem solving: Problem-solving to overcome barriers or to increase positive
influences follows the identification of the barriers and influences. The patient identifies
possible things that can be done and then selects viable options to try. For example, one
patient may say she cannot exercise because she has to take care of her grandchildren. One
possible way to overcome that barrier is to take the children to the park and walk with them
on the trails. The solutions should emanate from the patient, not be imposed by the
counselor.

Feedback and Reinforcement: Feedback is simply providing back to the patient a
description of what he/she is doing, e.g., describing the diet and physical activity patterns.
For example, you may review a patient’s diet diary with him/her and provide feedback that
he/she is still eating dessert every night. Feedback is nonqualitative. Reinforcement, on the
other hand, is a qualitative assessment of a patient’s actions by giving praise or a small
reward for goals achieved or positive efforts. The counselor can provide verbal
reinforcement, and/or the patient can reinforce him or herself by some reward. For example,
a patient could treat herself to buying a new dress when she achieves her weight goal.

These various approaches are combined in regular, ongoing counseling sessions.
Each session should build on the previous one, and the sessions should continue throughout
the patient’s treatment. If the patient achieves the goals, then the sessions should focus on
maintaining the changes. The effective use of behavioral counseling is an “art” and requires
practice, but here is one scenario for the first three sessions.

Session 1: Self-assessment

Identify motivation for making changes

Have the patient start keeping track of their diet and physical activity behaviors in a
diary

Session 2:

Review self-assessment diaries
Reassess motivation

Set short-term goals

Identify barriers to achieving the goals
Problem solve

Start self-monitoring
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Session 3:

Review self-monitoring results

Assess progress toward the short-term goals
Provide feedback and reinforcement

Identify barriers and influences

Problem solve

Set new short-term goals, or confirm previous goals
Continue self-monitoring

In ACCORD, participants assigned to the intensive glycemic arm are scheduled to
have more frequent visits to the clinic than participants assigned to the standard-care
glycemic arm. Although the counseling approaches are the same in the two arms, the
counseling is provided more often to participants in the intensive arm.

4.3  Background Therapy
4.3.1 Smoking Cessation

Cigarette smoking will be ascertained at baseline on the ACCORD Baseline History
and Physical Exam Form and annually on the Annual Follow-up and Physical Exam
Form. All participants who are tobacco users should be strongly encouraged to stop using a
brief, unambiguous, strong and personalized message. Current smokers’ willingness to quit
may be assessed. Smokers who are interested in quitting may be provided with self-help
materials, referred to their regular source of medical care or a smoking cessation program, or
assisted by the ACCORD clinician.

4.3.2 Anti-thrombotic Therapy

Aspirin 75-325 mg daily is recommended for all ACCORD participants unless
contraindicated by allergy, bleeding disorder, recent GI bleeding or need for anticoagulant
therapy. Aspirin use will be assessed at baseline and annually thereafter.

4.3.3 Treatment of Hypertension and Dyslipidemia

Participants enrolled in the Glycemic/Lipid trial assignment will receive any
necessary treatment for blood pressure from their usual source of medical care. Similarly,
participants enrolled in the Glycemic/Blood Pressure trial assignment in ACCORD will
receive any necessary treatment for dyslipidemia from their usual source of medical care.
The recommended blood pressure and lipid goals for these patients are based on the
ACCORD investigators' synthesis of clinical trial evidence. In some cases, these may differ
from national consensus panel recommendations.

A blood pressure goal of < 140/85 mm Hg is recommended by ACCORD, as this
goal is supported by evidence for cardiovascular disease prevention. Lower blood pressure
goals are recommended for people with diabetes in guidelines from the Joint National
Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (<
130/85 mm Hg) and the American Diabetes Association (< 130/80 mm Hg).
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In ACCORD, an LDL-cholesterol goal of <100 mg/dl (2.58 mmol/l) is recommended.
This goal is the same as that to be recommended by the American Diabetes Association and
in the Adult Treatment Panel III of the National Cholesterol Education Program.

4.3.4 Angiotensin-Converting-Enzyme Inhibitors (ACE-Inhibitors)

ACE-inhibitors are recommended to reduce cardiovascular morbidity in people with
type 2 diabetes at high risk for cardiovascular disease. ACE-inhibitor use will be assessed at
baseline and annually thereafter.

4.3.5 Diabetes related general medical care
ACCORD participants should also receive diabetes related general medical care.

e  Visual acuity will be checked at baseline and annual visits in ACCORD. In
addition, all participants should receive an annual dilated eye and visual exam by
an ophthalmologist or optometrist. This is considered part of usual recommended
care for diabetes, and should be arranged by the participant’s usual source of care.

e All participants will receive a foot examination at least annually in the ACCORD
clinics. The standardized examination will include inspection for ulceration,
testing of ankle reflexes, testing of vibratory sensation and testing with a 10 gm
monofilament. Specific instructions for conducting the foot examination can be
found in MOP Chapter 9, Section 9.6.

e All participants should receive annual influenza vaccine and, if previously
unvaccinated, one dose of pneumococcal vaccine.

4.3.6 Communicating background therapy recommendations to the participant’s
usual source of medical care

For participants whose usual source of medical care is not an ACCORD clinic, it is
recommended that the ACCORD clinic PI send an introductory letter to the non-ACCORD
health care provider. The body of the letter will describe the participant’s assignment to
either the blood pressure or lipid trial. If the patient is not in the blood pressure trial the letter
will give the recommended ACCORD blood pressure goal (<140/85 mm Hg). Likewise, if
the patient is not in the lipid trial, it will give the recommended ACCORD LDL goal (<100
mg/dl [2.58 mmol/L]). Other national guidelines will be referenced. The letter will refer to
an abstract that describes the ACCORD trial and the other components of recommended
background therapy. It will close with an invitation to direct any questions or concerns to the
clinic PI. (See following examples)
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Example of a Background letter for a participant in the lipid trial:
Date

Dear Dr.

Your patient is participating in the ACCORD (Action to Control Cardiovascular
Risk in Diabetes) trial. A brief description of the trial is enclosed.

Your patient is participating in the glycemic control and lipid control portion of the trial.
Because of their high risk of cardiovascular disease, the ACCORD investigators recommend
that all trial participants receive the enclosed components of high-quality background therapy
under the supervision of their regular source of medical care.

Since your patient is not participating in the blood pressure portion of the trial, you will
continue to provide medical care related to blood pressure. The ACCORD investigators
recommend a blood pressure goal of <140/85-mmHg, based on their synthesis of clinical trial
evidence for cardiovascular disease prevention. This goal differs from the recommended
blood pressure goal for people with diabetes put forth by the Joint National Committee on
Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (<130/85) and the
American Diabetes Association (<130/80). You may wish to consider all these guidelines
when individualizing treatment for this patient.

Please do not hesitate to contact me if you have any questions about the ACCORD Trial, or
this patient’s participation.

Best regards,

XXXXXXX
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Example of a Background letter for a participant in the blood pressure trial:
Date

Dear Dr.

Your patient is participating in the ACCORD (Action to Control Cardiovascular
Risk in Diabetes) trial. A brief description of the trial is enclosed.

Your patient is participating in the glycemic control and blood pressure control portion of the
trial. Because of their high risk of cardiovascular disease, the ACCORD investigators
recommend that all trial participants receive the enclosed components of high-quality
background therapy under the supervision of their regular source of medical care.

Since your patient is not participating in the lipid control portion of the trial, you will
continue to provide medical care related to lipids. The ACCORD investigators recommend a
LDL-cholesterol goal of 100 mg/dl [2.58 mmol/L] or below, based on their synthesis of
clinical trial evidence for cardiovascular disease prevention. This goal is consistent with the
recommendation of the American Diabetes Association and the forthcoming
recommendations of the National Cholesterol Education Program for people with diabetes.

Please do not hesitate to contact me if you have any questions about the ACCORD Trial, or
this patient’s participation.

Best regards,

XXXXXXX
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Action to Control Cardiovascular Disease in Diabetes (ACCORD)
ABSTRACT

Patients with type 2 diabetes mellitus die of cardiovascular disease (CVD) at rates
two to four times higher than non-diabetic populations of similar demographic
characteristics. They also experience increased rates of nonfatal myocardial infarction and
stroke. With the growing prevalence of obesity in the United States, CVD associated with
type 2 diabetes is expected to become an even greater public health challenge in the coming
decades than it is now. Expected increases in event rates will be associated with a
concomitant rise in suffering and resource utilization. Despite the importance of this health
problem in the North American population, there is a lack of definitive data on the effects of
intensive control of glycemia and other CVD risk factors on CVD event rates in diabetic
patients.

The overall goal of the Action to Control Cardiovascular Risk in Diabetes
(ACCORD) trial is to address this challenge by testing three complementary medical
treatment strategies for type 2 diabetes to enhance the options for reducing the still very high
rate of major CVD morbidity and mortality in this disease.

The design is a randomized, multicenter, double 2 X 2 factorial design in 10,000
patients with type 2 diabetes mellitus. The trial is designed to test the effects on major CVD
events of intensive glycemia control, of treatment to increase HDL-cholesterol and lower
triglycerides (in the context of good LDL-C and glycemia control), and of intensive blood
pressure control (in the context of good glycemia control). All 10,000 participants will be in
the overarching glycemia trial. In addition, one 2 X 2 trial will also address the lipid
question in 5,800 of the participants and the other 2 X 2 trial will address the blood pressure
question in 4,200 of the participants.

The three specific primary ACCORD hypotheses are as follow. In middle-aged or
older people with type 2 diabetes who are at high risk for having a cardiovascular disease
(CVD) event because of existing clinical or subclinical CVD or CVD risk factors:

(1) Does a therapeutic strategy that targets a HbAlc of < 6.0% reduce the rate of
CVD events more than a strategy that targets a HbAlc of 7.0% to 7.9% (with the
expectation of achieving a median level of 7.5%) ?

(2) In the context of good glycemic control, does a therapeutic strategy that uses a
fibrate to raise HDL-C/lower triglyceride levels and uses a statin for treatment of
LDL-C reduce the rate of CVD events compared to a strategy that only uses a
statin for treatment of LDL-C?

(3) In the context of good glycemic control, does a therapeutic strategy that targets a
systolic blood pressure (SBP) of < 120 mm Hg reduce the rate of CVD events
compared to a strategy that targets a SBP of < 140 mm Hg?

The primary outcome measure for the trial is the first occurrence of a major

cardiovascular disease event, specifically nonfatal myocardial infarction, nonfatal
stroke, or cardiovascular death.
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The ACCORD study is designed to have:

e 89% power to detect a 15% treatment effect of intensive glycemic control compared with
standard glycemic control,

e 87% power to detect a 20% treatment effect of lipid control through LDL-C treatment
and fibrates compared with lipid control using LDL-C treatment alone,

e 94% power to detect a 20% treatment effect of intensive blood pressure control compared
with standard blood pressure control.

Secondary hypotheses include treatment differences in other cardiovascular
outcomes, total mortality, microvascular outcomes, health-related quality of life, and cost-
effectiveness.

The 10,000 participants will be treated and followed for 4 to 8 years (approximate
mean of 5.6 years) at approximately 60 Clinical Sites administratively located within 7
Clinical Center Networks in the United States and Canada. Recruitment will occur in two
non-contiguous periods: an initial period that began in January 2001 for the Vanguard Phase
of the trial (during which 1184 participants were randomized) and then a subsequent period
beginning in January 2003 and ending in June 2005. Follow-up is scheduled to end in June
2009, with the primary results announced in early 2010.

Chapter 4 — April 11, 2005 13



Recommendations for Background Treatment in ACCORD Participants

Smoking Cessation
The Agency for Healthcare Research and Qualtiy guideline recommends the following steps:

1. ASK — each participant about tobacco use

2. ADVISE — smokers to quit using a brief, unambiguous, strong and personalized message

3. ASSESS - the smokers’ willingness to quit

4. ASSIST —smokers who express willingness to make a quit attempt by developing a quit
plan, encouraging adjunctive pharmacotherapy, and providing supplementary
materials

5. ARRANGE -- follow-up, either by a health care provider or in a specialized smoking
cessation program

Antithrombotic Therapy

Large-scale collaborative trials and meta-analyses of trials support the view that low-
dose aspirin lowers the rate of recurrent cardiovascular events in men and women with
diabetes and cardiovascular disease. The American Diabetes Association recommends low-
dose aspirin as secondary prevention and as primary prevention in adults over the age of 40
with diabetes and one or more cardiovascular risk factors. All of the ACCORD participants
will fall into one of these two categories. Aspirin is safe and effective across a dosage range
from 75-325 mg daily. Therefore, aspirin 75-325 mg daily is recommended for all ACCORD
participants unless contraindicated by allergy, bleeding disorder, recent gastrointestinal
bleeding or need for anticoagulant therapy.

Angiotensin-Converting-Enzyme Inhibitors (ACE-Inhibitors)

Evidence for the effectiveness of angiotensin-converting-enzyme (ACE) inhibition in
reducing adverse outcomes in patients with type 2 diabetes has been increasing, including
mortality and sudden cardiac death in acute MI and hospitalizations for CHF. There is no
clear consensus at the present time to use ACE-inhibitors over other antihypertensive
treatments for hypertension. However, the Heart Outcomes Prevention Evaluation Study
(HOPE) compared the ACE-inhibitor ramipril with placebo in participants at high risk for
cardiovascular disease and found a 25% reduction in the combined outcome of MI, stroke,
and cardiovascular death, which was not explained by the degree of blood pressure reduction.
The effect was significant in participants with and without diabetes. There is evidence that
ACE-inhibitors improve renal outcomes (nephropathy and albumin excretion) in type 2
diabetes. Therefore, the ACCORD study recommends ACE-inhibitors for reducing
cardiovascular morbidity and mortality in patients who have experienced acute MI,
congestive heart failure, nephropathy, and in patients with type 2 diabetes with at least one
additional risk factor for cardiovascular disease.

Diabetes Related General Medical Care
The following recommendations are based on guidelines of the American Diabetes
Association.

1. An annual dilated eye and visual exam by an ophthalmologist or optometrist.
2. An annual influenza vaccine and, if previously unvaccinated, one dose of
pneumococcal vaccine.

Chapter 4 — April 11, 2005 14



ACCORD Lifestyle Educational Materials

Order Form

Diet Items In English:

Check
Reguested ltem

Amount
Needed

Eat Right to Help Lower Your High Blood Pressure

My Food Plan

My Food Plan Made Easy

ACCORD Foed Diary

Fast Food Guide

Diet Items In Spanish:

Delicious Heart-Healthy Latinc Recipes

Protect Your Heart - Lower Your Blocod Cholesteraol!

Cut Down on Fat - Not on Taste!

Cut Down cn Saltand Sodium!

Watch Your Weight

Mi Plan de Comidas (My Food Plan)

Diet Items with African American Focus:

Heart-Healthy Home Cocking (African American Style)

Be Heart Smart! Eat Fcods Lower in Saturated Fat/Chaoles.

Spice Up Your Life! Eat Less Salt & Sodium

Embrace Your Health! Lose Weight If You Are Overweight

Physical Activity ltems:

Just Move

Stay Active and Feel Better! (English/Spanish)

Energize Yourself! Stay Physically Active (African American Focus)

Smoking Cessation Items:

You Can Quit Smoking

Kick the Smoeking Habit! {Spanish)

Refresh Yourselfl Stop Smoking {African American Focus)

General Diabhetes Care:

Hyperglycemia/Hypoglycemia Sheet

Diabetes & Stress

Fcot Care Dos and Don'ts
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5. Overview of Eligibility, Randomization, Available Drugs, and Treatment Algorithms
5.1 Overview

The ACCORD trial is being conducted to evaluate the effects of intensive glycemia control,
intensive BP control and raising HDL-cholesterol and lowering triglycerides in the context of LDL-
cholesterol treatment on cardiovascular disease (CVD) event rates in patients with type 2 diabetes. By
using three complementary medical treatment strategies for type 2 diabetes, ACCORD will help to
identify mechanisms for enhancing treatment options to reduce the cardiovascular morbidity and
mortality associated with this disease.

5.2 Glycemia trial (all 10,000 participants)
5.2.1 Glycemia Eligibility Criteria:

Participants with type 2 diabetes meeting the ACCORD eligibility criteria (MOP Chapter 3),
having given their informed consent and successfully completed the run-in phase, will be eligible for
randomization.

5.2.2 Randomization and Initiation of Glycemia Therapy

Eligible participants will be randomized to one of two different HbAlc strategies: a strategy
that targets a HbAlc < 6% (intensive group) versus a strategy that targets a HbAlc of 7.0% to 7.9%
(standard group). Treatment approaches, monitoring and follow-up of participants will be determined
by their randomization assignment and are described in MOP Chapter 7 by treatment assignment.

5.3 Blood Pressure Trial (a subset of 4,200 participants)

5.3.1 General Blood Pressure Eligibility Criteria (including which drugs are considered
antihypertensive medications)

Participants eligible for the glycemia component of the trial will also be eligible for the BP
component if:
1) SBP is between 130 mm Hg and 160 mm Hg, inclusive, and the patient is on 0, 1, 2, or
3 antihypertensive medications
OR
SBP is between 161 mm Hg and 170 mm Hg, inclusive, and the patient is on 0, 1, or 2
antihypertensive medications
OR
SBP is between 171 and 180 mm Hg, inclusive, and the patient is on 0 or 1
antihypertensive medication

AND

2) Dipstick protein in a spot urine is < 2+
OR
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The protein — to — creatinine ratio in a spot urine is < 700 mg/gm creatinine
OR
24-hour protein excretion is < 1.0 gm/24 hours

Screenees with BPs outside these parameters would be excluded from the BP intervention.

If previously untreated for hypertension, a participant should have documentation of SBP
readings > 130 mm Hg on at least two occasions (i.e., visit averages) by or at the randomization visit
in order to be eligible for the BP portion of the trial. Blood pressures obtained at the screening visits
may satisfy this requirement.

(See Section 5.3.1.1 for additional details for screenees not currently on BP medication).
There are no diastolic blood pressure (DBP) inclusion criteria.

For the purpose of eligibility, it should be noted that BP- lowering medications, even if given
for a purpose other than BP-lowering, are to be considered antihypertensive medications, such as:
Beta-blockers
Alpha-blockers
Alpha-beta-blockers
ACE-inhibitors
Thiazide diuretics
Calcium channel blockers (CCB).

Loop diuretics are considered blood pressure lowering medications if used at doses/frequency
known to reduce blood pressure, specifically:

e Furosemide greater than or equal to 20 mg BID

¢ Bumetanide greater than or equal to 0.5 mg BID

e FEthacrinic Acid: greater than or equal to 25 mg BID

e Torsemide: any dose

Nitroglycerine is not considered a blood pressure lowering medication.

For eligibility for the ACCORD Blood Pressure Trial, combinations of 2 diuretics (e.g.,
Maxide, Dyazide, and Moduretic) are considered one drug. However, for combinations of different
classes, each class will be counted as a separate blood pressure-lowering agent.

NOTE: Blood pressure eligibility is determined at the screening visits. Once eligibility has
been determined, baseline values need not be consistent with the eligibility criteria (i.e., a baseline
blood pressure is allowed to be out of range).

If an informed consent has been obtained and signed, medications may be adjusted prior to the
randomization visit to allow a participant’s BP to rise or fall to meet the BP criteria. After adjusting
the antihypertensive medication, no more than two visits will be permitted to allow a participant
to meet the entry criteria for the BP component of the trial.
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For those screenees that are on BP lowering medication at the ACCORD Screening visit, refer
to Figure 5.1. For those screenees not on BP lowering medication at the ACCORD Screening visit,
refer to Section 5.3.1.1 below and Figure 5.2. (It should be noted in Figure 5.2 that medications/doses
may be increased or decreased to see if screenee can become BP-eligible: e.g., if on 3 drugs, but SBP
< 130 mm Hg, stop a drug and see if BP comes in range. If SBP > 180 mm Hg and patient is on 1
drug, add 1-2 drugs to see if SBP can be within range).

5.3.1.1 BP Criteria for Screenees Not Currently on a BP-lowering Medication

For participants being screened who are not currently on blood pressure (BP)-lowering
medication, there must be documentation of SBP > 130 mm Hg on at least 2 occasions (per JNC VI
Guidelines), with the last screening visit SBP also being no greater than 180 mm Hg for the participant
to be eligible for the BP portion of ACCORD. Any one ACCORD screening visit SBP less than 130
mm Hg is sufficient to make participant ineligible for the BP portion of the trial, unless the participant
is rescreened.

If a participant, who is not currently on treatment for hypertension, presents at his/her first
screening visit and the average of their 3 SBP measurements is at least 130 mm Hg, the participant
will be eligible for the BP portion of ACCORD if one of the following criteria are met.

1. The current screening SBP is no greater than 180 mm Hg and one of the following conditions
is met:

a. Atleast one SBP > 130 mm Hg can be found in the screenee's medical record within past 3
months. The SBP documented in the medical record must not have been taken during an
acute event/illness.

b. Ifthere is no SBP > 130 mm Hg within the past 3 months documented in the medical
record, a second ACCORD screening visit will be required to determine eligibility for the
BP intervention. The SBP at the second screening visit must be at least 130 mm Hg and no
greater than 180 mm Hg for the screenee to be eligible for the BP portion of ACCORD. If
BP lowering medication is initiated prior to the second screening visit, the participant must
meet on-treatment SBP eligibility criteria at the second screening visit.

2. If the current ACCORD screening SBP is greater than 180 mm Hg, a second ACCORD
screening visit will be required to determine eligibility for the BP intervention, regardless of
the presence or absence of chart data regarding previous SBP values. The SBP at the second
screening visit must be at least 130 mm Hg and no greater than 180 mm Hg for the screenee to
be eligible for the BP portion of ACCORD. If BP lowering medication is initiated prior to the
second screening visit, the participant must meet on-treatment SBP eligibility criteria at the
second screening visit.

Otherwise, the participant is ineligible for the BP intervention.

Screenees not being treated with anti-hypertensive medications whose SBP is less than 130
mm Hg at their first screening visit are ineligible for the BP intervention.

Chapter 5 — April 11, 2005 3



If a second screening visit is required, the second screening visit cannot occur on the same day
as the first screening visit, although the time difference between the visits need not be 24 hours.

The randomization visit may occur on the same day and during the same visit as the 2nd BP
screening visit, but baseline BP must be determined separately from and subsequent to the 2nd
screening BPs.

If a screenee is not being treated for hypertension but is on BP-lowering medications for
another indication (for example, beta-blockers, alpha-blockers, ACE-inhibitors), then the SBP
eligibility criteria for persons on antihypertensive medication will apply.

5.3.2 Randomization and Initiation of Blood Pressure Therapy

Eligible participants for the BP component will be randomized to two different SBP goals: <
120 mmHg (intensive group) versus < 140 mmHg (standard group). The BP intervention will begin at
the randomization visit. The investigator may choose from among the available ACCORD agents. It is
recommended that the regimen include a drug class associated with reduced cardiovascular events in
diabetes (ACE-inhibitor, beta-blocker, calcium channel blocker or diuretic). Treatment approaches,
monitoring and follow-up of participants will be determined by their randomization assignment and
are described in MOP Chapter 7 by treatment assignment.
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Figure 5.1: Blood Pressure (BP) Eligibility Criteria for Screenees
on BP-Lowering Medication at ACCORD Screening Visit

Screenee
Not Eligible
For BP Portion

of ACCORD Mgrr(]a Alfvlc;:js

On No

Number of BP-lowering
Meds at Screening Visit*

Can rescreen if Go to Figure 5.2

changed to < 4
medications

On 1, 2or 3 Meds

Screening Visit
SBPt

<130 > 130 and <160 > 161 and <170 > 171 and <180 > 180
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Meds

1 or 2 Meds \V Med

Screenee Eligible
for BP Portion
of ACCORD°

# of BP 2 or 3 Meds
Meds

W
NV

Screenee
Not Eligible ya
For BP Portion
of ACCORD

NV N\~

Note: if a screenee is not being treated for hypertension, but is on a BP lowering medication for
another indication (e.g., beta-blockers, alpha-blockers, ace-inhibitors), then this medication also
counts as a BP lowering medication.

1 All official Screening Visit BP values are the average of 3 measurements

° Randomization Visit may occur during same visit as BP Screening Visit, but
baseline BP must be determined separately from and subsequent to screening BPs.
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Figure 5.2: Blood Pressure (BP) Eligibility Criteria for Screenees
Not on BP-Lowering Medication at ACCORD Screening Visit

Yes
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Screenee
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at later date

t BP recorded within 3 months of Screening Visit Date andchot associated with an acute event/illness

** 2nd Screening Visit cannot occur on same day as 1st Screening Visit,
although the time difference between the visits need not be 24 hours
° Randomization Visitmay occur during same visit as 2nd BP Screening Visit,
but baseline BP must be determined separately from and subsequent to screening BPs.
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5.4 Lipid Trial (a subset of 5,800 participants)
5.4.1 Lipid Eligibility Criteria
5.4.1.1 Lipid Inclusion Criteria

Participants eligible for the glycemia trial will also be eligible for the lipid component if their
screening lipids are:

a) 60 mg/dl < LDL cholesterol < 180 mg/dl (1.55 to 4.65 mmol/l) if not on lipid
lowering therapy during screening or_if on a lipid therapy, less than the drug/dose-
specific-cut points identified in the Table 5.1 below

AND

b) HDL cholesterol < 55 mg/dl (1.42 mmol/l) for women or Blacks/African
Americans, or HDL cholesterol < 50 mg/dl (1.29 mmol/l) for other gender- race
groups

AND

c) Fasting triglyceride < 750 mg/dl (8.47 mmol/l) untreated or < 400 mg/dl (4.52

mmol/l) on lipid treatment.

Screening lipids may either be measured at a local laboratory or obtained from medical
records. If obtained from medical records, use the most recent values recorded within the previous 12
months. If there are no lipid values recorded in the medical records within the previous 12 months, a
blood test must be performed by the local laboratory.

5.4.1.2 Lipid Exclusion Criteria

Participants eligible for the overarching glycemia trial will be ineligible for the lipid
component if the following exclusion criteria are found:

a) known hypersensitivity to statins or fibrates or history of intolerance to statins or
fibrates (depending on the nature of the reaction or reason for intolerance,
individuals with a history of intolerance to statin or fibrate other than simvastatin or
fenofibrate may be entered into the study at the discretion of the clinic investigator).

b) requirements for use of erythromycin, clarithromycin, cyclosporine, or systemic
azole antifungals, or nefazodone or trazodone.

c) refusal to stop current lipid lowering drugs.

d) history of pancreatitis.

e) untreated or inadequately treated thyroid disease.

f) women who are breast-feeding or pregnant.

g) documented previous occurrence of myositis/myopathy.

h) Pre-existing gallbladder disease (NOTE: If the gallbladder has been removed, this is
not an exclusion criterion)

SPECIAL NOTE: Do not forget that pregnancy and being of childbearing potential (and not using an
effective method of birth control) are exclusion criteria for the overarching glycemia trial. Women
should not become pregnant while taking statin or fibrate. If they do become pregnant while on these
medications, the medications should be discontinued and they should be referred to a GYN/OB
specialist for care.
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Table 5.1: LDL-C Eligibility Ranges for Screenees on a Lipid-Lowering
Agent (By Agent and Dose) (08/03/04 Revision)

In mg/dl, In mmol/L,

Estimated % the LDL-C Must the LDL-C Must
Lipid Lowering Agent Dose LDL-C Reduction Be Between (inclusive): Be Between (inclusive):
Atorvastatin (Lipitor) 2.5mg 25 45 - 135 1.16 - 3.49
Atorvastatin (Lipitor) 5mg 29 43 - 128 110 - 3.30
Atorvastatin (Lipitor) 10 mg 39 37 - 110 095 - 284
Atorvastatin (Lipitor) 20 mg 43 34 - 103 0.88 - 265
Atorvastatin (Lipitor) 40 mg 50 30 - 90 0.78 - 2.33
Atorvastatin (Lipitor) 80 mg 60 24 - 72 062 - 1.86
Simvastatin (Zocor) 5mg 26 44 - 133 115 - 3.44
Simvastatin (Zocor) 10 mg 30 42 - 126 1.09 - 3.26
Simvastatin (Zocor) 20 mg 38 37 - 112 096 - 2.89
Simvastatin (Zocor) 40 mg 41 35 - 106 092 - 275
Simvastatin (Zocor) 80 mg 47 32 - 95 0.82 - 247
Lovastatin (Mevacor) 10 mg 18 49 - 148 127 - 3.82
Lovastatin (Mevacor) 20 mg 24 46 - 137 118 - 3.54
Lovastatin (Mevacor) 40 mg 30 42 - 126 1.09 - 3.26
Lovastatin (Mevacor) 80 mg 40 36 - 108 093 - 279
Pravastatin (Pravachol) 10 mg 22 47 - 140 121 - 3.63
Pravastatin (Pravachol) 20 mg 32 41 - 122 1.06 - 3.17
Pravastatin (Pravachol) 40 mg 34 40 - 119 1.02 - 3.07
Pravastatin (Pravachol) 80 mg 40 36 - 108 093 - 279
Fluvastatin (Lescol) 20 mg 22 47 - 140 121 - 3.63
Fluvastatin (Lescol) 40 mg 24 46 - 137 1.18 - 3.54
Rosuvastatin (Crestor) 5mg 40 36 - 108 093 - 279
Rosuvastatin (Crestor) 10 mg 46 32 - 97 084 - 251
Rosuvastatin (Crestor) 20 mg 52 29 - 86 0.74 - 223
Rosuvastatin (Crestor) 40 mg 55 27 - 81 0.70 - 2.09
Rosuvastatin (Crestor) 80 mg 58 25 - 76 065 - 1.96
Ezetimbe (Zetia) 10 mg 17 50 - 149 129 - 3.86
Fenofibrate any 5 57 - 171 147 - 442
Niacin any 10 54 - 162 140 - 419
Resin any 10 54 - 162 140 - 419
All Others any 0 60 - 180 155 - 4.65

SPECIAL NOTE: The general exclusion (part IV, Chapter 3 of MOP) of transaminase level > 2x
upper limit of normal or history of liver disease also applies here.

For example, suppose a screenee is being treated with simvastatin 20 mg and a cholesterol absorption
inhibitor (ezetimibe). First note that the LDL-C limits for simvastatin/20 alone are 37 and 112 mg/dl
(0.96 and 2.91 mmol/l), and the LDL-C limits for ezetimibe alone are 50 and 149 mg/dl (1.30 and 3.67
mmol/l). The revised eligibility cut points for someone on these two drugs are 37 — 60 + 50 =27 mg/dl
for the lower and 112 — 180 + 149 = 81 mg/dl for the upper. (In international units, the revised cut
points would be 0.96 — 1.56 + 1.30 = 0.70 mmol/l for the lower and 2.91 — 4.68 + 3.87 = 2.10 mmol/l).
Thus, such an individual, the on-treatment LDL-C value for the study entry must be between 27 and
81 mg/dl, inclusive (or between 0.70 and 2.10 mmol/l, inclusive).

These calculations assume additive effects of the agents. Such subjects would also be required to meet
a serum triglycerides entry criterion of <400 mg/dl (4.4 mmol/l). Note that participants on combined
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fibrate and niacin therapy may have experienced substantial reductions in triglycerides. If the screenee
1s currently on 3 or more lipid lowering medications, contact your CCN’s Lipid Group representative
or the Coordinating Center for advice as to how to proceed.

Other agents: If a participant is on a lipid-lowering agent that is not listed in the table, the expected
percent reduction in LDL-C should be ascertained (e.g., from the package insert, if available, or
current PDR). Use the expected percent reduction to calculate lower and upper LDL-C cut point

critical values. To obtain the lower and upper critical values, multiply [1 - %Reduction/100 ] times
60 mg/dl (1.55 mmol/l) and 180 mg/dl (4.65 mmol/l), respectively. If you do not know the expected %
reduction for the current therapy or combination of therapies, contact your CCN’s Lipid Working
Group representative or the Coordinating Center for advice as to how to proceed.

5.4.2 Randomization and Initiation of Simvastatin and Fibrate/ Placebo Therapies

Participants who were on a lipid-lowering agent at screening must agree to stop treatment and
be changed to simvastatin.

The starting dose of masked fenofibrate/placebo medication will be determined by the
calculated glomerular filtration rate (GFR) using the baseline serum creatinine level and the
abbreviated MDRD equation (Levey 2003). Those participants with a baseline GFR >50
ml/min/1.73m* will begin at a starting dose of 160 mg of fenofibrate or identical placebo tablet. Those
with a calculated GFR between 30 and <50 will start at the reduced dose of 54 mg/day fenofibrate or
placebo (or will be placed on 160 mg tablet every other day if the 54 mg dose is unavailable). The
masked medication should be administered with the morning meal.

Participants in the lipid trial will have serum creatinine measured every four months during
follow-up. If the participant had started on the 160 mg dose of the masked medication, this dose will
be down-titrated if the participant’s estimated GFR falls between 30 and <50 mL/min/1.73m” on two
consecutive measurements taken four months apart. Participants with GFRs in this range will receive
either 54 mg/day (or 160 mg every other day) of fenofibrate or matching placebo.

If the estimated GFR falls below 30 mL/min/1.73m” at any time, the Coordinating Center will
notify the clinic site that a confirmatory blood draw for repeat estimated GFR will be required within 2
weeks. If the confirmatory estimated GFR is below 30mL/min/1.73m?, the masked study medication
will be permanently discontinued, regardless of fenofibrate or placebo assignment.

The starting dose of open-labeled simvastatin is 20 mg/day, administered once daily after the
evening meal or at bedtime. If the LDL-C is greater than 100 mg/dl (2.59 mmol/l) on two consecutive
follow-up visits, the daily dose of simvastatin will be increased to 40 mg.

During follow-up, if the LDL-C is > 120 mg/dl (> 3.10 mmol/l) on two consecutive
measurements following titration of simvastatin to 40 mg/day, the participant will be referred to their
own physician for individualized treatment.

The order of therapy will be simvastatin first (at randomization), with the fenofibrate/placebo
started at the next monthly visit (i.e., at the 1 month post-randomization visit). Participants and
physicians will be masked to the fibrate/placebo assignment, and to LDL-cholesterol, triglyceride, and
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HDL-cholesterol levels throughout the trial. This will be the only fully masked part of the ACCORD
study.

5.5 The Role of Insulin in the ACCORD Study

The document below is meant to be a discussion paper that can be provided to participants
prior to signing the consent form. It deals with anxieties that people may have about using insulin if
they are randomized to the intensive group. It also answers questions that they may have about using
insulin and could be a useful discussion document to ensure that patients have their insulin related
questions answered prior to being consented.
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ACCORD Information Sheet
The Role of Insulin in the ACCORD Study

The ACCORD trial will determine if glucose control that targets an Alc less than 6% - a level of
glucose control found in people without diabetes - will safely reduce cardiovascular risk for people
with type 2 diabetes. To do this, 5,000 people in North America are having their diabetes medications
adjusted to try and achieve a “normal, non-diabetic” level of 6%, and 5,000 people are having them
adjusted to maintain a level between 7% and 7.9%.

To achieve an Alc level below 6%, most participants assigned to the group targeting an Alc below
6% will need to take insulin to reach this goal. Because many people worry about taking insulin, and
fear it may be too hard, too painful, or too dangerous, everyone entering the trial should know several
things about insulin treatment today.

1) Taking insulin is not painful.

You can give yourself insulin using either modern insulin syringes or insulin pens. The pen devices are
easy to use and deliver the right dose accurately. Both the syringe and the pen use tiny, very sharp
needles which make the injection almost pain-free. You will find that injecting insulin is actually less
uncomfortable than doing glucose tests.

2) Taking insulin is not hard.

Most people only need one injection a day when they start insulin, using a new long-acting insulin
preparation called glargine. Later, more injections (before meals) are likely to be needed, but they can
be added one at a time and are also easy to take.

3) Taking insulin is safer than most people think.

Like other glucose lowering drugs, insulin can cause dangerously low blood glucose levels
(hypoglycemia). However, the use of newer insulin preparations in combination with oral treatments
leads to less hypoglycemia than the older insulin preparations. In general, hypoglycemia is much less
frequent in type 2 diabetes than type 1 diabetes. Also, the safety of ACCORD is being carefully
monitored by a group of experts outside of the study.

4) Taking insulin does not increase eye and Kidney disease — it actually reduces the risk of these
diseases.

5) Taking insulin does not increase cardiovascular risk -- and probably reduces it.

The reason we are doing ACCORD is to determine if vigorous treatment of type 2 diabetes, with
insulin and with other treatments, can reduce cardiovascular risk. There is no evidence at all that
taking insulin increases the risk of heart attacks or other vascular events.

6) Use of insulin in ACCORD is going smoothly.

We are now well along in doing the ACCORD trial. Experience so far suggests our assumptions about
the safety and effectiveness of insulin treatment for lowering blood glucose, and the way we are doing
it, are correct. We will be able to answer the question posed by the trial: will intensive treatment to
lower blood glucose levels with therapies that include insulin provide even more cardiovascular
protection than standard treatment?
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5.6 Treatment Options to Achieve an Alc < 6%

The document below was designed as a discussion document to be provided to people who
have questions about options that may be available to achieve a normal HbAlc. It may not be
appropriate for all participants, but for those participants who have high level questions, we thought it
would be a useful one for the sites to have.
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ACCORD Information Sheet
Treatment Options to Achieve an Alc Less than 6%

The ACCORD study will determine if lowering blood sugar (glucose) to normal will safely lower the
chance that people with type 2 diabetes will ever have a cardiovascular event (heart attack, stroke, etc.)
You have been assigned to the intensive treatment group. This means that we need to work together to
achieve normal blood glucose levels and an A level that is less than 6.0%. To do this, you will need
to know more about your diabetes and its treatment than you might ever have learned until now.

e People with diabetes have glucose levels that tend to be higher than glucose levels in people

without diabetes for 5 main reasons:

1. your pancreas may not make enough insulin during the night or between meals when you are
fasting;

2. your pancreas may not make enough insulin when you eat a meal;

3. your liver may pump too much glucose into your bloodstream overnight (when you are
fasting);

4. your muscles may not remove enough glucose from the bloodstream in response to the insulin
that is present;

5. glucose from foods that contain carbohydrates may be absorbed into your blood too quickly
after eating.

e We have drugs that attack each of these problems:

1. long-acting insulins like glargine (Lantus) or NPH take care of problem #1;
fast-acting insulins like aspart insulin or regular insulin, or certain pills such as repaglinide
(Prandin) or glimepiride (Amaryl) take care of problem #2;

3. the metformin (Glucophage) pill lowers the amount of glucose the liver makes and helps
problem #3;

4. pills like rosiglitazone (Avandia) or pioglitazone (Actos) help insulin move glucose into your
muscles and improve problem #4;

5. pills like acarbose (Precose) slow conversion of carbohydrates into glucose and help problem
#5.

e To achieve normal blood glucose levels, we usually have to use several of these 5 types of drugs
together. This is called “combination therapy”. In particular, insulin is usually needed and will
likely be started early in your ACCORD diabetes treatment. In fact, you can think of all the pills
as aids to the action of insulin in your body because insulin by itself is not enough to control
glucose levels in many people with type 2 diabetes. Remember, ACCORD is using insulin at an
earlier stage than is customary in many doctors’ offices to ensure that your body has enough
insulin to maintain normal glucose levels.

If you test your blood glucose frequently enough, you will be surprised and pleased at how close to
normal you can safely maintain your blood glucose levels.
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5.7 Randomization Visit

At or before the randomization visit, the investigator or study coordinator will data enter the
screenee's eligibility criteria for the glycemia trial and the lipid and/or BP trial. The trial's main
computer at the Coordinating Center will review the eligibility (inclusion and exclusion) criteria for
each intervention and verify that a signed informed consent has been obtained. Using the web-based
data entry system, the participant can then be randomly assigned to each of the intervention arms. The
assignments for the Glycemia Trial and the Lipid or BP Trial are as follows:

Glycemia: intensive versus standard control

Lipid trial: fibrate versus placebo (masked)

BP trial: intensive versus standard control.

Only the lipid trial assignment will be masked from both the study personnel and participant.

Following the randomization process, the remainder of the visit will be completed per
randomization cell in MOP Chapter 7.

The glycemia interventions and lifestyle recommendations (Chapter 4) will begin at
randomization. Participants in the BP component will also begin the BP interventions at
randomization. The first doses of the study drugs should begin the day of randomization. All
glycemia and, if necessary, blood pressure drugs should begin on that day. For Lipid Trial participants,
simvastatin should also begin on the day of randomization, with the blinded fibrate/placebo beginning
at the one- month follow-up visit.

5.8 Drug Accountability

Information on study drug ordering, receiving, packaging, storage, disposal and accountability
records will be provided by the study Drug Distribution Center and is described in MOP Chapter 17 —
Central Drug Distribution Procedures.

5.9 Trial Medications

Tables 5.4, 5.5, and 5.6 list the study medications (and doses) that are available for the trial
though the Drug Distribution Center.
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Table 5.4: Glycemia Medications Available for ACCORD

(01/15/01)
i Trade Name(Canadian Names in .
Drug Class Generic Name Parentheses Strength Dosing
sulfonylurea glimepiride Amaryl 2mg QD
sulfonylurea glimepiride Amaryl 4mg QD
metformin metformin 500mg QD-TID
metformin metformin 1000mg QD-TID
TZD rosiglitazone Avandia 4mg QD or BID
TZD rosiglitazone Avandia 8mg QD
meglitinide repaglinide Prandin (Gluconorm) 0.5mg TID w/meals
meglitinide repaglinide Prandin (Gluconorm) Img TID w/meals
meglitinide repaglinide Prandin (Gluconorm) 2mg TID w/meals
insulin insulin glargine Lantus 100U/ml QD
insulin aspart NovoLog (NovoRapid) 100U/ml VARIABLE
insulin human mixed Novolin 70/30 (NovoLog 70/30) 100U/ml VARIABLE
insulin human, zinc suspension Novolin L (NovoLog L) 100U/ml VARIABLE
insulin human NPH Novolin N (NovoLog N) 100U/ml VARIABLE
insulin human regular Novolin R (NovoLog R) 100U/ml VARIABLE
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Table 5.5: Lipid Medications Available for ACCORD

(01/15/01)

Drug Class

Blinded Med
Blinded Med

statin
statin

statin

Generic Name

placebo

fenofibrate

simvastatin
simvastatin

simvastatin

Trade Name

placebo

Tricor

Zocor
Zocor
Zocor

Strength

200mg
Smg

10mg
20mg

Dosing

oD
OD

OPM
OPM
OPM
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Table 5.6: Blood Pressure Medications Available for ACCORD

(01/15/01)

Drug Class

diuretic

diuretic

ACE-I
ACE-I

ACE-I
ACE-1
ACE-1

ACE-I
ACE-I
ACE-I

CCB(non-DHP)
CCB(non-DHP)
CCB(non-DHP)
CCB(non-DHP)

BB(cardiosel/non-ISA)
BB(cardiosel/non-ISA)
BB(cardiosel/non-ISA)

AIIRB
AIl RB
AIIRB
AIIRB

AIIRB
AIIRB

alpha-beta blockers
alpha-beta blockers
alpha-beta blockers
alpha-beta blockers

Generic Name

chlorthalidone
chlorthalidone

benazepril

benazepril

lisinopril
lisinopril

lisinopril

ramipril
ramipril

ramipril

diltiazem
diltiazem
diltiazem

diltiazem

metoprolol
metoprolol

metoprolol

candesartan
candesartan
candesartan

candesartan

valsartan

valsartan

carvedilol
carvedilol
carvedilol

carvedilol

Trade Name

Thalitone
Thalitone

Lotensin

Lotensin

Zestril
Zestril
Zestril

Altace
Altace
Altace

Cardizem CD
Cardizem CD
Cardizem CD
Cardizem CD

Toprol XL
Toprol XL
Toprol XL

Atacand
Atacand
Atacand
Atacand

Diovan

Diovan

Coreg
Coreg
Coreg
Coreg

Strength

15mg
25 or 30mg

10mg
20mg

10mg
20mg
40mg

2.5mg
Smg
10mg

120mg
180mg
240mg
300mg

50mg
100mg
200mg

4mg
8mg
16mg
32mg

80mg
160mg

3.125mg

6.25mg

12.5mg
25mg

Dosing

QD
QD

QD or BID
QD or BID

QD
QD
QD

QD
QD
QD

QD
QD
QD
QD

QD
QD
QD

QD or BID
QD or BID
QD or BID
QD or BID

QD
QD

BID
BID
BID
BID

Chapter 5 — April 11, 2005

Continued on Next Page




Table 5.6 (continued): Blood Pressure Medications Available for ACCORD

(01/15/01)

Drug Class Generic Name Trade Name Strength Dosing
reserpine reserpine reserpine 0.1mg QD
reserpine reserpine reserpine 0.25mg QD

vasodilator hydralazine hydralazine 25mg BID
vasodilator hydralazine hydralazine 50mg BID
vasodilator hydralazine hydralazine 100mg BID
alpha blocker terazosin Hytrin Img QD or BID
alpha blocker terazosin Hytrin Smg QD or BID
alpha blocker terazosin Hytrin 10mg QD or BID
loop diuretic furosemide Lasix 20mg QD or BID
loop diuretic furosemide Lasix 40mg QD or BID
loop diuretic furosemide Lasix 80mg QD or BID
ACE-V/diuretic benazepril & HCTZ Lotensin HCT 10mg/12.5mg QD

ACE-I/diuretic benazepril & HCTZ Lotensin HCT 20mg/12.5mg QD

ACE-I/diuretic benazepril & HCTZ Lotensin HCT 20mg/25mg QD

ACE-I/diuretic lisinopril & HCTZ Zestoretic 10mg/12.5mg QD

ACE-I/diuretic lisinopril & HCTZ Zestoretic 20mg/12.5mg QD

ACE-I/diuretic lisinopril & HCTZ Zestoretic 20mg/25mg QD

All RB/diuretic candesartan & HCTZ Atacand HCTZ 16mg/12.5mg QD

Al RB/diuretic candesartan & HCTZ Atacand HCTZ 32mg/12.5mg QD

All RB/diuretic valsartan & HCTZ Diovan HCT 12.5mg/80mg QD

Al RB/diuretic valsartan & HCTZ Diovan HCT 12.5mg/160mg QD

DHPccb/ACE-1 amlodipine & benazepril Lotrel S5mg/10mg QD

DHPccb/ACE-I amlodipine & benazepril Lotrel Smg/20mg QD

K sparing diuretic/thiazide triamterene & HCTZ Dyazide 50mg/25mg QD
betablock/diuretic metoprolol & HCTZ Lopressor HCT 100/25mg QD or BID
betablock/diuretic metoprolol & HCTZ Lopressor HCT 50/25mg QD or BID

5.8  Treatment Algorithms

Figures 5.3 to 5.5 represent the treatment algorithms for the Intensive and Standard
Glycemia groups.

Figures 5.6 to 5.7 represent the treatment algorithms for the Intensive and Standard Blood
pressure groups.
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No

Figure 5.3

Treatment Algorithm for Intensive Glycemic Therapy Group (Goal: HbA1c<6%)

Enter on 1 oral agent*

Enter on 2 oral agents*

Enter on no oral agent* | On SU On TZD On SU and On Metformin and On SU and TZD
Convert to On Met Convert to Metformin TZD Convert to Protocol
Protocol SU 5 Protocol TZD Convert to*ProtocoI SuU Convert to Protocol TZD Agents
A
Initiate SU and Initiate and titrate Initiate SU Initiate - titrate SU Titrate Metformin Titrate SU
MET P Metformin > Titrate Metformin > Consider Max » Titrate Metformin > Consider Max » Consider Max
Titrate Metformin

Action
required?

At maximal
Met dose?

Action
required?

At maximal
Met dose?

Action
required?

At maximal
Met dose?

Action
required?

At maximal
Met dose?

Action
required?

At maximal
Met dose?

Action
required?

At maximal
Met dose?

Action
required?

At maximal
Met dose?

Titrate SU l >I

Titrate SU

>| Titrate SU |

>I Titrate TZD |
if not max

>| Titrate SU |

Titrate TZD
if not max

>| Titrate TZD
if not max

Action
required?

At maximal
SU dose?

Action
required?

At maximal
SU dose?

Action
required?

At maximal
SU dose?

Action
required?

At maximal
TZD dose?

Action
required?

At maximal
SU dose?

Action
required?

At maximal
TZD dose?

Action
required?

At maximal
TZD dose?

¥ Yes
Add and Titrate 3rd agent
Titrate SU to max clinically effective dose
Titrate Metformin to 1000 mg BID
Titrate TZD to max dose

Intensive Therapy Group
Action required?
HbA1c>6% or SMBG data (>50%)
Pre meal > 100 mg/dl (5.6 mmol/l)
Post-meal > 140 mg/dl (7.8 mmol/l)

r
If clinically indicated may go straight to Insulin Therapy
For Insulin initiation and/or adjustment, go to Figure 5.5.

may be substi d for SU if

appropriate
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Figure 5.4:
Treatment Group Algorithm for Standard Glycemia Therapy Group (Goal: HbA1c 7% to 7.9%)

Start Here:
Check HbA1c
Optimize MNT and
Increase 1 Agent by 1 Dose
N
HbA010 ° S Increment OR
<9% Optimize MNT and
Add an Agent if indicated
Yes
Optimize MNT OR
N N\ Increase 1 Agent by 1 Dose

Increment OR

Optimize MNT X 1-2 Months Add an Agent if Indicated

and Repeat HbA1c

No Action
/| Required

STEP A

Repeat
Any Severe Hypoglycemia Hbi1c Return to
OR Next Visi STEP A
Symptomatic Hypoglycemic Episodes > 1/wk ext Visit
OR
>50% of CBG Levels <90mg% (5 mM)
OR

Adverse Effects of Drugs

HbA1c
<6.5%
On Insulin or Secretagogue
OR . No Action
Any Symptomatic Hypoglycemia Required
OR

Any CBG <90mg% (5 mM

Reduce Dose of a
Glucose Lowering Drug
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Figure 5.5:
Use of Insulin for Participants On Maximal Oral Therapy

FOR INTENSIVE GROUP
PARTICIPANTS

Add Evening Glargine;
Start @ 10 U or 0.2U/kg/day

9

Titrate Dose

On Insulin
> 0.5U/kg/

| Stop Secretagogue|

Add/titrate Aspart/
Lispro (or R)
before 1,2, or 3
meals, as needed

Adjust
pills or
insulin as
needed

FOR STANDARD GROUP
PARTICIPANTS

Add Evening NPH;
Start @ 10 U or 0.2U/kg/day

NZ

No Change

Adjust
pills or
insulin as
needed

No Change

Titrate Dose

Adjust
pills or
insulin as
needed

Reduce/
stop
Insulin
Stop Secretagogue; or one
Add AM NPH oral med
Titrate Insulin N\/
Dose(s) as 0
Needed Change
Adjust
pills or
insulin
as
needed

Add/titrate R

at Bkfst/Dinner

*Doing well: no severe hypoglycemic or adverse event or no reason to reduce therapy (as described in Figure 5.4)

Chapter 5 — April 11, 2005

21



Figure 5.6: Treatment Algorithm for Intensive Blood Pressure Group
(Goal: SBP <120 mm Hg)

Start Here

Monitor as Designated
Through Follow-up

Continue Therapy**

You must :
A) Add Therapy Not Already

in Use*™* (ACEI*,
thiazide,3-blocker, CCB,
reserpine, or g-blocker)
AND
B) See participant monthly
until SBP<120 mm Hgt

Is This a
Milepost
Visit?

No

You must:

A) Titrate or Add Therapy Not
Already in Use*** (ACEI*, thiazide,
3-blocker, CCB, reserpine, or

o-blocker)
AND
B) See participant monthly until SBP<120
mm Hgt

*

ARB can be considered as a substitute for participants who do not tolerate ACEI therapy
** Unless side effects warrant change in therapy

*** Consult with the Clinical Center Network before adding a fifth antihypertensive medication
T or until a clinical decision is made that therapy should not be increased further

Chapter 5 — April 11, 2005



Figure 5.7: Treatment Algorithm for Standard Blood Pressure Group
(Goal: SBP <140 mm Hg)

Start Here

Monitor as Designated
Through Follow-up

Is
SBP<130 mm Hg
at this visit?

No Yes

Is
SBP <135 mm Hg
on 2 consecutive visits?

Yes >'| Step-down |—>

Titrate or Add Therapy
Yes | Not Already in Use***
(ACEI*, thiazide,
3-blocker, CCB,
reserpine, or g-blocker)

Is SBP > 160 mm Hg
at this visit or
>140 mm Hg on
2 consecutive visits?

\I/ No
Continue Therapy™*

*

ARB can be considered as a substitute for participants who do not tolerate ACEI therapy
** Unless side effects warrant change in therapy
*** Consult with the Clinical Center Network before adding a fifth antihypertensive medication
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6. Adjusting Therapy and Dealing with Side Effects for all Three Interventions
6.1  Glycemia Intervention
6.1.1 Overview

One of the key aims of the ACCORD study is to determine if a therapeutic
strategy that targets a HbAlc of < 6.0% reduces the rate of cardiovascular disease (CVD)
events more than a strategy that targets a HbAlc of 7.0% to 7.9% (with the expectation of
achieving a median level of 7.5%) in high risk middle-aged or older people with type 2
diabetes. The approaches used to implement these targets, suggested algorithms for the
use of pharmacologic agents and follow-up schedules are described in Chapters 2 and 3
of the protocol.

6.1.2 Algorithms for Glycemic Control/ Choice of Agents

Figures 5.3, 5.4 and 5.5 (see Chapter 5) in the MOP are algorithms to guide
changes in glycemic therapy for the intensive and standard groups. The exact changes to
be made whenever glycemic therapy needs to be intensified on the basis of the HbAlc or
the SBGM results will be determined by the individual site using Figures 5.3 through 5.5
as guides.

The point at which to start insulin in individuals not taking insulin at
randomization is not explicitly defined. Nevertheless, evening basal insulin should be
added to any intensive group participant on maximal oral therapy whose glucose values
are in the “Action Required” range (see Table 6.1 below).

Table 6.1: Glycemic Targets and Thresholds for Action for ACCORD

“Action Required” Threshold

> 50% of SMBG Results/4

Group HbAIc Targets HbAlc days
>7.9%* or < 6.5%"
Standard 7_79% O(anytléne#) or fasting/ac < 90 rr;g/dl (5.0
Therapy 6.6%-6.9 A). (twice mmol/l)
consecutively)

fasting/ac > 100 mg/dl (5.6

Intensive mmol/l)
<6.0% > 6.0%* or

Therapy

mmol/1)*

2 hrs pc > 140 mg/dl (7.8

pc: postcibal; ac: antecibal; SMBG: self monitoring of blood glucose;
*antihyperglycemic therapy will be advanced if either the HbAlc or the SMBG “action
required” criteria are met at any participant encounter * therapy with drugs that increase
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the risk of hypoglycemia (e.g. insulin, sulfonylureas, meglitinides) will be reduced to
avoid hypoglycemia if these criteria are met

6.1.3 Reducing Glycemic Medications/

Contraindications to Intensifying Glycemic Therapy

Antihyperglycemic therapy will not be reduced for participants in either group whose

HbAlc is within or above the target range (noted in Table 6.1) unless required because of
severe hypoglycemia or adverse effects.

Antihyperglycemic therapy will be reduced for participants in the standard group for

the following reasons (MOP Chapter 5 Figure 5.4):

1. any severe hypoglycemia

2. more than 1 episode of symptomatic hypoglycemia per week

3. >50% of SMBG levels < 90 mg/dl (5 mmol/l)

4. adverse effects of antihyperglycemic drugs

5. HbAlc < 6.5% on one occasion or 6.6-6.99% on 2 consecutive occasions and either
on insulin or a secretagogue, a history of 1 or more episodes of symptomatic
hypoglycemia since the previous visit, or 1 or more SMBG levels below 90 mg/dl (5

mmol/l) since the previous visit.

Whenever an intensive group participant’s therapy is not intensified when either
the Point of Care (POC) HbAlc or the SMBG results indicate that intensification is
required, the reason for not complying with the protocol needs to be documented and
justified. Reasons may include:

a) any episode of loss of consciousness/seizure within the previous year, or severe
hypoglycemia since the last visit (See Section 6.1.5);

b) > % (25%) SMBG values < 70 mg/dl (3.9 mmol/l) within the 2 weeks before a
contact;

c¢) intercurrent illness or hospitalization that accounts for temporarily raised glucose
levels.

6.1.4 If a Supplemental (prn) Visit is Required for Hyperglycemia in an Intensive

Group Participant

This can be a phone call or visit at the discretion of the site.

1. Review the previous 2 weeks SMBG log and assess for glycemia intervention.

2. Optimize MNT and Lifestyle modification as necessary.

3. Complete Intensive Glycemia Management Form. Record occurrence of any severe
hypoglycemia as well as the occurrence and frequency of hypoglycemia (See MOP
section 6.1.5). If any severe hypoglycemia, fill out Severe Hypoglycemia Action
Form.
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4. Record current glycemic medications including name, dose and participant’s self
report of adherence on the Glycemia Medications Log. If on insulin, record
appropriate information on the Intensive Glycemia Management Form.

5. Adjust or maintain therapy according to the following:

a) If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100 mg/dl
(5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140 mg/dl (7.8
mmol/l);

e Maintain current therapy.

b) If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100 mg/dl
(5.7 mmol/l) AND/OR > 50% of the 2 hour postprandial levels over 4 days are >
140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See Section 6.1.3) to
intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(See MOP Chapter 5, Figure 5.3 or 5.5).

2. If POC HbAlc is > 6.0% and there is no contraindication (See Section 6.1.3)
to intensify therapy:

c) Increase dose of current agent (if on submaximal dose) or add another agent (See
MOP Chapter 5, Figure 5.3 or 5.5).

6. Reinforce appropriate SMBG Frequency according to Table 3.2 in the protocol (at
least > 2 times/day if and 4 times/day if glucose is > target (2 ac and 2 pc results/day)
if diet /oral therapy. At least 4-8 times/day (2 ac and 2 pc results/day and occasional 3
am test prn) if on insulin.

7. Instruct participants on when and how to self titrate therapy. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

8. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication if necessary. Scan label bar codes into computer as soon as
possible after the visit so that adequate inventory can be maintained at the clinical
site.

9. Complete the following form and enter data as required:

a) Glycemia Medications Log

b) Intensive Glycemia Management Form

¢) Severe Hypoglycemia Action Form (as necessary)

d) Encounter and Disposition Form

e) Drug Dispensing Form (as necessary)

f) Study Status Form (as necessary)

6.1.5 Adjusting Therapy for Hypoglycemia

Hypoglycemic events may occur in individuals in either the intensive or standard
group. Severe hypoglycemia is not common in people with type 2 diabetes (even when
normoglycemia is targeted). Mild episodes of hypoglycemia are, however, likely to
occur. For example, in the UKPDS, the highest rate of major hypoglycemia (defined as
hypoglycemia requiring medical intervention or third party assistance) was 2.3% year; it
was noted in the subgroup of intensive therapy individuals on insulin. The rate of any
hypoglycemic episode (defined as either major episodes or minor, self-treated episodes)
in these patients was 36.5%/year.
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All participants will be instructed to check their glucose levels regularly as
described in the protocol. They will also be taught how to recognize and self-treat
hypoglycemia (see MOP Section 6.1.6), and will be instructed to keep glucose available
at all times (as tablets). Moreover, any participant who has had an episode of severe
hypoglycemia will be provided with glucagon and they and any cohabiting partner will
be taught how to administer it.

Severe hypoglycemia is defined as any episode of loss of consciousness/seizure
or documented hypoglycemia (glucose < 50 mg/dl or 2.8 mmol/l) that also requires
hospitalization or treatment by emergency personnel. If this occurs:

e Adjust medications to target fasting and 2 hour postprandial glucose levels
between 100 - 140 mg/dl (5.5 - 7.8 mmol/l) and < 180 mg/dl (10 mmol/l)
respectively for at least 4 weeks.

e Ensure that a complete medical assessment by the physician is completed to
identify other potential causes (e.g. pituitary or adrenal insufficiency)

e Ensure that the physician reassesses the glycemic goals at subsequent visits.

e Ensure that the participant has received glucagon and that the participant and
cohabitant know how to administer it.

e Have telephone contact with participant before the next visit to assess blood
glucose records and freedom from hypoglycemia.

Minor hypoglycemia is defined as self-reported transient symptoms such as
lightheadedness, tremor, shaking, sweating, tingling, blurry vision, trouble concentrating
etc., that are self-treated by ingestion of carbohydrates and resolve on their own. All
participants will be asked to note such episodes in their glucose logbooks and to confirm
them whenever possible. The estimated frequency (of confirmed and suspected minor
hypoglycemia) will be recorded at every visit.

6.1.6 Self-Treatment of Hypoglycemia

1. If the glucose value is < 50 - 70 mg/dl (3.9 mmol/l), it should be treated by ingestion
of 15 grams of CHO (e.g. 3-4 glucose tablets, 5 Lifesavers, 4-6 oz. of a regular —
[non-diet] — soft drink, or 8 oz. low fat milk);

2. If the glucose value is < 50 mg/dl (2.8 mmol/l), it should be treated by ingestion of
20-30 grams of CHO (e.g. 6-8 glucose tablets);

3. Blood glucose should be self-tested 15-20 minutes after therapy and therapy repeated
if the level is still low (as above)

4. If no meal will be eaten within 1-2 hours, a mixed nutrient snack, including CHO,
protein, and fat should be ingested right after the initial therapy to prevent another
episode

5. If the glucose value was low or there was significant cognitive or motor impairment,
individuals should treat and re-test glucose value. The glucose value should be > 70
mg/dl (3.9 mmol/l) before driving a car or operating heavy machinery.
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6.1.7 Education and Minimization of Hypoglycemia in Participants

Hypoglycemia is an inherent risk in the treatment of diabetes. It is important to
inform participants of the signs and symptoms of hypoglycemia, techniques to minimize
the risk and appropriate methods of treatment. Several tools are available for use in
educating participants:

Hypoglycemia Cartoon
Participant Wallet Card
Primer on Hypoglycemia
Participant Newsletters

P

All participants must be provided with the written material listed above at the beginning
of the study. Study staff should review verbally the signs and symptoms with the
participant and family members. Both participants and family members should be
educated on the appropriate treatment for symptoms, and provided with glucose tablets.
Those participants suffering one severe hypoglycemic event should be provided with a
glucagon kit and both the participant and the family member taught how to use it. This
material must be reviewed annually with all participants and after every reported
hypoglycemic event.

6.1.8 Dealing with Liver Function Test Issues

Patients with known chronic active liver disease other than fatty liver without
evidence of cirrhosis should not be treated with thiazolidinediones (TZD). All patients
should have a baseline ALT level prior to initiating TZD therapy. Patients with ALT
levels between 1.0 and 2.5 times the upper limits of normal should have an evaluation of
common liver disorders (hemochromatosis, hepatitis B, hepatitis C, autoimmune hepatitis
including liver ultrasound) before considering TZD therapy. Therapy with TZD's in
patients with mildly elevated liver enzymes may be initiated with caution and should
include the appropriate clinical follow-up, which may include more frequent liver
enzyme monitoring. Patients with ALT levels > 2.5 times the upper limits of normal
should not be started on TZD's.

During therapy with TZD's ALT should be measured every two months during
the first year and intermittently thereafter (generally recommended every 3-6 months).
Patients who display ALT levels at 1 to 2.5 times the upper limit of normal any time
during therapy with TZD's should be evaluated to determine the cause of the liver
enzyme elevation. Therapy with TZD's in patients with mildly elevated liver enzymes
may continue with caution and include appropriate clinical follow-up, which may include
more frequent liver enzyme monitoring. If ALT exceeds 2.5 times the upper limit of
normal, liver function tests should be evaluated more frequently (weekly was suggested
with troglitazone) until the levels return to normal or pretreatment values. If ALT levels
exceed 3 times the upper limit of normal, the test should be repeated as soon as possible
and if ALT levels remain > 3 times the upper limit of normal or if the patient is
jaundiced, TZD therapy should be discontinued.
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6.1.9 Thiazolidinediones (TZD) and Heart Failure

As TZDs are contraindicated in people with stage 3 or 4 heart failure, if a
participant who is taking a TZD does develop heart failure, the TZD should be stopped
and the heart failure treated and investigated. Depending on the results of these
investigations the investigator may reconsider cautiously reinstituting TZD therapy if the
heart failure resolves, and was judged to have not been directly cause by the TZD alone.

6.2 Blood Pressure Intervention
6.2.1 Overview

The ACCORD blood pressure (BP) trial component is designed to test whether a
therapeutic strategy that targets a systolic blood pressure (SBP) of < 120 mm Hg reduces
the rate of cardiovascular events in a middle-aged or older type 2 diabetic population at
high risk for cardiovascular events compared to a strategy that targets a SBP of < 140 mm
Hg in the context of good glycemic control.

6.2.2 Research Design

The BP intervention is an unmasked, open label, randomized component of
participants entered into ACCORD. The recruitment goal for the BP portion of
ACCORD is 4,200 participants.

6.2.3 Intensive BP Group (and Milepost Evaluations)

The BP goal for the Intensive BP Group is SBP < 120 mm Hg. Participants in
this group should be initiated on at least two antihypertensive medications, one of which
is a thiazide-type diuretic. Visits should occur at least monthly until SBP goal is
achieved or until a decision is made by the investigator to not add further medications or
increase doses, which should be a rare exception.

Drug doses should be increased and/or additional medications added at each visit,
usually at one-month intervals until the participant’s goal is reached. Once a participant
has achieved SBP < 120 mm Hg, the regimen should be reviewed and reinforced with the
participant. Compliance with their medications, diet, exercise and other risk reduction
therapy should be encouraged. If the participant’s BP increases above goal, drug
regimens may be adjusted (doses increased or drugs added) as needed until the goal BP is
re-established.

At randomization all participants in the intensive group of the BP trial will
automatically be assigned a series of “milepost” dates. Milepost dates will be assigned for
the entire duration of the study. “Milepost visits” will occur at 4 month intervals for the
first 2 years of follow-up and annually thereafter.
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Between these dates, antihypertensive medications should be adjusted and/or
additional antihypertensive medications should be added within the recommended dose
range to achieve the target BP. However, once a milepost date has been reached and if
the participant’s BP_remains above goal, the investigator is required to add an
additional drug class to the existing regimen, and see the participant monthly until
the SBP goes below 120 mm Hag.

The site will be notified before a participant’s milepost date that adding a drug
will be required if the BP is above goal at that visit. In situations where the investigator
believes that the addition of another drug may potentially be harmful to the participant,
the requirement may be waived. This decision must be justified with a Milepost Blood
Pressure Drug Exception Form that is data entered at the clinical site. The number of
Milepost exception forms will be closely monitored in each ACCORD clinic and regular
feedback provided to the clinic for the degree of adherence to the drug protocol.

Action is required at each milepost visit throughout the duration of the study for
those intensive group participants who remain above their initial goal pressure of < 120
mm Hg.

6.2.4 If a Supplemental (prn) Visit is Required for Blood Pressure in an Intensive
Group Participant:

1. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self-report of adherence in source
documents.

c) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) Ifthe SBP is at the desired goal of < 120 mm Hg, maintain current therapy

e) If the SBP > 120 mm Hg, an upward dose titration or an additional drug (not
already in use) should be added. Participants should be seen at monthly intervals
until at goal.

f) Record name, dose, and adherence of all blood pressure medications on the Blood
Pressure Medications Log.

2. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.
Remind participant to take blood pressure medications the morning of next visit.
4. Complete the following forms and enter data as required:

a) Intensive Blood Pressure Management Form

b) Blood Pressure Medications Log

¢) Encounter and Disposition Form

(98]
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d) Drug Dispensing Form (as necessary)
¢) Study Status Form (as necessary)

6.2.5 Standard BP Group

The BP goal for the standard BP group is SBP < 140 mm Hg. Participants in this
group may or may not be on treatment with one or more antihypertensive medications,
based on their baseline SBP and prior therapy. The treatment algorithm (MOP Fig 5.7)
should be used at the initial visit and subsequent visits to decide on the appropriate
regimen. If antihypertensive medication(s) is indicated per protocol, consideration
should be given to include a thiazide-type diuretic as initial therapy or as part of the
regimen.

6.2.6 Antihypertensive Therapy

All study antihypertensive agents (except carvedilol and hydralazine) are once
daily preparations of the representative agent. See MOP Table 5.6 for antihypertensive
agents that are available from the Drug Distribution Center.

The investigator may select among the available ACCORD antihypertensive
medications for initiation of therapy. Other drugs not supplied by the trial may be used as
the investigator determines appropriate. However, all antihypertensive regimens should
include a drug class associated with reduced cardiovascular events in diabetic
participants: diuretic, beta-blocker, calcium channel blocker, or ACE inhibitor, and
consideration should be given to include a thiazide-type diuretic as initial therapy or as
part of the regimen. Based on currently completed trials, some experts believe that
monotherapy with a calcium channel blocker may be less desirable in a participant with
diabetes. If an alpha-blocker is used, it should be used in combination with at least one
agent proven to reduce cardiovascular events in hypertensive participants with diabetes.
For participants in the intensive BP group (Figure 5.6 in Chapter 5 of the MOP), a
combination of a diuretic and either an ACE inhibitor, a beta-blocker, a calcium channel
blocker, or an angiotensin II receptor blocker (ARB) is strongly encouraged for initial
therapy at randomization. For this group, doses should be increased and/or additional
antihypertensive medications should be added at each visit, until the participant's goal has
been reached. “Milepost Visits” will occur at 4-month intervals in the intensive therapy
group for the first 2 years of follow-up. After 2 years of follow-up, these visits will occur
annually in the intensive therapy group. If the SBP is not less than 120 mmHg at a
“Milepost Visit,” then an antihypertensive drug from an additional class must be added
(unless there are compelling reasons to wait) and the participant seen monthly until the
SBP goes below 120 mm Hg.

6.2.7 Treatment algorithm
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The algorithms, for both the standard and intensive BP groups, (See MOP Figures
5.6 and 5.7) call for an assessment of the participants’ antihypertensive medication
regimen at baseline to determine the starting point on the decision tree for future
monitoring and medication adjustments needed to achieve their assigned BP goals. (See
MOP Section 5.5).

The standard participants’ BP should be monitored as indicated. If the SBP for a
standard group participant is < 140 mmHg, one should continue the therapy and
monitoring as prescribed by the protocol. Should the SBP fall under 135 mm Hg on two
consecutive clinic visits or 130 mmHg at a single visit, step-down therapy (a reduction of
dose or number of antihypertensive drugs) is allowed at the discretion of the ACCORD
therapist, after consultation with the participant. However, if the SBP is > 160 mm Hg at
a single visit or > 140 mmHg on two consecutive visits, upward dose titration or an
additional drug (not already in use) is indicated.

For the intensive BP group, initiation of study therapy is the same, independent of
the participant’s medication status at baseline. Regardless of whether the participant was
or was not receiving any antihypertensive therapy at baseline, the participant will begin a
study drug combination (at least thiazide + some other agent) and be monitored at least
monthly until SBP<120 mm Hg. If the SBP remains > 120 mm Hg upward dose titration
or an additional drug (not already in use) must be considered (and must be done if this is
a milepost visit). If the SBP has reached the desired goal and remains < 120 mm Hg,
therapy and monitoring will continue as per protocol.

6.2.8 Add-on or Substitution Therapy

Investigators may use their discretion in selecting agents to refine the participant’s
regimen in attempting to achieve the assigned SBP goal. Most multi-drug regimens are
more effective if a diuretic is included and if drugs from several classes with different
mechanisms of actions are used. It is expected that most ACCORD participants in the
intensive BP intervention will require at least 2 and up to 5 medications to achieve their
BP goal. If a participant is not at goal on 4 drugs, consultation with your CCN office or
your CCN BP Working Group representative is recommended. Once a participant is
receiving 5 drugs at optimal doses and the BP remains above goal, a different drug class
may be substituted instead of adding another drug.

6.2.9 Consultation with CCN Office (PI)

Consultation with your local CCN Office or your CCN BP Working Group
representative about a participant’s regimen may be requested at any time for any
concern relative to the participant, protocol or regimen. It is strongly recommended that
such contact occur, if a participant is on 4 or 5 antihypertensive agents and remains above
their assigned goal, or prior to discontinuing study therapy because of non-serious
adverse effects.

6.2.10 Evaluation and Management of Symptomatic Orthostatic Hypotension
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Definition

Orthostatic hypotension (OH) is usually defined as a decline of systolic blood
pressure (SBP) >20 mm Hg or a decline of diastolic BP >10 mm Hg that occurs within 3
minutes after moving from a supine or seated to a standing position.

Symptoms

OH may be asymptomatic or may be accompanied by dizziness, lightheadedness,
feeling faint, or syncope. Generally, asymptomatic OH should not change adherence to
the ACCORD protocol, although medication classes may be adjusted to continue
appropriate sitting BP control while minimizing postural hypotension.

Predisposing Conditions

In epidemiologic studies OH is more likely to occur in older individuals with high
SBP. Diabetes mellitus and other autonomic neuropathies, volume depletion, varicose
veins, alcoholism, and certain medications are also associated with OH.

Note: Occasionally, hypotension occurs if a patient previously nonadherent to
prescribed medications begins taking the medications. Because BP typically declines
after a meal due to splanchnic blood pooling, standing BP should not be measured within
90 minutes after a meal if possible.

Predisposing Medications

Some classes of medications are more likely to cause OH than others. The most
frequent offenders are alpha-blocking drugs, such as prazosin, terazosin, or doxazosin,
and central alpha agonists, such as clonidine, methyldopa or guanfacine. Although beta-
blockers are perhaps least likely antihypertensive class to cause OH, one of the most
common adverse effects of combined alpha-beta blockers, such as labetolol or carvedilol,
is OH or dizziness, primarily because of the alpha-blocking component of these drugs.
Rarely, beta-blockers may cause OH because of severe bradycardia (e.g., <40-50 BPM)
and inability to increase heart rate/cardiac output on upright posture, especially if other
drugs or conditions have lowered BP excessively. Occasionally, reserpine, nitrates, or
calcium channel blockers may contribute to or cause OH. Certain psychotropic drugs,
most notably phenothiazines, can also cause OH.

Thiazide diuretics rarely cause OH, unless the patient is significantly volume
depleted or another agent is added to a diuretic that may cause first-dose hypotension
(e.g., a short-acting ACE inhibitor like captopril or a short-acting alpha blocker like
prazosin). High dose loop diuretics, such as furosemide, may lead to excessive volume
depletion and hypotension, with or without OH.

Management

Patients with poor oral intake, dehydration from whatever cause, GI or renal
causes for excessive fluid loss, or hemorrhage, may need to have their diuretic or other
antihypertensive medications stopped temporarily until the volume-depletion is corrected.
If a participant with symptomatic OH has no obvious cause of excessive volume
depletion, the medication regimen should be reviewed. Psychotropic drugs may need to
be changed or reduced in dose. If the patient is on an alpha-blocker, alpha-beta blocker,
or central alpha agonist, the dose should be reduced or the potentially offending agent
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discontinued and, if necessary for BP control, replaced with another class of
antihypertensive drug less likely to cause symptomatic OH. If the participant requires an
alpha-blocker for BPH/bladder outlet obstructive symptoms, a more selective alpha-
blocker (e.g., tamsulosin) may be considered.

Patients with symptomatic OH should eat small meals and avoid standing up
rapidly after eating. Such individuals should avoid hot showers and other excessive heat
exposure. An increase in sodium intake may be considered in patients without
hypertension or heart failure. In those with large varicose veins, fitted elastic hose or
compression stockings may reduce venous pooling in the legs. In refractory cases of
symptomatic OH, drug therapy with vasoconstrictors such as midodrine or
dihydroergotamine or with mineralcorticoids may be considered.

6.3  Lipid Intervention
6.3.1 Overview

The ACCORD lipid component is designed to test whether a therapeutic strategy
that uses a fibrate to raise HDL-C/lower triglyceride levels and uses a statin for treatment
of LDL-C reduces the rate of CVD events compared to a strategy that only uses a statin
for treatment of LDL-C. The specific fibrate to be used in ACCORD is fenofibrate and
the specific statin is simvastatin. All participants in the lipid portion of ACCORD will be
on at least 20 mg of the simvastatin.

6.3.2 Design of the Lipid Trial

The question under study in the ACCORD Lipid Trial is: In the face of
appropriate LDL-C control, does the addition of fenofibrate to reduce triglycerides and
increase HDL reduce cardiovascular events? ACCORD is using a statin to obtain LDL-C
control and the specific statin available for use is simvastatin (although sites are not
limited to simvastatin- see section 6.3.10 below).

Appropriate LDL control is defined as an LDL less than 120 mg/dl. Because the
upper limit for entry LDL-C is 180 mg/dl, and because 40 mg simvastatin (the maximum
dose available for use with the blinded study medication) should provide about an
average 40% reduction in LDL-cholesterol, it is expected that few participants will have
an on-treatment LDL-C of more than 120 mg/dl. However, as noted below, if a
participant has an LDL-cholesterol level that is persistently greater than 120 mg/dl,
ACCORD will, consistent with NCEP guidelines, take the participant off the masked
study medication and continue treatment with simvastatin until placed on a non-study
statin by his/her primary caregiver.

6.3.3 Determination of Statin Dose
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The starting dose of simvastatin is 20 mg/day for those who do not have a history
of a cardiovascular event (primary prevention) and 40 mg for those who have had a
previous cardiovascular event (secondary prevention). For ACCORD purposes, a
cardiovascular event (defined in the protocol in Chapter 2, Section 2.1.a.6.A) is a
myocardial infarction, stroke, coronary revascularization (e.g., coronary artery bypass
graft surgery, stent placement, percutaneous transluminal coronary angioplasty, or laser
atherectomy), carotid or peripheral revascularization (e.g., carotid endarterectomy, lower
extremity atherosclerotic disease atherectomy, repair of abdominal aorta aneurysm,
femoral or popliteal bypass), and angina with ischemic changes (resting ECG changes,
ECG changes on a graded exercise test (GXT), or positive cardiac imaging study).
Simvastatin should be administered once daily after the evening meal or at bedtime.

Participants may have their simvastatin dose increased from 20 mg to 40 mg in two
circumstances. The first is an LDL-C greater than 100 mg/dL (2.59 mmol/L) on two
consecutive occasions. If a participant has an LDL level above 100 mg/dl (2.59 mmol/l)
at an annual visit after the first year, the following steps occur (See Figure 1):

e The clinical site is sent an automated email from the Coordinating Center

e The Clinical Site draws another fasting lipid profile at the participants next
scheduled visit in 4 months. This lipid panel should be sent to the Central Lab.

e Ifthe LDL>100 mg/dl (2.59 mmol/l) is confirmed, the clinical site is sent another
automated email. The clinical site should place the participant on 40 mg dose of
simvastatin.

e Once the participant has been placed on the increased dose of simvastatin, a
blood sample for ALT and CPK should be drawn at the next regular 4 month visit
after the increase.

The second circumstance that requires an increase in the dose of simvastatin is when a
participant requires secondary cardioprotection. ACCORD participants receive 40 mg
of simvastatin if they have had a cardiovascular event unless the most recent LDL-C
is less than 40mg/dl (1.03 mmol/l). For ACCORD purposes, a cardiovascular event
(defined in the protocol in Chapter 2, Section 2.1.a.6.A) is a myocardial infarction,
stroke, coronary revascularization (e.g., coronary artery bypass graft surgery, stent
placement, percutaneous transluminal coronary angioplasty, or laser atherectomy),
carotid or peripheral revascularization (e.g., carotid endarterectomy, lower extremity
atherosclerotic disease atherectomy, repair of abdominal aorta aneurysm, femoral or
popliteal bypass), and angina with ischemic changes (resting ECG changes, ECG changes
on a graded exercise test (GXT), or positive cardiac imaging study). Should a participant
have qualifying event during the ACCORD trial, the following will occur:

e The Clinical Site will complete and data enter the Preliminary Event Form.

e The Coordinating Center will send an email to the Clinical Site upon receipt of
the Preliminary Event Form informing the Clinical Site that the participant now
qualifies for secondary protection and should be placed on 40 mg of simvastatin.
This information is also posted on the web site home page for each participant.

e The Clinical Site contacts the participant and increases the dose of simvastatin
upon receipt of the alert. A blood sample for ALT and CPK should be drawn at
the next regular 4 month visit after the increase.
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If the measured LDL-C goes above 120 mg/dl (3.10 mmol/l) after titrating simvastatin to
40 mg/day the Coordinating Center will send an automated email to the Clinical Site PI
and Coordinator, and the CCN PI and Coordinator who should confirm compliance with
the study statin, refer the participant to a nutritionist for dietary instruction/reinforcement
(if appropriate), and schedule a blood draw for the visit four months from the visit at
which the LDL-C was above 120 mg/dl (3.10 mmol/l). This blood specimen needs to be
sent to the ACCORD Central Chemistry Laboratory for lipid analysis.

If the participant has an LDL-C above 120 mg/dl (3.10 mmol/l) on two consecutive visits

4 months apart after titrating simvastatin to 40 mg/day (even after compliance review and

dietary counseling), other lipid lowering medications can be considered (see section

6.3.10 for allowed medications). If other lipid medications are used in conjunction with

the masked study medication, a blood sample for ALT, CPK and fasting lipid level

should be drawn at the next regular 4 month visit after the start of the new medication
and sent to the central lab. If the participant is to be put on a combination not allowed by

MOP 6.3.10 then the following will occur (See Figure 2):

e The CC will send an automated email to the Clinical Site PI and Coordinator, and the
CCN PI and Coordinator.

e The participant will be taken off the fibrate/placebo pills.

e The participant will remain on simvastatin 40 mg/day until placed on non-study statin
by his/her primary caregiver. [The site needs to contact the CCN office if any
participant needs non-study simvastatin].

e The site staff will make an appointment with the participant's doctor for follow-up.

o The site staff will also provide a letter for the participant to take to his/her physician
for the follow-up visit. This letter will include the blood lipid values and describes the
medication regimen the participant was on when the blood was drawn.

e The site staff will confirm that the participant had visited their physician.

e From that point on, the participant would be treated for their lipids by his/her personal
physician and given results of any ACCORD lipid determinations to share with this
physician.

If the centrally measured LDL-C is ever less than 40 mg/dl (1.03 mmol/l) during follow-

up, clinic personnel should determine compliance with study statin and fibrate/placebo

(to make sure that the participant is not taking more than the prescribed number of pills

daily) and refer participant to nutritionist for dietary counseling to ensure that the

participant is eating a balanced, adequate diet. If the centrally measured LDL-C is ever
less than 40 mg/dl (1.03 mmol/l) on two consecutive measurements taken 4 months apart,

the following will occur (see Figure 3 and 4):

e The CC will send an automated email to the Clinical Site PI and Coordinator, and the
CCN PI and Coordinator.

e If'the participant is on 40 mg of simvastatin, the Clinical Site will reduce the dose to
20 mg. Another centrally measured LDL-C should be checked at the next 4 month
visit. If this LDL is still below 40 mg/dl (1.03 mmol/l), the participant should be
taken off their simvastatin (see Figure 3).
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e If the participant is already on the 20 mg dose of simvastatin, the participant should
be taken off simvastatin (See Figure 4).
e The participant may remain on masked study medication.

6.3.4 Determination of Masked Study Medication Dose

The starting dose of masked fenofibrate/placebo medication will be determined by
the calculated glomerular filtration rate (GFR) using the baseline serum creatinine level
and the abbreviated MDRD equation (Levey 2003). Those participants with a baseline

2

GFR >50 ml/min/1.73m will begin at a starting dose of 160 mg of fenofibrate or
identical placebo tablet. Those with a calculated GFR between 30 and <50 will start at the
reduced dose of 54 mg/day fenofibrate or placebo.

The dose of masked study medication may be adjusted during the study if the participant
has a reduction in renal functioning. Participants in the lipid trial will have serum
creatinine measured every four months during follow-up. If the participant had started on
the 160 mg dose of the masked medication, this dose will be down—titgated if the

participant’s estimated GFR falls between 30 and <50 mL/min/1.73m on two
consecutive measurements taken four months apart. Participants with GFRs in this range
will receive either 54 mg/day of fenofibrate or matching placebo (see Figure 5).

Implementation of ongoing blinded study medication dose adjustment based on GFR:

e The ACCORD Coordinating Center (CC) will monitor GFR values obtained on
participants at routine 4-month blood draws. NO automated email is sent to the clinic
at the first occurrence of decreased GFR.

e The CC will notify the Clinical Site PI and Coordinator, the CCN and Coordinator,
and the Drug Distribution Center (DDC) when a participant has met the criteria for
down titration of masked study medication (two reduced GFR 4 months apart).

e The DDC will send a new box of reduced dose masked study medication for the
participant to the Clinical Site.

e The dose of blinded study medication will be listed on the participant main page
below the “Lipid Bottle ID” (e.g. REDUCED).

If the estimated GFR falls below 30 mL/min/1.73m? at any time, the Coordinating Center
will send an automated email to the clinical site that a confirmatory blood draw for repeat
estimated GFR will be required within 2 weeks. If the confirmatory estimated GFR is

below 30mL/min/1.73m?, the masked study medication will be permanently
discontinued, regardless of fenofibrate or placebo assignment.

Implementation of discontinuation of blinded study medication for GFR less than

30ml/min/1.73m? for both active and placebo Lipid Trial participants (see Figure 6):
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e The CC will notify the Clinical Site Pl and Coordinator, and the CCN PI and
Coordinator when a participant has a Central Lab calculated GFR less than

30ml/min/1.73m2,

e Clinics must schedule a repeat blood draw for creatinine within 2 weeks. This should
be sent to the Central Lab. The participant should remain on blinded medication
during the 2-week interval.

e Upon receipt of the second blood sample, the CC will determine if the participant
meets the criteria to stop the blinded study medication or whether a dose reduction is
required.

e An automated email will be sent from the CC to the Clinical Site at this time with
dosing instructions. If the participant is on full dose and the repeat GFR is greater

than 30ml/min/1.73m?, the participant will be placed on reduced dose. If the
participant is on reduced dose, then the participant may remain on the current dose.

e If Clinical Sites become aware of a participant who had an elevated creatinine at an
outside blood draw, they should bring the participant in for an ASAP prn visit and
recheck the creatinine using the ACCORD Central Lab. The Clinical site should
send the outside creatinine level to the Safety Officer at the CC at the time of Central
Lab blood draw. The CC will then notify the clinic if the participant should have a
reduced dose or have their blinded medication discontinued.

6.3.5 Monitoring Lipid Treatments

Participants will be seen by staff according to the schedule of visits for the
glycemia intervention. For participants in the lipid component of the ACCORD study,
lipid measurements will be taken at 4, 8, and 12 months post-randomization, and annually
thereafter. Creatinine measures will be taken every 4 months. Also, blood samples for
ALT, and CPK measurements will be obtained at 1, 4, 8, and 12 months and then
annually thereafter. If at any time the participant has relevant symptoms or signs
suggestive of drug-induced toxicity, liver function tests and/or CPK levels will be
obtained through the Central Laboratory.

If an ACCORD participant requires an increase from 20 mg to 40 mg in their dose
of simvastatin during the study (for either secondary prevention or because of LDL level
above 100 mg/dl (2.59 mmol/l), a blood sample for ALT and CPK should be drawn at the
next regular 4 month visit after the increase. Similarly, if the participant has their
simvastatin (or other statin medication) increased to 40 mg (or equivalent) by a physician
outside the ACCORD study for a non-protocol reason and the participant remains on
blinded study medication, a prn blood sample for ALT and CPK should be drawn at the
next regular 4 month visit.

Clinical sites have the option of checking additional labs on their participants
during the study and are encouraged to do so in particular clinical situations. The
following sections describe the procedures to be followed if abnormalities occur.

6.3.5.1 What to do if Triglyceride Exceeds 750 mg/dl (8.47 mmol/l)
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If the centrally measured triglyceride ever exceeds 750 mg/dl (8.47 mmol/l) but is
less than 1000 mg/dl during follow-up, the CC will send an automated email to the
Clinical Site PI and Coordinator, and the CCN PI and Coordinator. Clinic personnel
should contact the participant and assess for signs and symptoms of pancreatitis. If the
participant has any complaints consistent with pancreatitis, they should immediately be
referred for urgent medical care. If no signs or symptoms of pancreatitis are present,
study staff should determine compliance with study statin and fibrate/placebo, refer
participant to nutritionist for dietary instruction/reinforcement (if deemed appropriate)
and determine and modify potential exacerbating disorders i.e. alcohol or simple sugar
intake, hypothyroidism, hyperglycemia. A follow-up blood draw should be done at the
next scheduled visit.

If the triglyceride exceeds 750 mg/dl (8.47 mmol/l) but is less than 1000 mg/dl on two
consecutive measurements 4 months apart, even after the above measures have been
conducted, the following will occur (see Figure 7):

e The CC will send an automated email to the Clinic Site PI and Coordinator, and the
CCN PI and Coordinator.

e The participant will be taken off the simvastatin and the masked fibrate/placebo
medication.

e The participant will be dispensed a 160 mg/day tablet of fenofibrate or 600 mg BID
of gemfibrozil until placed on non-study fibrate by his/her primary caregiver. [The
site needs to contact the CCN office if any participant needs non-study fenofibrate].

e The site staff will make the appointment for follow-up by the participant’s physician
and will confirm that the appointment was kept.

o The site staff will also provide a letter for the participant to take to their physician for
the follow-up visit. This letter will include the blood lipid values and describes the
medication regimen the participant was on when the blood was drawn.

e From that point on, the participant will be treated for their lipids by his/her personal
physician and given results of any ACCORD lipid determinations to share with this
physician.

If the centrally measured triglyceride ever exceeds 1000 mg/dl during the follow-
up the CC will send an automated email to the Clinical site PI and Coordinator and the
CCN PI and Coordinator. Clinic personnel should contact the participant and assess for
signs and symptoms of pancreatitis. If the participant has any complaints consistent with
pancreatitis, they should immediately be referred for urgent medical care. If no signs or
symptoms of pancreatitis are present, study staff should determine compliance with study
statin and fibrate/placebo, refer participant to nutritionist for dietary
instruction/reinforcement (if deemed appropriate) and determine and modify potential
exacerbating disorders i.e. alcohol or simple sugar intake, hypothyroidism,
hyperglycemia. A follow-up blood draw should be done within 2 weeks.

If the triglyceride exceeds 1000 mg/dl on two consecutive measurements, even after the above
measures have been conducted, the following will occur (see Figure 7):
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e The CC will send an automated email to the Clinic Site PI and Coordinator, and the
CCN PI and Coordinator.

e The participant will be taken off’ the simvastatin and the masked {ibrate/placebo
medication,

e The participant will be dispensed a 160 mg/day tablet of {enofibrate or 600 mg BID
ol gemf{ibrozil until placed on non-study f{ibrate by his/her primary caregiver. [The
site needs to contact the CCN office il any participant needs non-study {enofibrate].

e The site stall will make the appointment for {ollow-up by the participant’s physician
and will confirm that the appointment was kept.

o The site stall will also provide a letter {or the participant to take to their physician for
the f{ollow-up visit. This letter will include the blood lipid values and describes the
medication regimen the participant was on when the blood was drawn.

¢ Trom that point on, the participant will be treated for their lipids by his/her personal
physician and given results of any ACCORD lipid determinations to share with this
physician.

I{the masked fibrate/placebo study medication is stopped for any reason, neither the
participant nor the clinic stail needs to be unmasked regarding the study medication's true
identity, unless there are other circumstances dictating unmasking,

6.3.6 What to do if Non-protocol Specified Lower Dose of Simvastatin or Blinded
Medication is Used

I{"the protocol specifies the provision of the 40 mg dose of simvastatin and the
participant either refuses or does not tolerate, or il the investigator {eels that a lower dose
is warranted, the participant may be given the 20 mg dose of simvastatin and still remain
in the Lipid Trial as an active participant. Please specily on the Lipid Medication
Management Form the reason for the lower dose.

I{'the study investigator wishes to reduce the dose of blinded study medication for
a non-protocol specified reason, they must {irst contact their CCN Lipid Working Group
representative and discuss the case. I{'the Lipid Working Group Representative agrees
with the decision to lower the blinded study medication dose, the site principle
investigator should then contact the Safety OfTicer at the Coordinating
Center by e-mail, provide the ACCORD participant’s study 1D, the reason for the lower
dose and the confirmation of the CCN Lipid Working Group Representative of the need
for the lower dose. The Coordinating Center will then make arrangements for the lower
dose to be sent to the clinical site. The ACCORD participant remains in the Lipid Trial
as an Active Participant.

6.3.7 What to do if the Participant Complains of Muscle Pain
Participants are advised to report unexplained muscle pain, tenderness, or weakness,

or abnormal urine color, particularly if accompanied by {ever or malaise. Additionally,
participants are asked on the Interval History Follow-up IForm and the Annual History
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and Physical Follow-up Form about out of the ordinary severe muscle aches and pains. If
a participant reports out of the ordinary severe muscle aches and pains, the clinical staff
should do the following (see Figure 8):

e Assess the participant for signs/symptoms of myostitis. If the participant reports
symptoms congruent with myositis, clinic staff should discontinue study lipid
medication (statin and masked study drug) and encourage the participant to
increase their intake of fluids.

e Draw blood for a CK level and send to the Central Lab. Clinical sites may
consider obtaining a creatinine level and urine myoglobins to rule out
rhabdomyolysis.

e If the participant appears acutely ill or if changes in creatinine occur or myoglobin
is present in the urine, consistent with a diagnosis of rhabdomyolysis, they should
be immediately referred for inpatient IV hydration, steroid therapy and
monitoring of renal function.

If the initial CK is greater than 10X the upper limit of normal, an automated email will be
sent to the clinic site. The site should take the following actions (see Figure 9):

e The ACCORD Lipid medications should be temporarily discontinued.

e The CK level should be rechecked within one week. This blood draw should be
sent to the Central Lab.

¢ C(Clinic staff should ascertain whether there is another explanation for the possible
elevation.

e Ifthe CK elevation is associated with out of the ordinary muscle symptoms, the
event should be reported as a Serious Adverse Event.

e If at the second blood draw, the CK level remains > 5X ULN, another automated
email will be sent to the clinical site. The participant should be permanently
taken off the ACCORD lipid medications and monitor CK levels at least weekly
until at least 2 consecutive levels are within 3 times the upper limit of normal. CK
should then be monitored at 6-week intervals (or more frequently) until at least 2
consecutive measurements are within the normal range. The participant should be
referred to their primary care doctor for further lipid management.

e If'the second Central Lab CK level is less than 5x ULN, the clinical site may
rechallenge the participant with ACCORD Lipid Medications. The order of
rechallenge is masked study medication followed by simvastatin 1 month later.
CK levels must be monitored and sent to the Central Lab after each lipid study
drug addition.

If the initial CK is greater than 5x ULN but less than 10x, the following will occur (see
Figure 10):

e An automated email will be sent to the Clinical site from the Coordinating Center.

e The participant may continue the ACCORD Lipid medications.

e The CK level should be rechecked within one week. This blood draw should be
sent to the Central Lab.
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¢ Clinic staff should ascertain whether there is another explanation for the possible
elevation.

e If at the second blood draw, the CK level remains > 5X ULN, another automated
email will be sent to the clinical site. The participant should be permanently
taken off the ACCORD Lipid medications.

e [fat the second blood draw, the CK level is less than or equal to 5x the ULN, the
participant may continue their ACCORD lipid medications. The clinic staff
should assess the participant for the use of other medications that may interact
with the lipid medications and determine if the participants has other underlying
causes of the elevation. At the next clinic visit, the participant should be assessed
for muscle symptoms. Consider checking a prn CK level in 2-4 weeks.

If the initial CK is less than 5x the upper limit of normal, the participant should continue
on their current lipid therapy. The clinic site should assess the participant for the use of
other medications that may interact with the lipid drugs and should determine if the
participant has another possible cause for the muscle symptoms. The participant should
be assessed for symptoms at the next visit. Clinic staff should consider checking a prn
CK level 2-4 weeks after the first abnormal value.

If participants report persistent muscle pain despite normal or mildly elevated CPK
values (<3X ULN), the study lipid medication may be temporarily discontinued
(fibrate/placebo or statin alone or both fibrate placebo and statin) to determine if
symptoms resolve. Such participants may be rechallenged with study drug at the
investigator’s discretion.

6.3.8 What to do if a Routine CK is Abnormal but the Participant Does Not Have
Muscle Symptoms

If a CPK value > 10x ULN (see Figure 9) is encountered during routine
laboratory follow-up, the Clinic Site will receive an automated email from the
Coordinating Center. The staff should have the participant return for a repeat blood draw
in one week which should be sent to the Central Lab. The participant should temporarily
discontinue their ACCORD lipid medications.

If the repeat CK is greater than 10x ULN, the following will occur:

e An automated email will be sent to the Clinic Site from the Coordinating Center

e The participant will have ACCORD Lipid medications permanently discontinued.

e CK levels should be monitored at least weekly until at least 2 consecutive levels
are within 3 times the upper limit of normal. CK should then be monitored at 6-
week intervals (or more frequently) until at least 2 consecutive measurements are
within the normal range.

e The participant should be referred to their primary care doctor for further lipid
management.
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If the repeat CK is greater than 5x ULN but less than 10xULN, the following should
occur:

e CK levels should be monitored at least weekly until at least 2 consecutive levels
are less than 5X ULN.

e Once two consecutive CK levels are less than 5x ULN, the clinical site may
rechallenge the participant with ACCORD Lipid Medications. The order of
rechallenge is masked study medication followed by simvastatin 1 month later.
CK levels must be monitored and sent to the Central Lab after each lipid study
drug addition.

If the repeat CK is less than or equal to 5x ULN, the participant may be rechallenged
with ACCORD Lipid Medications. The medications should be added one at a time
with the masked study medication added first, then simvastatin 1 month later. A CK
level should be checked after each addition.

If a CPK value > 5x ULN but less than 10x ULN (see Figure 10) is encountered during
routine laboratory follow-up, the Clinic Site will receive an automated email from the
Coordinating Center. A repeat CPK should be drawn in one week and sent to the Central
Lab. The participant may continue their ACCORD Lipid Medications.

If the repeat CK is greater than 5x ULN, the following will occur:

e The clinic site will receive an automated email from the Coordinating Center.

e The Clinic Site should have the participant temporarily discontinue their
ACCORD lipid medications.

e CK levels should be monitored at least weekly until at least 2 consecutive levels
are less than 5X ULN.

e Once two consecutive CK levels are less than 5x ULN, the clinical site may
rechallenge the participant with ACCORD Lipid Medications. The order of
rechallenge is masked study medication followed by simvastatin 1 month later.
CK levels must be monitored and sent to the Central Lab after each lipid study
drug addition.

If the repeat blood draw is less than or equal to 5X ULN, the following should occur:

e The participant may continue their ACCORD lipid medications.

e The clinic staff should assess the participant for the use of other medications
that may interact with the lipid medications and determine if the participants
has other underlying causes of the elevation.

e At the next clinic visit, the participant should be assessed for muscle
symptoms.

e Consider checking a prn CK level in 2-4 weeks.

6.3.9 What to do if the Participant Complains of Hepatitis-like Symptoms or Has
an Elevated ALT
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Participants will be advised to report unexplained nausea, anorexia, vomiting,
dark urine, or jaundice. Participants reporting such should be instructed to temporarily
discontinue study lipid medication (statin and fibrate/placebo) as well as any study
glitazone and metformin, and an ALT (Central Lab) should be obtained within one week.
The study coordinator should also determine and, if possible, address other factors known
to be associated with elevated transaminases i.e. alcohol use, excessive NSAID or
acetominophen use. Use of other agents known to elevate transaminases should also be
determined i.e. glitazones, estrogen, androgen, anticonvulsants. If the ALT is >3X ULN,
the study lipid medication (as well as any study glitazone and metformin) should not be
resumed and the participant should be followed for resolution of elevated ALT. If the
ALT resolves, the staff may decide to rechallenge the subject with study medications. If
the ALT does not resolve quickly after discontinuation of study medications, the
participant should also be referred to their primary physician for clinical evaluation of
other causes of hepatitis. The Coordinating Center should be provided with a summary of
the evaluation, pertinent lab values, and liver biopsy results if performed.

Participants in whom asymptomatic ALT > 3X ULN are encountered in routine
laboratory monitoring the following should occur (see Figure 11):

e An automated email is sent to the Clinical Site by the Coordinating Center. A
repeat ALT should be drawn within 2 weeks and sent to the Central Lab.

e Participants may continue their study medications during this time.

e Participants in whom ALT is >3X ULN on repeat determination should have
study medications discontinued in the following order: simvastatin, TZD, masked
study medication. ALT should be checked after each discontinuation.

e Once ALT < 3x ULN on 2 occasions, the clinical site may rechallenge the
participant with one month between medications. Suggested order: masked
medication, simvastatin, TZD. After restarting each medication, an ALT should
be drawn.

e If participant is off all meds for 8 weeks, but ALT still >3x ULN, clinic should
refer participant to private physician

6.3.10 What to do if Participant Cannot Tolerate Simvastatin

If intolerance to study simvastatin is confirmed following discontinuation OR the
treating physician feels that additional LDL lowering would be in the best interest of the
participant, masked fenofibrate/placebo may be continued, provided the treating
physician administers a non-study lipid lowering agent at allowed doses. Specifically:
the masked study fenofibrate/placebo cannot be administered if the participant is on any
of the following lipid medications:

a) > 40 mg/day of simvastatin (Zocor®)

b) > 20 mg/day of atorvastatin (Lipitor®)
c¢) > 40 mg/day of lovastatin (Mevacor®)
d) > 80 mg/day of pravastatin (Pravachol®)
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e) > 40 mg/day of fluvastatin (Lescol®)

f) > 10 mg/day of rosuvastatin (Crestor®)

g) > 10/40 mg/day of ezetimibe/simvastatin (Vytorin ®)
h) > 10 mg ezetimibe (Zetia ®)

1) any fibrate

J) any niacin

k) any resin

Stated differently, the masked study fenofibrate/placebo can be administered if the

participant is on the following lipid medications:

a) <40 mg/day of simvastatin (Zocor®)

b) < 20 mg/day of atorvastatin (Lipitor®)

c¢) <40 mg/day of lovastatin (Mevacor®)

d) < 80 mg/day of pravastatin (Pravachol®)

e) <40 mg/day of fluvastatin (Lescol®)

f) < 10 mg/day of rosuvastatin (Crestor®)

g) < 10/40 mg/day ezetimibe/simvastatin (Vytorin®)

h) <10 mg ezetimibe (Zetia®)

1) or on no lipid medication other than masked study medication

Note: ACCORD would prefer that a participant stay on the masked study
medication. If possible, clinic staff should work with the private physician to see if
the participant could be placed on an agent/dose that could be administered in
combination with the masked medication.

What to do if the participant cannot tolerate masked study medication

If intolerance to fenofibrate is suspected: study fenofibrate/placebo may be temporarily
discontinued and the impact on symptoms assessed after an appropriate period of time.
Re-challenge with study fenofibrate/placebo may be undertaken at the investigator's
discretion. If intolerance to study fenofibrate/placebo is confirmed, it may be
discontinued and study simvastatin may be continued.
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Table 6.3.10 Allowed Doses of Non-Study Statin in ACCORD

%LDL |Simvastatin| Lovastatin | Fluvastatin | Pravastatin | Atorvastatin | Rosuvastatin Sﬁr%r\e\::argtlgﬁa
reduction (Zocor) (Mevcor) (Lescol) (Pravach) (Lipitor) (Crestor) (Vytorin)
28% 10 mg 20 mg 40 mg 20 mg
34% 20 mg 40 mg 40 mg 10 mg
40 % 40 mg 80 mg 20 mg 5mg
46% 10 mg 10/10 mg
52% 10/20 mg
58% 10/40 mg
23
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Fig 1: What to do if Participant is on 20 mg Simvastatin,
but LDL-C is Reported by ACCORD Central Lab as > 100 mqg/dl (2.59 mmol/l)

Participant on 20 mg Simvastatin
BUT
LDL-C >100 mg/dl (2.59 mmol/l) on routine blood draw

|

* Automated email sent to Clinical Site. Recheck LDL-C level
within 4 months from date at which the LDL-C was > 100
(2.59).

l

A 4

A

LDL-C < 100 mg/dl (2.59 mmol/l) Blood draw 4 months later LDL-C > 100 mg/dl (2.59 mmol/l)

,, l

Continue 20 mg Simvastatin « Automated email sent to Clinical Site.
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Fig 2: What to do if Participant is on 40 mg Simvastatin,
but LDL-C is Reported by ACCORD Central Lab as > 120 mg/dl (3.120 mmol/l)

Participant on 40 mg Simvastatin
BUT
LDL-C >120 mg/dl (3.120 mmol/l) on routine blood draw

Automated email sent to Clinical Site.

« confirm compliance with the study statin

refer the participant to a nutritionist for dietary instruction/reinforcement
recheck LDL-C level 4 months from the date at which the LDL-C was > 120 (3.10).

v

Blood draw 4 months later

y

LDL-C >120 mg/dl (3.10 mmol/l)

A

LDL-C <120 mg/dl (3.10 mmol/l)

4 y

An Automated email will be sent to the Clinical Site.

Continue 40 mg Simvastatin

Consider alternative lipid medication (see footnote below)*

If the participant is placed on a medication/combination not allowed by 6.3.10, the following will occur:

Permanently take the participant off the fibrate/placebo pills.

Participant will remain on simvastatin 40 mg/day until placed on non-study statin by his/her primary
caregiver.

Clinic staff will make an appointment with the participant's doctor for follow-up.

Clinic Staff will also provide a letter for the participant to take to his/her physician for the follow-up visit.
This letter will include the blood lipid values and describes the medication regimen the participant was
on when the blood was drawn.

Clinic Staff will confirm that the participant had visited their physician.

From that point on, the participant would be treated for lipids by his/her personal physician and given
results of any ACCORD lipid determinations to share with this physician.

*See Section 6.3.10 for allowed medications. If other lipid medications are used in conjunction with the masked medication, ALT, CPK
and fasting lipid level should be drawn at the next regular 4 month visit after the start of the new medication and sent to the central lab
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Fig 3: What to do if Participant is on 40 mqg Simvastatin,

but LDL-C is Reported by ACCORD Central Lab as <40 mag/dl (1.03 mmol/l)

Participant on 40 mg Simvastatin
AND

LDL-C < 40 mg/dl (1.03 mmol/l) on routine blood draw

¢

* Automated email sent to Clinical Site.

the prescribed number of pills daily),

« determine compliance with study statin and fibrate/placebo (to make sure that the participant is not taking more than

« refer participant to nutritionist for dietary counseling to ensure that the participant is eating a balanced, adequate diet,

« schedule a blood draw for the visit four months from the visit at which the LDL-C was < 40 (1.03).

!

LDL-C > 40 mg/dl (1.03 mmol/l) |+

Blood draw 4 months later

A 4

Continue 40 mg simvastatin
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LDL-C <40 mg/dl (1.03 mmol/l)

!

* NOTE 2:

» Automated email sent to Clinical Site.

» schedule another blood draw for the visit four months from
this visit at which the LDL-C was still < than 40 (1.03).

« NOTE 1. Participant should continue masked study meds
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Fig 4: What to do if Participant is on 20 mg Simvastatin
but LDL-C is Reported by ACCORD Central Lab as <40 ma/dl (1.03 mmol/l)

Participant on 20 mg Simvastatin
AND
LDL-C < 40 mg/dl (1.03 mmol/l) on routine blood draw

* Automated email sent to Clinical Site.

« determine compliance with study statin and fibrate/placebo (to make sure that the participant is not taking more than the
prescribed number of pills daily)

« refer participant to nutritionist for dietary counseling to ensure that the participant is eating a balanced, adequate diet

« schedule a blood draw for the visit four months from the visit at which the LDL-C was < 40 (1.03).

V

LDL-C > 40 mg/dl (1.03 mmol/) |‘—| Blood draw 4 months later |—>| LDL-C < 40 mg/dl (1.03 mmol/)

A

Continue 20 mg simvastatin

* Automated email sent to Clinic Staff.

«Clinic staff should D/C simvastatin.

* NOTE: Participant should continue masked study meds
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Fig 5: What to do if Participant is on Full Dose of Masked Medication
and the GFR (as Reported to Clinic by Coordinating Center) Decreases below 50 ml/min/1.73m?2

| Routine Blood draw |

A

| GFR < 50 ml/min/1.73m? |

!

* NO Automated email sent to
clinical site

* Ppt may continue medications

A 4
| Routine blood draw 4 months later |

/ ~~

GFR > 50 ml/min/1.73m? |

| GFR < 50 ml/min/1.73m?2

l

Continue * Automated email sent to clinic site that participant should
ACCORD Lipid now be on lower dose of masked medication
Meds « Lower dose masked study medication sent to Clinical Site

from Drug Distribution Center

¢ Participant may remain on Simvastatin
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Fig 6: What to do if the GFR (as Reported to Clinic by Coordinating Center)

decreases below 30 ml/min/1.73m?

!

GFR < 30 ml/min/1.73m? and

participant on full dose of
masked study medication

Routine Blood draw

* Automated email sent to
clinical site

* Redraw creatinine within 2
weeks to be sent to Central Lab

¢ Ppt may contintlje medications

v

Blood draw

} }

GFR > 30 GFR <30

* Automated email sent to
clinic site to

* Ppt may continue
simvastatin
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A4

GFR < 30 ml/min/1.73m?
and participant on reduced
dose of masked study
medication

l

 Automated email sent to
clinical site

» Redraw creatinine within 2
weeks to be sent to Central Lab

» Ppt may continue medications

v

Blood draw

l b

GFR < 30

GFR > 30

/

* Automated email sent to
clinic site to Permanently
D/C masked study
medication

« Ppt may continue simvastatin

y

e Ppt may continue both lipid

medications at current dose




Fig 7: What to do if Triglycerides are Reported by ACCORD Central Lab to be Elevated

!

Triglycerides
<750 mg/dl (8.47mmol/l)

| Routine Blood Draw |

Triglycerides
>750 to <1000 mg/dl
(>8.47 to 51|1.29 mmol/l)

v

Triglycerides
>1000 mg/dl (11.29 mmol/l)

i

A 4

Continue ACCORD
Lipid Meds

* Automated email sent to Clinical Site.

» Re-check trig level within 4 months from date
of trig elevation using the Central Lab

« Clinic to call ppt and assess for
signs/symptoms of pancreatitis. Ppt to avoid
ETOH

» Ppt may continue medications until that visit

v
« Automated email sent to Clinical

Site.

* Re-check within 2 weeks using the

Central Lab

« Clinic to call ppt and assess for

sign/symptoms of pancreatitis. Pptto

avoid ETOH

« Ppt may continue medications

|

Triglycerides
<750 mg/dl (8.47 mmol/l)

— Blood draw 4 months later |

b

b

Continue ACCORD
Lipid Meds

Triglycerides
>750 mg/dl (8.47 mmol/l)

v

| Blood draw within 2 wks

v

<750 mg/dl (8.4

Triglycerides

7 mmol/l)

A

Continue ACCORD
Lipid Meds

* An Automated email will be sent to the Clinical Site.

Permanently take participant off both simvastatin and the masked fibrate/placebo medication.

to share with this physician.

« Clinic Staff will make the appointment for follow-up by the participant’s physician and will confirm that the appointment was kept.

*Ppt will be dispensed 160 mg/day tablet of fenofibrate or 600 mg BID of gemfibrozil until placed on nonstudy fibrate by his/her primary caregiver.

« Clinic Staff will also provide a letter for the participant to take to their physician for the follow-up visit. This letter will include the blood lipid values and
describes the medication regimen the participant was on when the blood was drawn.

« From that point on, the participant will be treated for their lipids by his/her personal physician and given results of any ACCORD lipid determinations
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Fig 8: What to do if the participant reports muscle symptoms on ACCORD Study Forms

Assess for symptoms: Answer to Q3 on Interval History/Follow Form or Annual Follow-up and Physical Exam Form:
“Out of the ordinary severe muscle aches/pains?”

! l

If Yes If No

« Draw Blood and send to Central Lab for CK » Do notdraw CK unless protocol specified
(baseline and months 1, 4, 8, 12)

y A A 4

CK<5xULN | | CK>5x&<10xULN | | CK>10x ULN

« If protocol specifies a blood draw for CK and it
is elevated:

A A 4 y A 4 y

. Continue current lipid | seeFigure10 || seeFigures | | ck<sxuln | [ ck>sxea || ck>10xuLn |
therapy SlOX ULN

* Assess participant for the
use of other medications v v
that may interact with the | See Figurel0 | | See Figure 9 |
lipid drugs.

¢ Determine if the participant
has other underlying Continue current lipid therapy
causes of the muscle
symptoms.

* Assess the participant for
symptoms at the next visit.

¢ Consider a prn lab draw
for CK in 2-4 weeks
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Fig 9: What to do if the CK is Reported by ACCORD Central Lab to be > 10x Upper Limit of Normal (ULN)

| Routine Blood Draw |

| CK >10xULN |

2

| Symptoms* at time of blood draw?
l No iYes

| Do not report as SAE | | Report as SAE (Myositis)

Automated email sent to Clinical Site.
e Temporarily Stop ACCORD Lipid Meds
* Re-check CK within 1 week

» Ascertain whether there is another explanation for the possible elevation (e.g., strenuous exercise)

v ’ v

2nd CK > 10x ULN | | 2" CK > 5x and < 10X ULN | | 2" CK < 5x ULN
Automated email sent to | Symptoms* at time of first elevated CK? | Rechallenge
Clinical Site. l No Yes ACCORD Lipid Meds
«Permanently D/C ACCORD . _
Lipid Meds Re-check CK q week Automated email sent to
¢ Rechallenge when CK < 5x Clinical Site.
ULN on 2 consecutive «Permanently D/C ACCORD
measurements Lipid Meds

*Symptoms: Answer to Q3 on Lab date-matched Interval History/Follow Form or Annual Follow-up and Physical Exam Form
(“Out of the ordinary severe muscle aches/pains?”)
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Fig 10: What to do if the CK is Reported by ACCORD Central Lab
to be > 5 but </= 10x Upper Limit of Normal (ULN)

| Routine Blood Draw |

)

| CK >5x ULN to < 10x ULN |

'

« Automated email sent to Clinical Site.
¢ Re-check within 1 week
« Ppt may continue medications

A
2" CK < 5x ULN
A 4
» Continue ACCORD Lipid
Meds

| 2n CK >'5X ULN |

* Assess the participant for
the use of other Symptoms* at time of first

medications that may | 2
interact with the lipid drugs. ‘ No clevated CK* Yes

» Determine if the participant
has other underlying
causes of the elevation

» Automated email sent to Clinical Site. ¢ Automated email sent
to clinical site.

 Site should

» Assess the participant for permanently D/C
symptoms at the next visit. « Rechallenge when CK < 5x ULN on 2 ACCORD Lipid Meds

consecutive measurements

* Recheck CK q week

» Consider a prn lab draw for

CK in 2-4 weeks * Rechallenge lipid meds one at a time,

starting with masked study medication

*Symptoms: Answer to Q3 on Lab date-matched Interval History/Follow Form or Annual Follow-up and Physical Exam Form
(“Out of the ordinary severe muscle aches/pains?”)
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Fig 11: What to do if ALT is Reported by ACCORD Central Lab to be > 3x Upper Limit of Normal (ULN)

Routine Blood draw

\ 4

ALT < 3x ULN

A 4

ALT > 3x ULN

|

Continue ACCORD Lipid Meds
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Automated email sent to Clinical Site.
* Re-check within 2 weeks

« Ppt may continue medications

A

Blood draw within 2 wks

/

ALT < 3x ULN

Continue
ACCORD Lipid
Meds

.

ALT > 3x ULN

l

e Automated email sent to clinic site.

ACCORD medication.
Suggested order: simvastatin, TZD, masked study
medication

» Check ALT after each change

e Once ALT < 3x ULN on 2 occasions,

with one month between medications.

Suggested order: masked medication, simva, TZD

« If ppt is off all meds for 8 weeks, but ALT still >3x
ULN, clinic should refer ppt to private physician
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Fig 12: What to do if HDL-C is Reported by ACCORD Central Lab as <20 ma/dl (0.517 mmol/l)

Participant in lipid trial with HDL-c reported by the ACCORD
central lab as <20 mg/dl (0.517 mmol/l)

l

adequate diet

» Automated email sent to Clinical Site.

« Determine if there is an obvious cause for the low HDL-C (chemotherapy, cancer, certain drugs, etc.)

« Determine compliance with study statin and fibrate/placebo (to make sure that the participant is not
taking more than the prescribed number of pills daily)

« Refer participant to nutritionist for dietary counseling to ensure that the participant is eating a balanced,

« Schedule a blood draw for the visit four months from the visit at which the HDL-C was < 20 mg/dl (0.517mmol/l).

HDL-C > 20 mg/dI (0.517 mmol/l)

A 4

Continue current lipid
medications
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v

v

HDL-C < 20 mg/dl (0.517 mmol/l)

Blood draw 4 months later

» Automated email sent to Clinical Site

*The Investigator may take the action he/she deems
appropriate. Appropriate actions may include:

*Notifying the participant and their doctor

*Suggesting a change from rosiglitazone to another
glycemic medication

«Consult your Lipid Working Group representative prior
to cessation of masked study medication

*Suggesting further follow-up without any changes
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6.4  Special Renal Study

Last spring, after it was observed that a small number (213) Lipid Trial
participants had increases in serum creatinine, a series of steps were initiated in which
participants with increases in serum creatinine of greater than 30% and either an
estimated glomerular filtration rate (GFR) of less than 60 ml/min/1.73 meter” or a
creatinine clearance of 50 ml/min had additional blood tests and were taken off their
masked medication. One month later, those same participants had repeat blood tests.
Note that some of these participants were on placebo and some were on active
fenofibrate.

The results of the “Special Renal Study” indicated that there was no permanent reduction
in renal function in the subjects taking fenofibrate. The exact results remain blinded, but
the conclusion, which is consistent with most of the prior literature, is that even when
serum creatinine rises during fenofibrate treatment, that level will fall toward the levels
present prior to treatment once fenofibrate is stopped.

6.4.1 Re-challenging Participants

Participants being re-challenged with either simvastatin or blinded
fenofibrate/placebo should start taking the medication at their next scheduled visit. All
lab tests and forms must be completed as usual. If participants are off both simvastatin
and blinded medication and are cleared to re-challenge, they may start both medications
at the same time. If the clinical site feels that this is too much for the participants, start
the simvastatin first and the blinded medication one month later.

Because “Special Renal Study” participants were removed from masked
medication in order to conduct additional measures, these participants should not restart
masked medications until they are informed about what has transpired. Sites will need to
obtain IRB approval to inform them about the changes. The Coordinating Center has
developed a sample letter describing the “Special Renal Study” the sites can provide to
their IRBs, and a sample letter to the participants. These letters can be found at the end of
this section. After sites have received IRB approval they should:

¢ Notify the Coordinating Center
e Re-challenge all Special Renal Participants, at each participant’s next regularly
scheduled visit.

The participants in the “Special Renal Study” will then be treated as all other ACCORD

Lipid Trial participants and will receive the masked medication at doses consistent with
the GFR guidelines.
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Example letter to IRB’s explaining the plan to restart Special Renal Visits

Date: Today’s Date

To:  your IRB

From: your PI

Re:  Rationale for restarting ACCORD Special Renal participants

In April 2004, IRB’s were notified by ACCORD investigators that a rise in serum
creatinine had been seen among a small number of ACCORD Lipid Trial participants and
that this increase may be caused by the blinded study medication (fenofibrate or placebo).
An internal investigation and a literature review was undertaken to better understand the
changes seen. The internal investigation consisted of selection of renal criteria for
temporary discontinuation of blinded study medication and additional laboratory
measures. After consideration, criteria for temporary discontinuation of blinded
medication were established to be participants with a 30% increase in creatinine from
baseline and either a calculated creatinine clearance less than 50 ml/min (from the
Cockroft-Gault equation) or a GFR less than 60 mL/min/1.73m"2 (from the MDRD
equation). Both equations have been used in research and clinical practice and were used
here to be conservative in order to identify the highest number of participants with
potential problems. Participants meeting those criteria were requested to undergo a series
of blood tests (serum creatinine, BUN, cystatin C, CPK and urine microalbumin), to stop
their blinded medication, and one month later to repeat the laboratory tests. WFUSM
IRB and all clinical IRB’s were notified of this action at the time (see attached copy of
original letter).

The literature review found that the elevating effect of fibrates (except gemfibrozil) on
serum creatinine level is known and has been reported. The average increase in serum
creatinine reported is 15-20%. It usually occurs within the first few weeks of treatment.
The potential mechanism remains largely unknown although several have been postulated
including an increase in creatinine production and alteration of renal hemodynamics.
Renal impairment appears to be uniformly reversible after fibrate discontinuation if no
severe chronic renal failure is present at baseline.

The laboratory investigations undertaken in the ACCORD participants whose blinded
medication was discontinued confirm the findings in the literature. Approximately 15%
of participants enrolled in ACCORD as of April 2004 met the Special Renal Criteria
established, similar to that previously reported in the literature. The increase in serum
creatinine was generally seen by month 4 of study participation and was stable over time.
Once fenofibrate was discontinued, serum creatinine decreased toward baseline with the
decrease paralleled by cystatin C and BUN.

Given the finding’s described above, study investigators are confident that the rise in

serum creatinine seen with some ACCORD Lipid Trial Participants is reversible and that,
as long as dose adjustment is made for participants with renal impairment and renal
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function is monitored, it would be medically appropriate to administer fenofibrate to
these participants.

During the investigation described above, 213 Lipid Trial participants (out of a total of
2,898 enrolled in the Lipid Trial) had their blinded study medication discontinued. We
propose restarting those Lipid Trial participants back on their blinded study medication
under the guidelines of the recent protocol amendments, which would mandate that their
study medication be adjusted as per protocol amendment #30 (adjustment of fenofibrate
dosage based on GFR) and their renal function monitored every 4 months, with
subsequent dosage adjustments as described in the revised protocol.

Please note that all actions taken to date have retained the double-blind, with neither
investigators nor study participants aware of which participants were receiving active or
placebo medications. This approach would be continued by having a lower dose fibrate
and matching placebo available in the study.
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SAMPLE Letter to participants previously involved in the Special Renal Cohort
November 10, 2004

Letter to participants in the Special Renal Study

Dear.....

You are a participant in the ACCORD Lipid trial. Last spring we stopped your “blinded
medication” because of an increase seen in your creatinine level. Creatinine is a
substance in blood that is used to see how well your kidneys are working. An increase in
creatinine may suggest some worsening of how well your kidneys are working. The
medication you received could have been the drug fenofibrate (Tricor or Lipidil) or the
placebo. Because this is a blinded trial we do not know which you medication you were
on.

At the time we stopped the medication, we took extra blood samples. After one month,
we collected more blood samples. The results of those blood tests showed us that the
increase in blood creatinine that we had seen was no longer present. When the
medication was stopped, the blood creatinine level went down. This suggests that the
change in kidney function we had seen in some patients was not permanent.

Because there was no evidence of a long-term effect, we want to start your blinded
medication again with some new precautions. We will monitor your kidney function
more closely. If, at any time during the rest of the ACCORD Lipid Trial, your blood
creatinine rises above a certain level, we will reduce the dose of the blinded medication
or even stop it. If, at any time during the rest of the ACCORD Lipid Trial, you are not
comfortable being on blinded medication, you may choose to stop.

The safety of our participants is of the utmost concern to us, the investigators and staff of
ACCORD study. Your continued participation in this study is vital to the success of
ACCORD. We appreciate your help!

Sincerely
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If you have any questions regarding the lipid protocol or about how to handle a
particular patient, contact your CCN Lipid Working Group Representative. They
are:

Canada:
Western:
Minn/lowa:
Ohio/ Mich:
Northeastern:
Southeastern:
VA:

6.5 Prohibited Lipid Regulating Medications
I:xcept where noted, the following lipid regulating medications should not to be

taken at any time during participation in the lipid trial (unless as part of the ACCORD
Protocol):

HMG-CoA Reductase Inhibitors (Statins):
Atorvastatin (Lipitor™)
Cerivastatin (Baychol *)
Fluvastatin (Lescol™)
Lovastatin (Mevacor™)
Pravastatin (Pravachol®)
Simvastatin (Zocor").

Iibric Acid Derivatives (I'ibrates):
Fenolibrate (Tricor™)
Clofibrate (atromid®)
Gemf{ibrozil (Lopid®)

Nicotinic Acid: -
all OTC Niacin preparations (Nicotinex Llixir"), )
prescription niacin (Niacor™), (Nicobid®), (Niaspan®), (Slo-Niacin®).

NOTT: Small amounts of niacin (< 100 mg) are allowed as part of a multivitamin
complex.

Bile Acid Sequestrants: )
Colestipol (Colestid®) tablets or powder, (L.oCholest®) powder
Cholestryramine ( Questran™) powder
Colesevelam (WellChol™)

Cholesterol absorption inhibitors:
Fzetimibe (Zetia™)
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b. Except where noted, the following agents are also prohibited for those ACCORD
participants who are on the trial statin, simvastatin. NOTE: If a participant needs to be
temporarily placed on one of these agents, the use of simvastatin may be temporarily
stopped and restarted when the participant no longer requires the agent.

Immunosuppressive agents: Cyclosporin (Neoral®), (Sandimmune®).

Antibiotics known to inhibit the cytochrome p450 CYP3A4 system:
Erythromycin
Erythrocin®
Ery-Tab®
Eryc Delayed Release Capsules®
[losone®
Eryzole Oral Suspension®
E.E.S liquid, granules, filmtab®.
Clarithromycin (Biaxin®)
* any oral or intravenous macrolide antibiotic with the exception of Azithromycin
(Zithromax®)

NOTE: Azithromycin (Zithromax®), use is permitted. Also, there is little systemic
absorption of topical erythromycin, so that is permissible.

Antifungal Agents (systemic use):
Systemic (oral or IV) administration of azole antifungal agents:
Ketoconazole (Nizoral® )
Itraconazole (Sporanox® )
Fluconazole (Diflucan® )

NOTE: The following antifungal agents are allowed: Terbinafine (Lamisil® ),
Griseofulvin (Fulvicin® Grifulvin® ), Amphoteracin (Abelcet® Ambisome®
Amphotec® ), Flucytosine (Ancobon® ), topical antifungals i.e. miconozole,
ketokonozole may be used with careful observation for muscle complaints.

Specific Antidepressants
Nefazodone

6.6  Special Note Regarding the Concomitant Use of Fenofibrate and Warfarin
(Coumadin)

The use of a fibrate generally necessitates a reduction in the dose of Coumadin to
avoid excessive bleeding.

For persons who are on Coumadin at the start of the trial, the participant’s

physician should be informed both by phone and in writing of the possibility that the
participant may be on a fibrate. Until the physician or someone who will manage the

Chapter 6 — December 19, 2007 41



Coumadin dose is reached by phone or in person, the participant should not be
randomized.

During the trial, you will ask about the possibility of Coumadin use at each visit
and if you find that the participant is now on Coumadin, record its use in your source
notes. If Coumadin has been started, the clinician prescribing it should be notified that the
participant may be on a fibrate. Remember, in some cases the clinician prescribing the
Coumadin may not be the clinician notified at the start of the trial of the participant’s
participation in the trial and randomization to fibrate or placebo.

6.7  Unmasking A Participant’s Fibrate/Placebo Assignment

The fibrate/placebo arms of ACCORD are the only masked portion of the trial.
Even the statin component of the lipid portion of ACCORD is unmasked, although the
centrally measured lipid levels are masked. If the masked fibrate/placebo study
medication is stopped for any reason, neither the participant nor the clinic staff need to be
unmasked regarding the study medication’s true identity, unless there are other
circumstances dictating unmasking.

Before unmasking a participant’s treatment group assignment, and assuming that
this is not an emergency situation, the Clinical Site Principal Investigator is encouraged
to discuss the situation with the Clinical Center Network Principal Investigator. Rather
than unmasking, there may be other options available, such as temporarily stopping the
study medication (and resuming after the situation has resolved).

6.7.1 Unmasking Procedure

The treatment code will only be broken (unmasked) if that knowledge (i.e.
knowing exactly which study drug the patient is taking) is essential to the medical
management of a person who has taken the medication. Code breaks are discouraged;
however the participant’s safety must always be paramount. In those situations where the
investigator feels it is essential to break the code, he/she is instructed to contact the
ACCORD Drug Distribution Center (DDC) at (505)- 248-3203, which provides 24
hours/day, 7-days/week coverage. Be prepared to provide the following information:

Study Name

Site Name

Name of person calling and their telephone number
Patient Identification Number

Reason Code Break is necessary

Name of Physician requesting code break

AN e

6.7.2 Documenting the Unmasking Episode

A full written report will be required by the Clinical Site PI documenting
the entire episode, including why the unmasking was felt to be necessary what
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options to unmasking were considered, and why these options were not selected.
This report should be co-signed by the CCN PI and sent to the ACCORD
Executive Committee (in care of the ACCORD Coordinating Center) for review
and filing.
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7. Visit Schedule of Study Activities by Randomization Cell

A. Intensive Glycemia and Intensive Blood Pressure
A.1  Overview

One of the key aims of the ACCORD study is to determine if targeting a HbAlc
of < 6.0% (the upper limit of the nondiabetic range) reduces the rate of cardiovascular
disease (CVD) events to a greater extent than targeting a HbAlc of 7.0% to 7.9% (with
the expectation of achieving a median level of 7.5%, which is 25% above the upper limit
of the nondiabetic range) in high risk middle-aged or older people with type 2 diabetes.
The approaches used to implement these targets, suggested algorithms for the use of
pharmacologic agents and follow-up schedules are described in MOP Chapters 5 and 6.

The ACCORD blood pressure (BP) trial component is designed to test whether a
therapeutic strategy that targets a systolic blood pressure (SBP) of < 120 mmHg reduces
the rate of cardiovascular events in a middle-aged or older type 2 diabetic population at
high risk for cardiovascular events compared to a strategy that targets a SBP of < 140
mmHg in the context of good glycemic control. Details regarding the implementation of
the protocol for the intensive glycemia and intensive blood pressure control groups are
described below.

A.1.1 Algorithms for Intensive Glycemic and Intensive Blood Pressure Control;
Choice of Agents

Figures A.3 and A.5 at the end of this chapter are suggested algorithms to guide
changes in glycemic therapy for the intensive group. The exact changes to be made
whenever glycemic therapy needs to be intensified on the basis of the HbAlc or the
SMBG results will be determined by the individual site using the figures as guides.

The algorithm for the intensive BP group calls for an assessment of the
participants’ antihypertensive medication regimen at baseline to determine the starting
point on the decision tree for future monitoring and medication adjustments needed to
achieve their assigned SBP goal (< 120 mmHg) (Refer to Figure A.6 at the end of this
chapter).

A.1.2 Targets and Action Required Levels
A.1.2.a) Intensive Glycemic Control

Table A.1.2 outlines the glycemic target for the intensive group, which is identical
to that described in Table 3.1 in the protocol.
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Table A.1.2: Intensive Glycemic Target and Threshold for Action for ACCORD

“Action Required” Threshold

(5.6

HbA1c Targets HbAlc > 50% of SMBG Results/4Days
Fasting/ac > 100 mg/dl
Intensive Therapy < 6.0% > 6.0%* noqinol/l)

2 hrs pc > 140 mg/dl (7.8 mmol/l)

pc: postcibal (after meals); ac: antecibal (before meals); SMBG: self monitoring of blood glucose; *
antihyperglycemic therapy will be advanced if either the HbAlc or the SMBG “action required * criteria
are met at any particular encounter

A.1.2.b) Intensive Blood Pressure Control

Participants randomized to the intensive blood pressure control will have a SBP
goal of < 120 mmHg. The BP intervention will begin at the randomization visit. The
investigator may choose from among the available ACCORD agents or select another as
determined appropriate. It is recommended that the regimen include a drug class
associated with reduced cardiovascular events in diabetes (ACE-inhibitor, beta-blocker,
calcium channel blocker or diuretic). For participants in the intensive BP group, a
combination of a diuretic and cither an ACE inhibitor or a beta-blocker, a calcium
channel blocker or an angiotensin II receptor blocker (ARB) is strongly encouraged for
initial therapy at randomization. (Refer to Drug Availability List — MOP Chapter 5)

A.1.3.a) Adjusting Glycemic Therapy

As noted in the following table (A.1.3), a range of approaches will be used to
target the HbAlc¢ levels shown in Table A.1.2.

A.1.3 Achieving Glycemic Intensive Group

Goals

Visits (1* 4 months) Monthly

Visits (> 4 months) Q2 mo

Phone contact Research staff initiated (>1 inter-
visit)

Supplemental contact Severe hypoglycemia OR
HbAlc =action req’d OR
SMBG = action req’d (based on
review of logbooks)

Point of Care HbAlc Mandatory

Routine use of postprandial Yes

SMBG values to guide therapy

SMBG freq.” (not on insulin) | > 2/day and 4/day if glucose is >
target (2 ac/day and 2 pc/day)

SMBG freq.” (insulin) 4-8/d (at least 2 ac/day and 2
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pc/day; occasional 3 am test prn)

Self titration principles Avoid severe hypoglycemia” AND

Adjust therapy every 4 days AND

Use CHO/patterns (if on insulin)
Initial Minimum Rx Diet/lifestyle AND 2 oral agents
Insulin Use (when needed) Flexible

“less frequent if goals are achieved; " including avoiding SMBG levels < 70 mg/dl (3.9

mmol/l) on > 1/4 of the readings

It is expected that patients in the intensive group will experience mild, self-
treated hypoglycemic episodes approximately 2-3 times/week. Moreover, initially,
people may report such episodes more frequently, until they become accustomed to
physiologic glycemic control.

A.1.3.b) Glycemia Safety Issues/ Adjusting Therapy for Hypoglycemia

Hypoglycemic events may occur in individuals in either the intensive or standard
group. Severe hypoglycemia is unusual in people with type 2 diabetes (even when
normoglycemia is targeted). Mild episodes of hypoglycemia are, however, likely to
occur.

All participants will be instructed to check their glucose levels regularly as
described in the protocol. They will also be taught how to recognize and self-treat
hypoglycemia and will be instructed to keep glucose available at all times (as tablets).
Moreover, any participant who has had an episode of severe hypoglycemia will be
provided with glucagon and they and any cohabiting partner will be taught how to
administer it.

Severe hypoglycemia is defined as any episode of loss of consciousness/seizure
or documented hypoglycemia (glucose < 50 mg/dl or 2.8 mmol/l) that also requires
hospitalization or treatment by emergency personnel. If this occurs:

e Complete Severe Hypoglycemia Action Form. (See MOP Chapter 8, Section
8.4.4 for more details).

e For participants in either group who have an episode of severe hypoglycemia,
adjust glycemic targets to achieve a fasting and 2 hour glucose (postprandial) of
100 — 140 mg/dl (5.5 — 7.8 mmol/l) and < 180 mg/dl (10 mmol/l) respectively,
and a HbAlc of 7.0% - 7.9% for at least 4 weeks.

e Ensure that a complete medical assessment by the health care provider is
completed to identify other potential causes (e.g. pituitary or adrenal
insufficiency)

e Ensure that the health care provider reassesses the glycemic goals at subsequent
visits.

e Ensure that the participant has received glucagons and that the participant and
cohabitant know how to administer it.

e Have telephone contact with the participant before the next visit to assess blood
glucose records and freedom from hypoglycemia.
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Minor hypoglycemia is defined as self-reported transient symptoms such as
lightheadedness, tremor, shaking, sweating, tingling, blurry vision, trouble concentrating
etc., that are self-treated by ingestion of carbohydrates and resolve on their own. (See
MOP Chapter 6, Section 6.1.6). All participants will be asked to note such episodes in
their glucose logbooks and to confirm them with a blood glucose reading whenever
possible. The estimated frequency (of confirmed and suspected minor hypoglycemia) will
be recorded at every visit.

A.1.3.c) Self Treatment of Hypoglycemia

1. If the glucose value is < 50-70 mg/dl (3.9 mmol/l), it should be treated by ingestion of
15 grams of CHO (e.g. 3-4 glucose tablets, 5 Lifesavers, 4-6 oz. of a regular —
(nondiet) — soft drink, or 8 oz. low fat milk);

2. [If the glucose value is < 50 mg/dl (2.8 mmol/l), it should be treated by ingestion of
20-30 grams of CHO (e.g. 6-8 glucose tablets);

3. Blood glucose should be self-tested 15-20 minutes after therapy and therapy repeated
if the level is still low (as above);

4. If no meal will be eaten within 1-2 hours, a mixed nutrient snack, including CHO,
protein, and fat should be ingested right after the initial therapy to prevent another
episode.

5. TIfthe glucose value is low or there is significant cognitive or motor impairment,
individuals should treat and re-test glucose value. The glucose value should be > 70
mg/dl (3.9 mmol/l) before driving a car or operating heavy machinery.

A.1.3.d) Education and Minimization of Hypoglycemia in Participants

Hypoglycemia is an inherent risk in the treatment of diabetes. It is important to
inform participants of the signs and symptoms of hypoglycemia, techniques to minimize
the risk and appropriate methods of treatment. Several tools are available for use in
educating participants:

Hypoglycemia Cartoon
Participant Wallet Card
Primer on Hypoglycemia
Participant Newsletters

L b —

All participants must be provided with the written material listed above at the beginning
of the study. Study staff should review verbally the signs and symptoms with the
participant and family members. Participants and their families should be encouraged to
review the hypoglycemic video either in the clinic or at home. Both participants and
family members should be educated on the appropriate treatment for symptoms, and
provided with glucose tablets. Those participants suffering one severe hypoglycemic
event should be provided with a glucagon kit and both the participant and the family
member taught how to use it. This material must be reviewed annually with all
participants and after every reported hypoglycemic event.

April 6, 2005 4
Chapter 7 Cell A — Intensive Glycemia/ Intensive BP



A.1.3.e) Safety Issues for Thiazolidinedione (TZD) Drugs

For participants on TZD (e.g. Avandia or Rosiglitazone), check for the presence
of edema at every visit and obtain a Central Lab ALT every 2 months for the first year of
treatment and annually thereafter.

As TZDs are contraindicated in people with stage 3 or 4 heart failure, if a
participant who is taking a TZD does develop heart failure, the TZD should be stopped
and the heart failure treated and investigated. Depending on the results of these
investigations the investigator may reconsider cautiously reinstituting TZD if the heart
failure resolves, and was judged to have not been directly caused by TZD alone.

A handout to give to the participants at the discretion of the site concerning TZD
use is available and can be found on page 29 at the end of this chapter.

A.1.3.f) Adjusting Antihypertensive Therapy

Participant's BP should be monitored at every visit. For the intensive BP group,
initiation of study therapy is dependent upon the participant’s medication status at
baseline. If on 0 - 1 antihypertensive medication at baseline, the participant should begin
a study drug combination (an ACE-I, a beta-blocker, a calcium channel blocker, or an
angiotensin II receptor blocker (ARB) combined with the diuretic) and be monitored as
indicated by the protocol. If the participant is on 2 or 3 medications at baseline, they may
continue their present therapy if at goal (< 120 mm Hg). It is strongly encouraged that a
diuretic be included as part of the study antihypertensive regimen. If the participant is not
at goal (> 120 mm Hg) therapy should be adjusted (e.g. dosage titration, addition of
another agent, or change to an alternate combination) to move toward the study goal. The
SBP goal for the intensive group is < 120 mm Hg. Action must occur at each visit and is
required at each Milepost visit (4 month intervals through the 24-month visit and
annually thereafter based on date of randomization), throughout the duration of the study
for those participants who remain above goal (SBP > 120 mm Hg). If the SBP remains >
120 mm Hg upward dose titration or an additional drug (not already in use) must be
added and the participant should be seen at monthly intervals until at goal. If at a
Milepost visit the SBP is not < 120 mm Hg, an antihypertensive medication from a
different class not already in use MUST be added. If the SBP has reached the desired
goal and remains < 120 mm Hg, therapy and monitoring will continue as per protocol.

A.2  Intensive Glycemic and Intensive Blood Pressure Control Visit Procedures
A.2.1 Baseline — Randomization Visit

The participants will be instructed to attend the clinic following an overnight fast
(since ~10 pm the previous evening). They should not take their glycemia or lipid (if

applicable) medications on the morning of this clinic visit but should be instructed to
bring their medications, glucose meter, SMBG records and significant other or support
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person with them. They should, however, take their blood pressure medication (with
water) prior to coming to clinic. During the visit, the following procedures will be
conducted:

1. All data collected during the screening process will be reviewed.

2. Verity eligibility status for the Glycemia, Blood Pressure and Lipid Trials (including

occurrence of events that may prohibit patient from participating).

a) Review current medications including OTC, herbal remedies and vitamins.

b) Review, evaluate and calculate the percentage of participant’s compliance with at
least 2 weeks of SMBG monitoring as part of the run-in procedures.

¢) Assure that the qualifying HbAlc¢ value was obtained within the last 3 months prior
to the randomization date.

3. If ineligible, the participant will be thanked for their time and dismissed from the
clinic.

4. If eligible, proceed with randomization process:

a) Verify that a full-scale consent form has been obtained and signed and HIPAA
authorization obtained.

b) Obtain and perform baseline history and physical exam, including demographics,
medical history, concomitant medications, weight, height, waist circumference,
visual acuity, and foot exam. Using the appropriate technique for the Omron
device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

c¢) Participants will be given the Health Utilities Index Form and instructed on how
to complete it. Verify that the participant completed all items before end of visit.

d) Verify that all information on the Inclusion/Exclusion Summary Form, the
Blood Pressure Trial Screening Form, and the Lipid Trial Screening Form is
complete and correct both on the forms and in the computer.

e) Click “Randomize pt” on data entry screen. A pop-up screen will appear to
remind staff to provide the participant with Eye Sub-study and MIND Sub-study
(Canada, Western, Minnesota/lowa, Ohio/Michigan, Northeast, and Southeast
CCNs) introductory materials.

f) Input the percent of participant’s report of compliance for SMBG.

g) Verify that the Baseline History and Physical Exam Form has been completed.

5. The participant will be assigned a treatment regimen. The randomization screen will

display this information and list target dates for the follow-up visits. It is

recommended that the participant’s treatment assignment and visit schedule be
printed out and filed in their research record.

6. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, ALT, Creatinine,
Lipid Profile, CPK, and for storage of additional aliquots (where approved).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Laboratory.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.
Retain a copy for participant’s research records.

9. Collect all glycemic related information:

a) Measure and record POC HbAlc. Currently there are only 3 acceptable means of
attaining a HbA 1c value:
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e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times. Remember POC
values should be adjusted for any systematic differences from Central Lab HbAlc
values.

b) Review screening blood glucose diary, download SMBG meter values to laptop
and assess blood glucose values for implementation of the glycemia intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia in
the source documents. Review symptoms and therapy of hypoglycemia (See
Section A.1.3.b, A.1.3.c and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document. Record current glycemic medications
on the Baseline History and Physical Exam Form only by class of medication.

¢) Record name and dose of all current (at visit entry) oral glycemia medications on
the Glycemia Medications Log. If on insulin, record name and dose on the
Intensive Glycemia Management Form.

f) Conduct nutrition assessment and plan.

g) Instruct participants on their diet, foot care, an exercise program and the
relationship of medications with nutrition and exercise.

h) Reinforce proper SMBG technique and instruct participant to test per instructions
on MOP Table A.1.3 (4/day if diet/oral therapy (2 ac/day, 2 pc/day) and 4 -8
times/day (at least 2 ac/day and 2 pc/day; occasional 3 am test) if on insulin.

i) Provide SMBG logbooks and instructions for their completion.

J)  Check Central Lab HbAlc¢ at the time the results are available if drawn and make
any additional changes to achieve target (See Section A.2.2).

k) Dispense glucose meter if necessary (Canadian Sites only).

1) Provide sufficient strips through the next visit to the participant. (Canadian Sites
only).

m) Fill out the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US sites only).

n) Adjust and convert all glucose lowering medications to study provided
medications as needed to improve glycemic control based on POC result and
screening blood glucose diary (See Figure A.3 at the end of this chapter).
Participant should be on at least 2 oral agents at visit exit.

0) Recommend medical ID if participant is being started on insulin.

10. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current BP medications on the Baseline History and Physical Exam
Form only by class of medication.

April 6, 2005 7
Chapter 7 Cell A — Intensive Glycemia/ Intensive BP



©)
d)

¢)

D

Using appropriate technique with the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

If on 0 - 1 antihypertensive medication at baseline, the participant should begin a
study drug combination (an ACE-I, a beta-blocker, a calcium channel blocker, or
an angiotensin II receptor blocker (ARB) combined with the diuretic) and be
monitored as indicated by the protocol. If the participant is on 2 or 3 medications
at baseline, they may continue their present therapy if at goal (< 120 mm Hg) and
the regimen includes a diuretic. If the regimen does not include a diuretic it is
recommended that the current regimen be adjusted and include a diuretic. If the
participant is not at goal (> 120 mm Hg) therapy should be adjusted (e.g. dosage
titration, addition of another agent, or change to an alternate combination) to
move toward the study goal.

Initiate or convert all blood pressure-lowering medications to study drugs (if
necessary); record name of drug and dose on the Blood Pressure Medications
Log.

Instruct participants on actions to limit symptomatic orthostasis.

11. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

12. Participants assigned in substudies (Health Related Quality of Life (HRQL), Physical
Activity, Diet) will complete the appropriate questionnaires. Verify that the
participant completes all items before end of visit.

13.1f you have not acted upon a Central Lab HbAlc > 6%, refer to Section A.2.2.
Schedule follow-up phone/fax/email/mail contact within 2 weeks and a clinic
appointment in 1 month.

14.Remind participants to bring all their medications, glucose meters and SMBG records
to each visit.

15. Remind participants to take blood pressure medications the morning of next visit.

16. Collect all related Lifestyle and Background information:

a) Assess smoking status. Follow guidelines (if necessary) in MOP Chapter 4, Section
4.3.1 for smoking cessation activities.

b) Assess aspirin use. Recommend aspirin therapy (if appropriate) in accordance with
guidelines in MOP Chapter 4, Section 4.3.2.

17. Contact primary care provider as necessary.

18. Obtain a release of information form in case of need for subsequent events.

19. Complete the following forms and enter data as required:

a)
b)
c)
d)
€)
f)
)
h)
i)
J)

Inclusion/Exclusion Summary Form

Blood Pressure Trial Screening Form

Lipid Trial Screening Form

Participant Contact Information Form (if not previously completed)
Visual Acuity Worksheet

Ophthalmology Exam Form (as necessary)

Baseline History and Physical Exam Form

Intensive Glycemia Management Form

Glycemia Medications Log

Intensive Blood Pressure Management Form
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k) Blood Pressure Medications Log

1) Encounter and Disposition Form

m) Health Utilities Index Form

n) The Unified Form (US sites only)

0) Assigned Substudy Questionnaires (as necessary)
p) Drug Dispensing Form (as necessary)

q) Event Forms (as necessary)

A.2.2 Upon Receipt of Central Lab HbAlc Values Drawn

1.

If the Central HbAlc¢ result measured at that visit returns > 6.0%, and no change in
therapy was made at the time of the visit (when the Central Lab HbAlc was
obtained), and there is no contraindication (See MOP Chapter 6) to intensify therapy:
a. Contact the participant, and intensify the therapy per protocol
e Increase dose of current agent (if on submaximal dose) or add another agent
(see Figure A.3).
b. Complete appropriate glycemia forms regarding the changes in therapy made to
achieve or maintain target levels.

A.2.3 Phone/FAX/email/mail Contact at 0.5, 1.5, 2.5 and 3.5 Months

These contacts are for participants assigned to the intensive glycemic treatment

group and should occur within a +/- 1-week window. The participants will be contacted
by one of the means listed above and the following procedures will be conducted:

1.

Record the participant’s report of their SMBG results for the previous 2 weeks if you
have not already received them by phone, fax, email or mail. Encourage participants
to comply with advance requests for SMBG results.

Complete Intensive Glycemia Management Form. Record occurrence of any severe
hypoglycemia as well as the occurrence and frequency of hypoglycemia (See Section
A.1.3.b, A.1.3.c and MOP Chapter 8, Section 8.4.4).

Record current glycemic medications including name, dose and participant’s self
report of adherence on the Glycemia Medications Log. If on insulin, record
appropriate information on the Intensive Glycemia Management Form.

4. Adjust or maintain therapy according to the following:

a) If <50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l) AND < 50%
over 4 days of the 2 hr levels are > 140 mg/dl (7.8 mmol/l);
e Remain at the same dose of current medications.

b) If >50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l); AND/OR >
50% of the 2 hr levels over 4 days are > 140 mg/dl (7.8 mmol/l); AND no
contraindication (See MOP Chapter 6) to intensify therapy:

e Increase dose of current agent (if currently on submaximal dose) or add
another drug (See A.3 or A.5) and reinforce diet and exercise.
5. Reinforce appropriate SMBG frequency according to Table A.1.3:
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e Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

Instruct participants on when and how to self-titrate therapy. If on insulin, instruct

participant on when and how to self-titrate therapy every 4 days.

Remind participant of next clinic visit.

Remind participant to take blood pressure medications the morning of next visit.

Complete the following form and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medications Log

c) Severe Hypoglycemia Action Form (as necessary)

d) Study Status Form (as necessary)

A.2.4 One, 2, 3, and 6 month Visits

These visits should occur within a +/- 1-week window. The participants will

report to the clinic and the following procedures will be conducted:

1.

Obtain weight, and record in source documentation.

2. Using the appropriate technique for the Omron device, obtain blood pressure and

pulse (See Mop Chapter 9, Section 9.2.3).

3. Collect all glycemia related information:

a) Measure and record POC HbA 1c. [Currently there are only 3 acceptable means of

attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and
e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required to

use the Central Lab measurements of HbAlc¢ at all times]. Remember POC values

should be adjusted for any systematic differences from Central HbAlc values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section A.1.3.b, A.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust or maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);
e Maintain current therapy.
3. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/1) AND/OR > 50% of the 2 hour postprandial levels over 4
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days are > 140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See

MOP Chapter 6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See A.3 or A.5).

4. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter

6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See A.3 or A.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information on TZDs as necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day)
if not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3
am test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participants on when and how to self-titrate every 4 days (if applicable).

J) Record name and dose of all glycemia medications on the Glycemia Medications
Log. If on insulin, record name and dose on Intensive Glycemia Management
Form.

k) Provide SMBG logbooks and instructions in their completion.

5. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self-report of adherence in source
documents.

¢) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) Ifthe SBP is at the desired goal of < 120 mm Hg, maintain current therapy

e) If the SBP > 120 mm Hg, an upward dose titration or an additional drug (not
already in use) should be added. Participants should be seen at monthly intervals
until at goal.

f) Record name, dose, and adherence of all blood pressure medications on the Blood
Pressure Medications Log.

5. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

6. At the month 1, 2, and 3 visits, schedule follow-up phone/fax/email/mail contact in 2
weeks and a clinic appointment in 1 month. At the 6 month visit, schedule
phone/fax/email/mail contact in 1 month and a clinic appointment in 2 months
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7. Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.
8. Remind participant to take blood pressure medications the morning of next visit.
9. Complete the following forms and enter data as required:
a) Intensive Glycemia Management Form
b) Glycemia Medication Log
c) Severe Hypoglycemia Action Form (as necessary)
d) Intensive Blood Pressure Management Form
¢) Blood Pressure Medications Log
f) Encounter and Disposition Form
g) Drug Dispensing Form (as necessary)
h) Study Status Form (as necessary)

A.2.5 Four & 8 Month Visit

The 4-month visit should occur within a +/- 1-week visit window. The 8-month
visit should occur within a +/- 2-week window. The participants will be instructed to
attend the clinic following an overnight fast (since ~ 10 p.m. the previous evening). They
should not take their glycemia or lipid (if applicable) medications on the morning of this
clinic visit but should be instructed to bring their medications, glucose meter, SMBG
records and significant other or support person with them. They should, however, take
their blood pressure medication (with water) prior to coming to clinic. During the visit,
the following procedures will be conducted:

1. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter the Preliminary Event
Notification Form. Obtain a release of information if not already done, and request
the additional required information for the event needed to complete the Death
Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

2. Perform the physical exam, including weight. Using the appropriate technique for the
Omron device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

3. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbA 1c, Fasting Plasma Glucose, Potassium, Creatinine and ALT.

4. Collect all glycemia related information.

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:
e The Central Lab
e A Bayer DCA 2000, and
e An approved local lab
Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
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values should be adjusted for any systematic differences from Central HbAlc

values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section A.1.3.b, A.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e  Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are >
140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6)
to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See Figure A.3 or A.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information sheet on TZD as necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if

not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am

test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct the
participant on when and how to self-titrate every 4 days (if applicable).

1) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions for their completion.

1) Check Central Lab HbAlc at the time the results are available if drawn and make
any additional changes to achieve target (See Section A.2.2).

5. This is a Milepost Visit. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their

BP medication that morning prior to coming to the visit. If the participant has not
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taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence in source
document.

c) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) If the SBP is at the desired goal of < 120 mm Hg, maintain current or equivalent
therapy.

¢) Ifthe SBP > 120 mm Hg, you must add an additional drug class (not already in
use) as this is considered a milepost visit for evaluation of BP goals. If in the
investigator's clinical judgement, an adjustment in the medication regimen is not
possible, you must complete a Milepost Blood Pressure Drug Exception Form
explaining the reason. Participants should be seen at monthly intervals until at
goal.

f) Instruct participants on actions to limit symptomatic orthostasis.

g) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

6. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

7. Complete Cost Substudy Form for participants in the Cost Substudy.

8. Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic
appointment in 2 months or any other required supplemental visits (See MOP Chapter
6).

9. Remind participants to bring all their medications, glucose meter and SMBG records
to next visit.

10. Remind participant to take blood pressure medications the morning of next clinic
visit.

11. Complete the following forms and enter data as required:

a) Interval History and Follow-up Form

b) Intensive Glycemia Management Form

d) Glycemia Medication Log

¢) Severe Hypoglycemia Action Form (as necessary)
d) Intensive Blood Pressure Management Form

¢) Blood Pressure Medications Log

f) Encounter and Disposition Form

g) Preliminary Event Notification Form (as necessary)
h) Event Forms (as necessary)

i) Milepost Blood Pressure Drug Exception Form (as necessary)
J) Drug Dispensing Form (as necessary)

k) Cost Substudy Form (as necessary)

1) Study Status Form (as necessary)

A.2.6 Bi-Monthly Phone/FAX/email/ mail Contacts From Month 5 visit Through
End Of Study
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These contacts are for participants assigned to the intensive glycemic treatment
group and should occur within a +/- 2-week window. The participants will be contacted
by one of the means listed above and the following procedures will be conducted:

1. Record the participant’s report of their SMBG results for the previous 2 weeks if you
have not already received them by phone, fax, email or mail. Encourage participants
to comply with advance requests for SMBG results.

2. Complete Intensive Glycemia Management Form. Record occurrence of any severe
hypoglycemia as well as the occurrence and frequency of hypoglycemia. Review
symptoms and therapy for hypoglycemia (See Section A.1.3.b, A.1.3.c and MOP
Chapter 8, Section 8.4.4).

3. Record current glycemic medications including name, dose and participant’s self
report of adherence on the Glycemia Medications Log. If on insulin, record
appropriate information on the Intensive Glycemia Management Form.

4. Adjust or maintain therapy according to the following:

a) If <50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l) AND < 50%
over 4 days of the 2 hr levels are > 140 mg/dl (7.8 mmol/l);

e Remain at the same dose of current medications.

b) If >50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l); AND/OR >
50% of the 2 hr levels over 4 days are > 140 mg/dl (7.8 mmol/l); AND no
contraindication (See MOP Chapter 6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another drug
(See Figure A.3 or A.5) and reinforce diet and exercise.

5. Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2 ac/day, 2 pc/day)
if not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3
am test) if on insulin.

6. Instruct participants on when and how to self-titrate therapy. If on insulin, instruct the
participant on when and how to self-titrate every 4 days (if applicable).

7. Remind participant of next 2-month clinic appointment.

8. Remind participant to take blood pressure medications the morning of next visit.

9. Complete the following form and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medications Log

c) Severe Hypoglycemia Action Form (as necessary)

d) Study Status Form (as necessary)

A.2.7 Visits at Follow-up Months 10, 14, 18, 22, 26, 30, 34, 38, 42, 46, 50, 54, 58, 62,
66, 70, 74,78, 82, 86, 90, and 94

These visits should occur within a +/- 2-week window. The participants will
report to the clinic and the following procedures will be conducted:

1. Obtain weight, and record in source documentation.
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2. Using the appropriate technique for the Omron device, obtain blood pressure and
pulse (See MOP Chapter 9, section 9.2.3).

3. Collect all glycemia related information:

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required

to use the Central Lab measurements of HbAlc at all times]. Remember POC

values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section A.1.3.b, A.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust or maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e  Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are >
140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6)
to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See Figure A.3 or A.S).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information sheet on TZDs as necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day)
if not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3
am test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.
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1) Instruct participants on when and how to self-titrate. If on insulin, instruct the
participant on when and how to self-titrate every 4 days (if applicable).

1) Record name and dose of all glycemia medications on the Glycemia Medications
Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions in their completion.

Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self-report of adherence.

¢) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) Ifthe SBP is at the desired goal of < 120 mm Hg, maintain current therapy

e) If the SBP > 120 mm Hg, an upward dose titration or an additional drug (not
already in use) should be added. Participants should be seen at monthly intervals
until at goal.

f) Record name, dose, and adherence of all blood pressure medications on the Blood
Pressure Medications Log.

Remove labels from study medications and place on drug dispensing form then

dispense blood pressure-lowering study medication. Scan label bar codes into the

computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

Schedule follow-up phone/fax/email/mail contact in 1 month and a clinic appointment

in 2 months.

Remind participants to bring all their medications, glucose meter and SMBG records

to each visit.

Remind participant to take blood pressure medications the morning of next visit.

Complete the following forms and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medication Log

c) Severe Hypoglycemia Action Form (as necessary)

d) Intensive Blood Pressure Management Form

¢) Blood Pressure Medications Log

f) Encounter and Disposition Form

g) Drug Dispensing Form (as necessary)

h) Study Status Form (as necessary)

A.2.8 Annual Visits (12, 24, 36, 48, 60, 72, 84, and 96 Months)

This visit should occur within a +/- 2-week visit window. The participants will be

instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid (if applicable) medications on the
morning of this clinic visit but should be instructed to bring their medications, glucose
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meter, SMBG records and significant other or support person with them. They should,
however, take their blood pressure medication (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1.
2.

Review and update Contact Information.
Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter the Preliminary Event
Notification Form. Obtain a release of information if not already done, and request
the additional required information for the event needed to complete the Death
Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.
Perform the annual physical exam, including weight, height, weight circumference,
visual acuity, and foot exam. Using the appropriate technique for the Omron device,
obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).
Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, Creatinine, Lipid
Profile and ALT. (Blood samples for storage of additional aliquots, where
approved, should occur at the 24-month, 48-month 72-month and 96-month
visits).
Review the Concomitant Medications list located in the Annual Follow-up and
Physical Exam Form with participant to document all non-study medications
currently taking.
Participants will be given the Health Utilities Index Form and instructed on how to
complete it. Verify that the participant completes all items before end of visit. (12-
month, 36-month, and 48 month visits).
A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Lab for the 24-month, 48-month, 72-month and
96-month visits.
An ECG will be obtained and transmitted to the ACCORD ECG Reading
Center for the 24-month, 48-month, 72-month and 96-month visits. Retain a copy
for participant’s research records.
Collect all glycemia related information.
a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:
e The Central Lab
e A Bayer DCA 2000, and
e An approved local lab
Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.
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b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section A.1.3.b, A.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100 mg/dl
(5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are > 140
mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6) to
intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See Figure A.3 or A.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See Figure A.3 or A.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information sheet on TZDs as necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if

not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am

test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct the
participant on when and how to self-titrate every 4 days (if applicable).

1) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions for their completion.

1) Check Central Lab HbAlc at the time the results are available if drawn and make
any additional changes to achieve target (See Section A.2.2).

m) Review and update the Unified Form to ensure a smooth and steady flow of
diabetic testing supplies being shipped by the NetGroup Diabetic Services (US
sites only).

10. This is a Milepost Visit. Collect all blood pressure related information:

April 6, 2005 19
Chapter 7 Cell A — Intensive Glycemia/ Intensive BP



a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

c) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3) obtain and evaluate blood pressure values.

d) If the SBP is at the desired goal of < 120 mm Hg, maintain current or equivalent
therapy.

¢) Ifthe SBP > 120 mmHg, you must add an additional drug class (not already in
use) as this is considered a milepost visit for evaluation of BP goals. If in the
investigator's clinical judgement, an adjustment in the medication regimen is not
possible, you must complete a Milepost Blood Pressure Drug Exception Form
explaining the reason. Participants should be seen at monthly intervals until at
goal.

f) Instruct participants on actions to limit symptomatic orthostasis.

g) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

11. Remove labels from study medications and place on Drug Dispensing Form then
dispense blood pressure lowering study medication. Scan label bar codes into
computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

12. Participants assigned in the substudies (Health Related Quality of Life (HRQL),
Physical Activity, Diet) will complete the appropriate questionnaires. (12-month, 36-
month, and 48-month visits). Verify that the participant completes all items before
end of visit. Complete Cost Substudy Form for participants in the Cost Substudy.

13. Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic
appointment in 2 months or any other required supplemental visits (See MOP Chapter
6).

14. Remind participants to bring all their medications, glucose meter and SMBG records
to next visit.

15. Complete the following forms and enter data as required:

a) Participant Contact Information Form (as necessary)

b) Annual Follow-up and Physical Exam Form

c) Intensive Glycemia Management Form

d) Glycemia Medications Log

¢) Severe Hypoglycemia Action Form (as necessary)

{) Intensive Blood Pressure Management Form

g) Blood Pressure Medications Log

h) Encounter and Disposition Form

1) Health Utilities Index Form (12-month, 36-month)

J) Visual Acuity Worksheet (24- month, 48-month, 72- month, and exit visits)

k) The Unified Form (US sites only)

1) Ophthalmology Exam Form (as necessary)

m) Preliminary Event Notification Form (as necessary)
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n) Event Forms (as necessary)

o) Milepost Blood Pressure Drug Exception Form (as necessary)

p) Assigned Substudy Questionnaires (as necessary at 12-month, 36-month, and
48-month visits)

q) Cost Substudy Form (as necessary)

r) Drug Dispensing Form (as necessary)

s) Severe Hypoglycemia Action Form (as necessary)

t) Study Status Form (as necessary)

A.2.9 Visits at Follow-up Months 16, 20, 28, 32, 40, 44, 52, 56, 64, 68, 76, 80, 88, and

92

These visits are for participants assigned to the intensive glycemia/intensive BP

treatment intervention and should occur within a +/- 2- week window. These visits are
Milepost visits for the intensive blood pressure participants for the 16-month and
20-month visit. The participants will attend the clinic and the following procedures will
be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter the Preliminary Event
Notification Form. Obtain a release of information if not already done, and request
the additional required information for the event needed to complete the Death
Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Form or Miscellaneous Cardiovascular Outcome Report Form.
Upon completion these forms and supporting documentation are mailed to the
Coordinating Center.

2. Obtain weight.
3. Using the appropriate technique for the Omron device, obtain blood pressure and

pulse (See MOP Chapter 9, Section 9.2.3).

4. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc.
5. Collect all glycemia related information.

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of

attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.
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c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section A.1.3.b, A.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are >
140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6)
to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See Figure A.3 or A.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See Figure A.3 or A.5).

f) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if

not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am

test) if on insulin.

g) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

h) Instruct participants on when and how to self-titrate. If on insulin, instruct the
participant on when and how to self-titrate every 4 days (if applicable).

i) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log.

J) Provide SMBG logbooks and instructions for their completion.

k) Check Central Lab HbAlc¢ at the time the results are available if drawn and make
any additional changes to achieve target (See Section A.2.2).

6. This is a Milepost Visit for the 16-month and the 20-month visit. Collect all blood
pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

¢) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) If the SBP is at the desired goal of < 120 mm Hg, maintain current or equivalent
therapy.
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10.

11.

12.

¢) Ifthe SBP > 120 mm Hg, you must add an additional drug class (not already in
use) as this is considered a milepost visit for evaluation of BP goals for the 16-
month and the 20-month visit. If in the investigator's clinical judgement, an
adjustment in the medication regimen is not possible, you must complete a
Milepost Blood Pressure Drug Exception Form explaining the reason.

f) If the SBP > 120 mm Hg for all the other visits, an upward dose titration or an
additional drug (not already in use) should be added. Participants should be seen
at monthly intervals until at goal.

g) Instruct participants on actions to limit symptomatic orthostasis.

h) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

Remove labels from study medications and place on Drug Dispensing Form then

dispense blood pressure lowering study medication. Scan label bar codes into

computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

Complete Cost Substudy Form for participants in the Cost Substudy.

Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic

appointment in 2 months or any other required supplemental visits (See MOP Chapter

6).

Remind participants to bring all their medications, glucose meter and SMBG records

to next visit.

Remind participant to take blood pressure medications the morning of next clinic

visit.

Complete the following forms and enter data as required:

a) Interval History and Follow-up

b) Intensive Glycemia Management Form

¢) Glycemia Medication Log

d) Severe Hypoglycemia Action Form (as necessary)

¢) Intensive Blood Pressure Management Form

f) Blood Pressure Medications Log

g) Encounter and Disposition Form

h) Preliminary Event Notification Form (as necessary)

i) Event Forms (as necessary)

J) Milepost Blood Pressure Drug Exception Form (as necessary for 16-month
and 20-month visit)

k) Drug Dispensing Form (as necessary)

1) Cost Substudy Form (as necessary)

m) Study Status Form (as necessary)

A.2.10 Exit Visit

This visit should occur within a +/- 2-week visit window. The participants will be

instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid (if applicable) medications on the
morning of this clinic visit but should be instructed to bring their medications, glucose
meter, SMBG records and significant other or support person with them. They should,
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however, take their blood pressure medication (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter the Preliminary Event
Notification Form. Obtain a release of information if not already done, and request
the additional required information for the event needed to complete the Death
Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Form or Miscellaneous Cardiovascular Outcome Report Form.
Upon completion these forms and supporting documentation are mailed to the
Coordinating Center.

Perform the annual physical exam, including weight, height, weight circumference,

visual acuity, and foot exam. Using the appropriate technique for the Omron device,

obtain blood pressure and pulse (See Chapter 9, Section 9.2.3).

Blood samples will be obtained, processed and shipped to the ACCORD Central Lab

for measurement of HbAlc, Fasting Plasma Glucose, Potassium, Creatinine, Lipid

Profile, ALT and CPK and for storage of additional aliquots (where approved).

Review the Concomitant Medications list located in the Annual Follow-up and

Physical Exam Form with participant to document all non-study medications

currently taking.

Participants will be given the Health Utilities Index Form and instructed on how to

complete it. Verify that the participant completes all items before end of visit.

A spot urine sample for urinalysis will be obtained, processed and shipped to the

ACCORD Central Chemistry Lab.

An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.

Retain a copy for participant’s research records.

Collect all glycemia related information.

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section A.1.3.b, A.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.
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e)

Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on Intensive Glycemia
Management Form.

9. Collect all blood pressure related information:

a)

b)
©)

d)

Verity prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

Record current medications, dose and self- report of adherence.

Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

10. Participants will be prescribed appropriate non-study antihyperglycemia and
antihypertensive therapy based on their current status and post-trial follow-up care
will be arranged.

11. Complete the following forms and enter data as required:

a)
b)
c)
d)
¢)
f)
)
h)
)
J)
k)
)

Participant Contact Information Form (as necessary)
Annual Follow-up and Physical Exam Form
Intensive Glycemia Management Form

Glycemia Medications Log

Severe Hypoglycemia Action Form (as necessary)
Intensive Blood Pressure Management Form

Blood Pressure Medications Log

Encounter and Disposition Form

Health Utilities Index Form

Visual Acuity Worksheet

Ophthalmology Exam Form (as necessary)
Preliminary Event Notification Form (as necessary)

m) Event Forms (as necessary)

n)

Study Status Form (as necessary)
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Figure A.3

Treatment Algorithm for Intensive Glycemic Therapy Group (Goal: HbA1c<6%)
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Figure 3.3:

Use of Insulin for Participants On Maximal Oral Therapy

FOR INTENSIVE GROUP

PARTICIPANTS
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*Doing well: no severe hypoglycemic or adverse event or no reason to reduce therapy (as described in Figure 3.2)
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Figure A.6: Treatment Algorithm for Intensive Blood Pressure Group
(Goal: SBP <120 mm Hg)

Start Here

Monitor as Designated
Through Follow-up

Continue Therapy**
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Already in Use*** (ACEI*, thiazide,
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a-blocker)
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B) See participant monthly until SBP<120
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* ARB can be considered as a substitute for participants who do not tolerate ACEI therapy
** Unless side effects warrant change in therapy

*** Consult with the Clinical Center Network before adding a fifth antihypertensive medication
1 or until a clinical decision is made that therapy should not be increased further
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Thiazolidinedione Drugs (e.g. Avandia or Rosiglitazone)

ACTIONS of THIAZOLIDINEDIONES

The drug Avandia (rosiglitazone) belongs to a group of medications called thiazolidinediones (or glitazones or TZD’s),
and may be supplied as part of the ACCORD trial. Actos {pioglitazone) is another drug that belongs in this group.
These drugs lower the blood glucose by reducing the body’s resistance to the action of insulin (i.e. making your own
insulin work more effectively). They can be used alone or can be combined with other diabetes pills or insulin.

COMMON SIDE EFFECTS
1. Hypoglycemia (low blood sugar)

These drugs can lead to hypoglycemia. When taken alone, the risk of hypoglycemia is low. When taken with insulin or
other pills, the risk of hypoglycemia is higher.

If you do experience symptoms of a low blood sugar (such as lightheadedness, sweating, nervousness, hunger, a
sensation of a racing heart, headache, or sudden fatigueat unusual times), check your blood sugar. If the level is less
than 70 mg/dl (3.9 mmol/l) you may be suffering from hypoglycemia. If so, drink 4 ounces of juice or regular soda or
eight ounces of milk or have three glucose tablets or five Life Savers (i.e. 15 grams of carbohydrate). Recheck your
blood sugar in 15 minutes to make sure it has risen to at least 90 mg/dl (5.0 mmol/L). If low blood sugar reactions are
frequent, severe or unexpected, call your doctor.

2. Weight Gain

These drugs may lead to weight gain. Weight gain is due to the lowering of blood sugar by insulin and drugs that act
like insulin. This reduces the amount of sugar lost in the urine and helps the body store extra energy in fat cells.
Sometimes, weight gain may be due to some fluid retention. Regardless of the cause, the amount of weight gained or
lost depends on the level of physical activity and diet, or can be due to other drugs that are being taken. For example,
some people gain more weight if insulin is also being taken. To minimize weight gain or to cause weight loss, exercise
regularly, eat low fat foods, avoid extra snacks and large portions.

3. Fluid Retention

These drugs may lead to fluid retention. Fluid retention is generally mild with some swelling in the ankle or leg or
bloating; it may be more pronounced when these drugs are used together with insulin, and rarely, the fluid retention
can be severe or even life threatening. If you develop major leg swelling or especially shortness of breath either with
activity or at rest, see your doctor as soon as possible. Reducing the dose, adding diuretics (water pills) or adjusting
other medications (such as blood pressure pills, calcium channel blockers, non-steroidal anti-inflammatory drugs or
arthritis pills) can also be used to manage this problem. You and your doctor should pay close attention to fluid
retention if you take insulin or have heart failure or other heart problems.

POTENTIAL SIDE EFFECTS

Because of rare cases of severe liver disease with a related medicine that is no longer available (Rezulin or
troglitazone), you must have your blood drawn for liver enzyme tests (ALT) when treated with these drugs every 2
months for the first year of treatment and intermittently thereafter. If you develop persistent nausea, vomiting, belly
pain, fatigue, loss of appetite, dark urine, yellowing of the eyes or skin while treated with this drug, stop the
medication and see your doctor for a blood draw within a few days.

DOSING

Avandia (rosiglitazone) can be taken once a day, but may work a bit better if taken twice daily. Actos (pioglitazone)
can be taken any time of the day. Both drugs can be taken either with or without food. It may take 12 weeks to see the
full effect of a dose.
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7. Visit Schedule of Study Activities by Randomization Cell

B. Intensive Glycemia and Standard Blood Pressure
B.1  Overview

One of the key aims of the ACCORD study is to determine if targeting a HbAlc
of < 6.0% (the upper limit of the nondiabetic range) reduces the rate of cardiovascular
disease (CVD) events to a greater extent than targeting a HbAlc of 7.0% to 7.9% (with
the expectation of achieving a median level of 7.5%, which is 25% above the upper limit
of the nondiabetic range) in high risk middle-aged or older people with type 2 diabetes.
The approaches used to implement these targets, suggested algorithms for the use of
pharmacologic agents and follow-up schedules are described in MOP Chapters 5 and 6.

The ACCORD blood pressure (BP) trial component is designed to test whether a
therapeutic strategy that targets a systolic blood pressure (SBP) of < 120 mm Hg reduces
the rate of cardiovascular events in a middle-aged or older type 2 diabetic population at
high risk for cardiovascular events compared to a strategy that targets a SBP of < 140 mm
Hg in the context of good glycemic control. Details regarding the implementation of the
protocol for the intensive glycemia and standard blood pressure control groups are
described below.

B.1.1 Algorithms for Intensive Glycemic and Standard Blood Pressure Control;
Choice of Agents

Figures B.3 and B.5 at the end of this chapter are suggested algorithms to guide
changes in glycemic therapy for the intensive group. The exact changes to be made
whenever glycemic therapy needs to be intensified on the basis of the HbAlc or the
SMBG results will be determined by the individual site using the figures as guides.

The algorithm for the standard BP group calls for an assessment of the
participants’ antihypertensive medication regimen at baseline to determine the starting
point on the decision tree for future monitoring and medication adjustments needed to
achieve their assigned SBP goal (< 140 mmHg) (Refer to Figure B.7 at the end of this
chapter).

B.1.2 Targets and Action Required Levels
B.1.2.a) Intensive Glycemic Control

Table B.1.2 outlines the glycemic target for the intensive group, which is identical
to that described in Table 3.1 in the protocol.
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Table B.1.2: Intensive Glycemic Target and Threshold for Action for ACCORD

“Action Required” Threshold

(5.6

HbA1c Targets HbAlc > 50% of SMBG Results/4Days
Fasting/ac > 100 mg/dl
Intensive Therapy < 6.0% > 6.0%* noqinol/l)

2 hrs pc > 140 mg/dl (7.8 mmol/l)

pc: postcibal (after meals); ac: antecibal (before meals); SMBG: self monitoring of blood glucose; *
antihyperglycemic therapy will be advanced if either the HbAlc or the SMBG “action required * criteria
are met at any particular encounter

B.1.2.b) Standard Blood Pressure Control

Participants randomized to the standard blood pressure control will have a SBP
goal of < 140 mm Hg. The BP intervention will begin at the randomization visit. The
investigator may choose from among the available ACCORD agents or select another as
determined appropriate. It is recommended that the regimen include a drug class
associated with reduced cardiovascular events in diabetes (ACE-inhibitor, beta-blocker,
calcium channel blocker or diuretic). (Refer to Drug Availability List — MOP Chapter 5)

B.1.3.a) Adjusting Glycemic Therapy

As noted in the following table (B.1.3), a range of approaches will be used to
target the HbAlc levels shown in Table B.1.2.

B.1.3 Achieving Glycemic Intensive Group

Goals

Visits (1* 4 months) Monthly

Visits (> 4 months) Q2 mo

Phone contact Research staff initiated (=1 inter-
visit)

Supplemental contact Severe hypoglycemia OR
HbAlc =action req’d OR
SMBG = action req’d (based on
review of logbooks)

Point of Care HbAlc Mandatory

Routine use of postprandial Yes

SMBG values to guide therapy
SMBG freq.” (not on insulin) > 2/day and 4/day if glucose is >
target (2 ac/day and 2 pc/day)

SMBG freq.” (insulin) 4-8/d (at least 2 ac/day and 2
pc/day; occasional 3 am test prn)
Self titration principles Avoid severe hypoglycemia” AND

Adjust therapy every 4 days AND
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Use CHO/patterns (if on insulin)
Initial Minimum Rx Diet/lifestyle AND 2 oral agents
Insulin Use (when needed) Flexible

“less frequent if goals are achieved; " including avoiding SMBG levels < 70 mg/dl (3.9

mmol/l) on > 1/4 of the readings

It is expected that patients in the intensive group will experience mild, self-
treated hypoglycemic episodes approximately 2-3 times/week. Moreover, initially,
people may report such episodes more frequently, until they become accustomed to
physiologic glycemic control.

B.1.3.b) Glycemia Safety Issues/ Adjusting Therapy for Hypoglycemia

Hypoglycemic events may occur in individuals in either the intensive or standard
group. Severe hypoglycemia is unusual in people with type 2 diabetes (even when
normoglycemia is targeted). Mild episodes of hypoglycemia are, however, likely to
occur.

All participants will be instructed to check their glucose levels regularly as described in
the protocol. They will also be taught how to recognize and self-treat hypoglycemia and
will be instructed to keep glucose available at all times (as tablets). Moreover, any
participant who has had an episode of severe hypoglycemia will be provided with
glucagon and they and any cohabiting partner will be taught how to administer it.

Severe hypoglycemia is defined as any episode of loss of consciousness/seizure
or documented hypoglycemia (glucose < 50 mg/dl or 2.8 mmol/l) that also requires
hospitalization or treatment by emergency personnel. If this occurs:

e Complete Severe Hypoglycemia Action Form. (See MOP Chapter 8, Section
8.4.4).

e For participants in either group who have an episode of severe hypoglycemia,
adjust glycemic targets to achieve a fasting and 2 hour glucose (postprandial) of
100 — 140 mg/dl (5.5 — 7.8 mmol/l) and < 180 mg/dl (10 mmol/l) respectively,
and a HbAlc of 7.0% - 7.9% for at least 4 weeks.

e Ensure that a complete medical assessment by the health care provider is
completed to identify other potential causes (e.g. pituitary or adrenal
insufficiency)

e Ensure that the health care provider reassesses the glycemic goals at subsequent
visits.

e Ensure that participant has received glucagon and that the participant and
cohabitant know how to administer it.

e Have telephone contact with the participant before the next visit to assess blood
glucose records and freedom from hypoglycemia.

Minor hypoglycemia is defined as self-reported transient symptoms such as
lightheadedness, tremor, shaking, sweating, tingling, blurry vision, trouble concentrating
etc., that are self-treated by ingestion of carbohydrates and resolve on their own. (See
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MOP Chapter 6, Section 6.1.6). All participants will be asked to note such episodes in
their glucose logbooks and to confirm them with a blood glucose reading whenever
possible. The estimated frequency (of confirmed and suspected minor hypoglycemia) will
be recorded at every visit.

B.1.3.¢) Self Treatment of Hypoglycemia

1.

If the glucose value is < 50 - 70 mg/dl (3.9 mmol/l), it should be treated by ingestion
of 15 grams of CHO (e.g. 3-4 glucose tablets, 5 Lifesavers, 4-6 oz. of a regular —
(nondiet) — soft drink, or 8 oz. low fat milk);

If the glucose value is < 50 mg/dl (2.8 mmol/l), it should be treated by ingestion of
20-30 grams of CHO (e.g. 6-8 glucose tablets);

Blood glucose should be self-tested 15-20 minutes after therapy and therapy repeated
if the level is still low (as above);

If no meal will be eaten within 1-2 hours, a mixed nutrient snack, including CHO,
protein, and fat should be ingested right after the initial therapy to prevent another
episode.

If the glucose value is low or there is significant cognitive or motor impairment,
individuals should treat and re-test glucose value. The glucose value should be > 70
mg/dl (3.9 mmol/l) before driving a car or operating heavy machinery.

B.1.3.d) Education and Minimization of Hypoglycemia in Participants

Hypoglycemia is an inherent risk in the treatment of diabetes. It is important to inform
participants of the signs and symptoms of hypoglycemia, techniques to minimize the risk
and appropriate methods of treatment. Several tools are available for use in educating
participants:

Hypoglycemia Cartoon
Participant Wallet Card
Primer on Hypoglycemia
Participant Newsletters

L b —

All participants must be provided with the written material listed above at the beginning
of the study. Study staff should review verbally the signs and symptoms with the
participant and family members. Participants and their families should be encouraged to
review the hypoglycemic video either in the clinic or at home. Both participants and
family members should be educated on the appropriate treatment for symptoms, and
provided with glucose tablets. Those participants suffering one severe hypoglycemic
event should be provided with a glucagon kit and both the participant and the family
member taught how to use it. This material must be reviewed annually with all
participants and after every reported hypoglycemic event.
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B.1.3.e) Safety Issues for Thiazolidinedione (TZD) Drugs

For participants on TZD (e.g. Avandia or Rosiglitazone), check for the presence
of edema at every visit and obtain a Central Lab Alt every 2 months for the first year of
treatment and annually thereafter.

As TZDs are contraindicated in people with stage 3 or 4 heart failure, if a
participant who is taking a TZD does develop heart failure, the TZD should be stopped
and the heart failure treated and investigated. Depending on the results of these
investigations the investigator may reconsider cautiously reinstituting TZD therapy if the
heart failure resolves, and was judged to have not been directly caused by TZD alone.

A handout to give to the participants at the discretion of the site concerning TZD
use is available and can be found on page 28 at the end of this chapter.

B.1.3.f) Adjusting Antihypertensive Therapy

The participants’ BP should be monitored at each protocol-scheduled visit. It is
strongly encouraged that a diuretic be the drug of choice for initial therapy or be a
component of any multi-drug antihypertensive regimen. The standard participants’ blood
pressure will be measured and assessed for progress toward the goal (SBP < 140 mm
Hg). Should the SBP fall under 130 mm Hg at a single visit, or under 135 mm Hg on two
consecutive visits, step-down therapy (a reduction of dose or number of antihypertensive
drugs) is indicated at the discretion of the ACCORD therapist, after consultation with the
participant. However, if the SBP > 160 mm Hg at a single visit or > 140 mm Hg on two
consecutive visits, upward dose titration or an additional drug (not already in use) must
be added. It is reasonable to see the participant at monthly intervals for adjustment of
therapy until the SBP is < 160 mm Hg. If the SBP is 130-139 mm Hg at a single visit or
135 —139 mm Hg for 2 consecutive visits, one should continue therapy and monitor as
prescribed by the protocol.

B.2  Intensive Glycemic and Standard Blood Pressure Control Visit Procedures
B.2.1 Baseline — Randomization Visit

The participants will be instructed to attend the clinic following an overnight fast
(since ~10 pm the previous evening). They should not take their glycemia or lipid (if
applicable) medications on the morning of this clinic visit but should be instructed to
bring their medications, glucose meter, SMBG records and significant other or support
person with them. They should, however, take their blood pressure medication (with
water) prior to coming to clinic. During the visit, the following procedures will be
conducted:

1. All data collected during the screening process will be reviewed.
2. Verity eligibility status for the Glycemia, Blood Pressure and Lipid Trials (including
occurrence of events that may prohibit patient from participating).
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a) Review current medications including OTC, herbal remedies and vitamins.

b) Review, evaluate and calculate the percentage of participant’s compliance with at
least 2 weeks of SMBG monitoring as part of the run-in procedures.

¢) Assure that the qualifying HbAlc¢ value was obtained within the last 3 months prior
to the randomization date.

3. If ineligible, the participant will be thanked for their time and dismissed from the
clinic. Hard copies of screening forms are to be sent to the Coordinating Center.

4. If eligible, proceed with randomization process:

a) Verify that a full-scale consent form has been obtained and signed and HIPAA
authorization obtained.

b) Obtain and perform baseline history and physical exam, including demographics,
medical history, concomitant medications, weight, height, waist circumference,
visual acuity, and foot exam. Using the appropriate technique for the Omron
device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

c¢) Participants will be given the Health Utilities Index Form and instructed on how
to complete it. Verify that the participant completes all items before end of visit.

d) Verify that all information on the Inclusion/Exclusion Summary Form, the
Blood Pressure Screening Form, and the Lipid Trial Screening Form is
complete and correct both on the forms and in the computer.

e) Click "Randomize pt" on data entry screen. A pop-up screen will appear to
remind staff to provide the participant with Eye Sub-study and MIND Sub-study
(Canada, Western, Minnesota/lowa, Ohio/Michigan, Northeast and Southeast
CCNs) introductory materials.

f) Input the percent of participant's report of compliance for SMBG.

g) Verify that the Baseline History and Physical Exam Form has been completed.

5. The participant will be assigned a treatment regimen. The randomization screen will

display this information and list target dates for the follow-up visits. It is

recommended that the participant’s treatment assignment and visit schedule be
printed out and filed in their research record.

6. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, ALT, Creatinine,
Lipid Profile, CPK and for storage of additional aliquots (where approved).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Laboratory.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.
Retain a copy for participant’s research records.

9. Collect all glycemic related information:

a) Measure and record POC HbAlc. Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times. Remember POC
values should be adjusted for any systematic differences from Central Lab HbAlc
values.
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b) Review screening blood glucose diary, download SMBG meter values to laptop
and assess blood glucose values for implementation of the glycemia intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia in
the source documents. Review symptoms and therapy for hypoglycemia (See
Section B.1.3.b, B.1.3.c and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document. Record current glycemic medications
on the Baseline History and Physical Exam Form only by class of medication.

¢) Record name and dose of all current (at visit entry) oral glycemia medications on
the Glycemia Medications Log. If on insulin, record name and dose on the
Intensive Glycemia Management Form.

f) Conduct nutrition assessment and plan.

g) Instruct participants on their diet, foot care and an exercise program and the
relationship of medications with nutrition and exercise.

h) Reinforce proper SMBG technique and instruct participant to test per instructions
on MOP Table B.1.3 (4/day if dict/oral therapy (2 ac/day, 2 pc/day) and 4 -8
times/day (at least 2 ac/day and 2pc/day; occasional 3 am test) if on insulin.

i) Provide SMBG logbooks and instructions for their completion.

J) Dispense glucose meter if necessary (Canadian Sites only).

k) Provide sufficient strips through the next visit to the participant (Canadian Sites
only).

1) Check Central Lab HbA1c at the time the results are available if drawn and make
any additional changes to achieve target (See Section A.2.2).

m) Fill out the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US Sites only).

n) Adjust and convert all glucose lowering medications to study provided
medications as needed to improve glycemic control based on POC result and
screening blood glucose diary. See Figure B.3 at the end of this chapter).

0) Recommend medical ID if participant is being started on insulin.

10. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current BP medications on the Baseline History and Physical Exam
Form only by class of medication.

¢) Using appropriate technique with the Omron device, obtain and evaluate blood
pressure values (See Mop Chapter 9, Section 9.2.3).

d) Ifthe SBPis 131- 160 mm Hg, maintain current or equivalent therapy.

¢) I[f SBP > 160 mm Hg at this visit titrate or add therapy not already in use. It is
reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

f) It SBP <130 mm Hg at this visit, consider stepping down BP therapy.
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g) Complete Standard Blood Pressure Management Form. Initiate or convert all
blood pressure lowering medications to study drugs (if necessary). A diuretic
should be considered part of the regimen.

h) Record name and dose of all blood pressure medications on the Blood Pressure
Medications Log.

1) Instruct participants on actions to limit symptomatic orthostasis.

11. Remove labels from study medications and place on drug dispensing form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

12.Participants assigned in substudies (Health Related Quality of Life (HRQL), Physical

Activity, Diet) will complete the appropriate questionnaires. Verify that the

participant completes all items before end of visit.

13.If you have not acted upon a Central Lab HbAlc > 6%, refer to Section B.2.2.
Schedule follow-up phone/fax/email/mail contact within 2 weeks and a clinic
appointment in 1 month.

14. Remind participants to bring all their medications, glucose meters and SMBG records
at each visit.

15. Remind participants to take blood pressure medications the morning of next visit.

16. Collect all related Lifestyle and Background information:

a) Assess smoking status. Follow guidelines (if necessary) in chapter 4 of the MOP,

section 4.3.1 for smoking cessation activities.

b) Assess aspirin use. Recommend aspirin therapy (if appropriate) in accordance with

guidelines in chapter 4 of the MOP, section 4.3.2.

17. Contact primary care provider as necessary.

18. Obtain a release of information form in case of need for subsequent events.

19. Complete the following forms and enter data as required:

a) Inclusion/Exclusion Summary Form

b) Blood Pressure Trial Screening Form

¢) Lipid Trial Screening Form

d) Participant Contact Information Form (if not previously completed)

¢) Visual Acuity Worksheet

f) Ophthalmology Exam Form (as necessary)

g) Baseline History and Physical Exam Form

h) Intensive Glycemia Management Form

1) Glycemia Medications Log

J)  Severe Hypoglycemia Action Form (as necessary)

k) Standard Blood Pressure Management Form

1) Blood Pressure Medications Log

m) Encounter and Disposition Form

n) Health Utilities Index Form

o) The Unified Form (US sites only)

p) Assigned Substudy Questionnaires (as necessary)

q) Drug Dispensing Form (as necessary)

r) Event Forms (as necessary)
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B.2.2 Upon Receipt of Central Lab HbAlc¢ Values Drawn

1. If the Central HbAlc result measured at that visit returns > 6.0%, and no change in
therapy was made at the time of the visit (when the Central Lab HbAlc was
obtained), and there is no contraindication (See MOP Chapter 6) to intensify therapy:
a. Contact the participant, and intensify the therapy per protocol

e Increase dose of current agent (if on submaximal dose) or add another agent
(see Figure A.3).
b. Complete appropriate glycemia forms regarding the changes in therapy made to
achieve or maintain target levels.

B.2.3 Phone/FAX/email/mail Contact at 0.5, 1.5, 2.5 and 3.5 Months

These contacts are for participants assigned to the intensive glycemic treatment
group and should occur within a +/- 1-week window. The participants will be contacted
by one of the means listed above and the following procedures will be conducted:

1. Record the participant’s report of their SMBG results for the previous 2 weeks if you
have not already received them by phone, fax, email or mail. Encourage participants
to comply with advance requests for SMBG results.

2. Complete Intensive Glycemia Management Form. Record occurrence of any severe
hypoglycemia as well as the occurrence and frequency of hypoglycemia. Review
symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c and MOP
Chapter 8, Section 8.4.4).

3. Record current glycemic medications including name, dose and participant’s self
report of adherence on the Glycemia Medications Log. If on insulin, record
appropriate information on the Intensive Glycemia Management Form.

4. Adjust or maintain therapy according to the following:

a) If <50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l) AND < 50%
over 4 days of the 2 hr levels are > 140 mg/dl (7.8 mmol/l);

e Remain at the same dose of current medications.

b) If >50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l); AND/OR >
50% of the 2 hr levels over 4 days are > 140 mg/dl (7.8 mmol/l); AND no
contraindication (See Chapter 6 of MOP) to intensify therapy:

e Increase dose of current agent (if currently on submaximal dose) or add
another drug (See Figure B.3 or B.5).

5. Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

6. Instruct participants on when and how to self-titrate therapy. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

7. Remind participant of next clinic appointment.

Remind participant to take blood pressure meds the morning of next visit.

9. Complete the following form and enter data as required:

*
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a)
b)
©)
d)

B.2.4

Intensive Glycemia Management Form

Glycemia Medications Log

Severe Hypoglycemia Action Form (as necessary)
Study Status Form (as necessary)

One, 2, 3, and 6 month Visits

These visits should occur within a +/- 1-week window. The participants will

report to the clinic and the following procedures will be conducted:

1.

Obtain weight, and record in source documentation.
2. Using the appropriate technique for the Omron device, obtain blood pressure and
pulse for the 1 month visit only (See MOP Chapter 9, Section 9.2.3).

3. Collect all glycemia related information:

a) Measure and record POC HbA 1c. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required

to use the Central Lab measurements of HbAlc at all times]. Remember POC

values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust or maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/1) AND/OR > 50% of the 2 hour postprandial levels over 4
days are > 140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See
MOP Chapter 6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See Figure B.3 or B.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:
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e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information on TZDs as necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day)
if not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3
am test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

J)  Record name and dose of all glycemia medications on the Glycemia Medications
Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions in their completion.

4. Collect all blood pressure related information: (For 1 month visit only)

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self-report of adherence.

¢) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) If the SBP is 130 —139 mm Hg at this visit and was > 135 mm Hg at previous
visit, maintain current therapy.

e) If the SBP < 130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits,
step down therapy is indicated.

f) If SBP is > 160 mm Hg at this visit or >140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

g) Complete Standard Blood Pressure Management Form

h) Record name, dose, and adherence of all blood pressure medications on the Blood
Pressure Medications Log.

1) Instruct participants on actions to limit symptomatic orthostasis.

5. Remove labels from study medications and place on Drug Dispensing Form then
dispense blood pressure-lowering study medication. Scan label bar codes into the
computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

6. At the month 1, 2, and 3 visits, schedule follow-up phone/fax/email/mail contact in 2
weeks and a clinic appointment in 1 month. At the 6-month visit, schedule
phone/fax/email/mail contact in 1 month and a clinic appointment in 2 months
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7. Remind participants to bring all their medications, glucose meter and SMBG records

to each visit.

Remind participant to take blood pressure medications the morning of next visit.
Complete the following forms and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medication Log

c) Severe Hypoglycemia Action Form (as necessary)

d) Standard Blood Pressure Management Form (for the 1 month visit only)
¢) Blood Pressure Medication Log (for the 1 month visit only)

f) Encounter and Disposition Form

g) Drug Dispensing Form (as necessary)

h) Study Status Form (as necessary)

B.2.5 Four & 8 Month Visit

The 4-month visit should occur within a +/- 1-week visit window. The 8-month

visit should occur within a +/- 2-week window. The participants will be instructed to
attend the clinic following an overnight fast (since ~ 10 p.m. the previous evening). They
should not take their glycemia or lipid (if applicable) medications on the morning of this
clinic visit but should be instructed to bring their medications, glucose meter, SMBG
records and significant other or support person with them. They should, however, take
their blood pressure medication (with water) prior to coming to clinic. During the visit,
the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Form or Miscellaneous Cardiovascular Outcome Report Form.
Upon completion these forms and supporting documentation are mailed to the
Coordinating Center.
Perform the physical exam, including weight. Using the appropriate technique for the
Omron device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).
Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbA 1c, Fasting Plasma Glucose, Potassium, Creatinine and ALT.
Collect all glycemia related information.
a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of

attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required

to use the Central Lab measurements of HbAlc at all times]. Remember POC
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values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100

mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140 mg/dl

(7.8 mmol/l);

e  Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100

mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are > 140

mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6) to

intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(See Figure B.3 or B.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure B.3 or B.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information sheet on TZDs if necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day,2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

1) Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

1) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions for their completion.

1) Check Central Lab HbAlc at the time the results are available if drawn and make
any additional changes to achieve target (See Section B.2.2).

5. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their

BP medication that morning prior to coming to the visit. If the participant has not
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taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

c) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3) obtain and evaluate blood pressure values.

e) If SBPis 130 — 139 mm Hg at this visit and was > 135 mm Hg at previous visit,
maintain current therapy.

e) If SBP is 140 — 159 mm Hg at this visit and < 140 mm Hg at previous visit,
maintain current therapy.

f) If SBP is <130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits, step
down therapy is indicated..

g) If SBP is > 160 mm Hg at this visit or > 140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

h) Instruct participants on actions to limit symptomatic orthostasis.

1) Complete Standard Blood Pressure Management Form.

J) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

6. Remove labels from study medications and place on drug dispensing form then
dispense blood pressure lowering study medication. Scan label bar codes into
computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

7. Complete Cost Substudy Form for participants in the Cost Substudy.

8. Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic
appointment in 2 months or any other required supplemental visits (See Chapter 6).

9. Remind participants to bring all their medications, glucose meter and SMBG records
to next visit.

10. Remind participant to take blood pressure medications the morning of next clinic
visit.

11. Complete the following forms and enter data as required:

a) Interval History and Follow-up

b) Glycemia Medication Log

c) Severe Hypoglycemia Action Form (as necessary)

d) Intensive Glycemia Management Form

¢) Blood Pressure Medication Log

f) Standard Blood Pressure Management Form

g) Encounter and Disposition Form

h) Preliminary Event Notification Form (as necessary)

i) Event Forms (as necessary)

J) Drug Dispensing Form (as necessary)

k) Cost Substudy Form (as necessary)

1) Study Status Form (as necessary)
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B.2.6 Bi-Monthly Phone/FAX/email/ mail Contacts From Month S visit through

End of Study

These contacts are for participants assigned to the intensive glycemic treatment

group and should occur at 2-weeks +/- 1 week. The participants will be contacted by one
of the means listed above and the following procedures will be conducted:

1.

Record the participant’s report of their SMBG results for the previous 2 weeks if you
have not already received them by phone, fax, email or mail. Encourage participants
to comply with advance requests for SMBG results.

Complete Intensive Glycemia Management Form. Record occurrence of any severe
hypoglycemia as well as the occurrence and frequency of hypoglycemia. Review
symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c and MOP
Chapter 8, Section 8.4.4).

. Record current glycemic medications including name, dose and participant’s self

report of adherence in the source document.

Adjust or maintain therapy according to the following:

If < 50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l) AND < 50%

over 4 days of the 2 hr levels are > 140 mg/dl (7.8 mmol/l);

e Remain at the same dose of current medications.

If > 50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l); AND/OR >

50% of the 2 hr levels over 4 days are > 140 mg/dl (7.8 mmol/l); AND no

contraindication (Chapter 6 of MOP) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another drug
(according to Figure B.3 or B.5) and reinforce diet and exercise.

Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day,2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

Instruct participants on when and how to self-titrate therapy. If on insulin, instruct

participant on when and how to self-titrate therapy every 4 days.

Remind participant of next 2-month clinic appointment. At 3.5-month contact, remind

participant to fast prior to the 4-month clinic visit and not to take their glycemic

medications the morning of the visit.

Remind participant to take blood pressure medications the morning of next visit.

Complete the following form and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medications Log

c) Study Status Form (as necessary)

B.2.7 Visits at Follow-up Months 10, 14, 18, 22, 26, 30, 34, 38, 42, 46, 50, 54, 58, 62,
66, 70, 74, 78, 82, 86, 90, and 94

These visits should occur within a +/- 2-week window. The participants will

report to the clinic and the following procedures will be conducted:
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1. Obtain weight, and record in source documentation.
2. Collect all glycemia related information:

a)

b)

)

h)

Measure and record POC HbAlc¢. [Currently there are only 3 acceptable means of

attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required

to use the Central Lab measurements of HbAlc at all times]. Remember POC

values should be adjusted for any systematic differences from Central HbAlc
values.

Review the previous 2 weeks SMBG values in the diary, download meter values

to laptop, and assess for medication/lifestyle adjustment in the glycemia

intervention.

Complete Intensive Glycemia Management Form. Record occurrence of any

severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.

Review symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c

and MOP Chapter 8, Section 8.4.4).

Record current glycemic medications including name, dose and participant’s self

report of adherence in the source document.

Adjust or maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100

mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140 mg/dl

(7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100

mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are > 140

mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6) to

intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure B.3 or B.5 in Chapter 5 of the MOP).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure B.3 or B.5).

If participant was started on a TZD, check for edema at every visit Obtain an

ALT every 2 months for the first year of treatment, annually thereafter. Provide

participant information on TZDs if necessary.

Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day)
if not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3
am test) if on insulin.

Assess comprehension/understanding of dietary counseling.

1) Reinforce diet and exercise. Repeat at subsequent visits as necessary.

Instruct participants on when and how to self-titrate. If on insulin, instruct

participant on when and how to self-titrate therapy every 4 days.
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J)  Record name and dose of all glycemia medications on the Glycemia Medications
Log as needed. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions in their completion.

3. Remove labels from study medications and place on drug dispensing form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

4. Schedule follow-up phone/fax/email/mail contact in 1 month and a clinic appointment
in 2 months.

5. Remind participants to bring all their medications, glucose meter and SMBG records

to each visit.

Remind participant to take blood pressure medications the morning of next visit.

7. Complete the following forms and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medications Log

c) Severe Hypoglycemia Action Form (as necessary)

c) Encounter and Disposition Form

d) Drug Dispensing Form (as necessary)

¢) Study Status Form (as necessary)

&

B.2.8 Annual Visits (12, 24, 36, 48, 60, 72, 84 Months)

These visits should occur within a +/- 2-week visit window. The participants will
be instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia medications or lipid (if applicable)
medications on the morning of this clinic visit but should be instructed to bring their
medications, glucose meter, SMBG records and significant other or support person with
them. They should, however, take their blood pressure medication (with water) prior to
coming to clinic. During the visit, the following procedures will be conducted:

1. Review and update Contact information.

2. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

3. Perform the annual physical exam, including weight, height, weight circumference,
visual acuity, foot exam. Using the appropriate technique for the Omron device,
obtain Blood pressure and pulse (See Chapter 9, Section 9.2.3.).

4. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium Creatinine, Lipid
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Profile and ALT. (Blood samples for storage of additional aliquots, where

approved, should occur at the 24-month, 48-month, and 72-month visits).

5. Review the Concomitant Medications list located in the Annual Follow-up and
Physical Exam Form with participant to document all non-study medications
currently taking.

6. Participants will be given the Health Utilities Index Form and instructed on how to
complete it (12-month, 36-month, 48-month visits). Verify that the participant
completes all items before end of visit.

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Lab for the 24-month, 48-month, and 72 month
visits.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading
Center for the 24-month, 48-month, and 72 month visits. Retain a copy for
participant’s research records.

7. Collect all glycemia related information.

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100 mg/dl
(5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are > 140
mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6) to
intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure B.3 or B.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6 ) to intensify therapy:
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e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure 5.3 or 5.5 in Chapter 5 of the MOP).

f) If participant was started on a TZD, check for edema at every visit. Obtain
an ALT every 2 months for the first year of treatment, annually thereafter.
Provide participant information sheet on TZDs if necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

1) Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

1) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions for their completion.

1) Check Central Lab HbAlc at the time the results are available if drawn and make
any additional changes to achieve target (See Section A.2.2).

m) Review and update the Unified Form to ensure a smooth and steady flow of
diabetic testing supplies being shipped by the NetGroup Diabetic Services (US
sites only).

8. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

¢) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3) obtain and evaluate blood pressure values.

d) If SBP is 130 —139 mm Hg at this visit and was > 135 mm Hg at previous visit,
maintain current therapy.

e) If the SBP is 140 — 159 mm Hg at this visit and SBP < 140 at previous visit,
maintain current therapy.

f) If the SBP is < 130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits,
step down therapy is indicated..

g) If SBP is > 160 mm Hg at this visit or > 140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

h) Instruct participants on actions to limit symptomatic orthostasis.

i) Complete Standard Blood Pressure Management Form.

J) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.
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9.

10.

11.

12.

13.

Remove labels from study medications and place on drug dispensing form then
dispense blood pressure lowering study medication. Scan label bar codes into
computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

Participants assigned in the substudies (Health Related Quality of Life (HRQL),
Physical Activity, Diet) will complete the appropriate questionnaires (12-month, 36-
month, and 48-month visits). Verify that the participant completes all items before
end of visit. Complete Cost Substudy Form for participants in the Cost Substudy.
Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic
appointment in 2 months or any other required supplemental visits (See Chapter 6).
Remind participants to bring all their medications, glucose meter and SMBG records
to next visit.

Complete the following forms and enter data as required:

a) Participant Contact Information Form (as necessary)

b) Annual Follow-up and Physical Exam Form

c) Intensive Glycemia Management Form

d) Glycemia Medications Log

¢) Severe Hypoglycemia Action Form (as necessary)

f) Standard Blood Pressure Management Form

g) Blood Pressure Medications Log

h) Encounter and Disposition Form

i) Health Utilities Index Form (12-month, 36-month, and exit visits)

J) Visual Acuity Worksheet (24-month, 48-month, and 72-month visits)

k) The Unified Form (US sites only)

1) Ophthalmology Exam Form (as necessary)

m) Preliminary Event Notification Form (as necessary)

n) Event Forms (as necessary)

0) Assigned Substudy Questionnaires (as necessary)

p) Drug Dispensing Form (as necessary)

q) Cost Substudy Form 9as necessary)

r) Study Status Form (as necessary)

B.2.9 Visits at Follow-up Months 16, 20, 28, 32, 40, 44, 52, 56, 64, 68, 76, 80, 88 and

92

These visits are for participants assigned to the intensive glycemia/standard BP

treatment intervention and should occur within a +/- 2- week window. The participants
will attend the clinic and the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
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Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

2. Obtain weight.

3. Using the appropriate technique for the Omron device (See MOP Chapter 9, Section

9.2.3), obtain blood pressure and pulse.

3. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc.
4. Collect all glycemia related information.

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of

attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100

mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140 mg/dl

(7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100

mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are > 140

mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6) to

intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure B.3 or B.5 in Chapter 5 of the MOP).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure B.3 or B.5).

f) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

g) Assess comprehension/understanding of dietary counseling.
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10.

11.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

h) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

i) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

J) Provide SMBG logbooks and instructions for their completion.

k) Check Central Lab HbAlc¢ at the time the results are available if drawn and make

any additional changes to achieve target (See Section A.2.2).

Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

¢) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3) obtain and evaluate blood pressure values.

d) If SBP is 130 —139 mm Hg at this visit and was > 135 mm Hg at previous visit,
maintain current therapy.

e) If SBP is 140 — 159 mm Hg at this visit and SBP < 140 mm Hg at previous visit,
maintain current therapy.

f) If SBP is <130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits, step
down therapy is indicated..

g) If SBP is > 160 mm Hg at this visit or > 140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

h) Instruct participants on actions to limit symptomatic orthostasis.

i) Complete Standard Blood Pressure Management Form.

J) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

Remove labels from study medications and place on drug dispensing form then

dispense blood pressure lowering study medication. Scan label bar codes into

computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

Complete Cost Substudy Form for participants in the Cost Substudy.

Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic

appointment in 2 months or any other required supplemental visits (See Chapter 6).

Remind participants to bring all their medications, glucose meter and SMBG records

at next visit.

Remind participant to take blood pressure medications the morning of next clinic
visit.

Complete the following forms and enter data as required:

a) Interval History and Follow-up

b) Intensive Glycemia Management Form
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¢) Glycemia Medications Log

d) Severe Hypoglycemia Action Form (as necessary)
¢) Standard Blood Pressure Management Form

f) Blood Pressure Medications Log

g) Encounter and Disposition Form

h) Preliminary Event Notification Form (as necessary)
i) Event Forms (as necessary)

J) Assigned Substudy Questionnaires (as necessary)
k) Drug Dispensing Form (as necessary)

1) Cost Substudy Form (as necessary)

m) Study Status Form (as necessary)

B.2.10 Exit Visit

This visit should occur within a +/- 2-week visit window. The participants will be

instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid (if applicable) medications on the
morning of this clinic visit but should be instructed to bring their medications, glucose
meter, SMBG records and significant other or support person with them. They should,
however, take their blood pressure medication (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

Perform the annual physical exam, including weight, height, weight circumference,
visual acuity, foot exam, Omron blood pressure using the appropriate technique (See
MOP Chapter 9, Section 9.2.3), and pulse.

Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium Creatinine, Lipid
Profile, ALT and CPK and storage for additional aliquots (where approved).

4. Review the Concomitant Medications list located in the Annual Follow-up and
Physical Exam Form with participant to document all non-study medications
currently taking.

5. Participants will be given the Health Utilities Index Form and instructed on how to
complete it. Verify that the participant completes all items before end of visit.

6. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Lab.

7. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.
Retain a copy for the participant’s research file
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8. Collect all glycemia related information.

a) Measure and record POC HbA lc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section B.1.3.b, B.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

9. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

c) Obtain, review and evaluate blood pressure values using the appropriate technique
for the Omron device (See MOP Chapter 9, Section 9.2.3).

d) Complete Standard Blood Pressure Management Form.

¢) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

10. Participants will be prescribed appropriate non-study antihyperglycemia and
antihypertensive therapy based on their current status and post-trial follow-up care
will be arranged.

11.Complete the following forms and enter data as required:

a) Participant Contact Information Form (as necessary)

b) Annual Follow-up and Physical Exam Form

c) Intensive Glycemia Management Form

d) Glycemia Medications Log

¢) Severe Hypoglycemia Action Form (as necessary)

f) Standard Blood Pressure Management Form

g) Blood Pressure Medications Log

h) Encounter and Disposition Form
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1) Health Utilities Index Form
J) Visual Acuity Worksheet
k) Ophthalmology Exam Form (as necessary)

1) Preliminary Event Notification Form (as necessary)
m) Event Forms (as necessary)
n) Study Status Form (as necessary)

April 6, 2005 version
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Figure B.3

Treatment Algorithm for Intensive Glycemic Therapy Group (Goal: HbA1c<6%)
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Figure 3.3:

Use of Insulin for Participants On Maximal Oral Therapy

FOR INTENSIVE GROUP
PARTICIPANTS

Add Evening Glargine;
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*Doing well: no severe hypoglycemic or adverse event or no reason to reduce therapy (as described in Figure 3.2)
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Figure B.7: Treatment Algorithm for Standard Blood Pressure
- (Goal: SBP <140 mm Hg)

Start Here

Monitor as Designated
Through Follow-up

Is
SBP <135 mm Hg
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Yes \II Step-down |%
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(ACEI*, thiazide,
3-blocker, CCB,
reserpine, or g-blocker)
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\I/No

Continue Therapy**

* ARB can be considered as a substitute for participants who do not tolerate ACEI therapy
** Unless side effects warrant change in therapy
*** Consult with the Clinical Center Network before adding a fifth antihypertensive medication

April 6, 2005 version
Chapter 7 Cell B - Intensive Glycemia/ Standard BP



Thiazolidinedione Drugs (e.g. Avandia or Rosiglitazone)

ACTIONS of THIAZOLIDINEDIONES

The drug Avandia (rosiglitazone) belongs to a group of medications called thiazolidinediones (or glitazones or TZD’s),
and may be supplied as part of the ACCORD trial. Actos {pioglitazone) is another drug that belongs in this group.
These drugs lower the blood glucose by reducing the body’s resistance to the action of insulin (i.e. making your own
insulin work more effectively). They can be used alone or can be combined with other diabetes pills or insulin.

COMMON SIDE EFFECTS
1. Hypoglycemia (low blood sugar)

These drugs can lead to hypoglycemia. When taken alone, the risk of hypoglycemia is low. When taken with insulin or
other pills, the risk of hypoglycemia is higher.

If you do experience symptoms of a low blood sugar (such as lightheadedness, sweating, nervousness, hunger, a
sensation of a racing heart, headache, or sudden fatigueat unusual times), check your blood sugar. If the level is less
than 70 mg/dl (3.9 mmol/l) you may be suffering from hypoglycemia. If so, drink 4 ounces of juice or regular soda or
eight ounces of milk or have three glucose tablets or five Life Savers (i.e. 15 grams of carbohydrate). Recheck your
blood sugar in 15 minutes to make sure it has risen to at least 90 mg/dl (5.0 mmol/L). If low blood sugar reactions are
frequent, severe or unexpected, call your doctor.

2. Weight Gain

These drugs may lead to weight gain. Weight gain is due to the lowering of blood sugar by insulin and drugs that act
like insulin. This reduces the amount of sugar lost in the urine and helps the body store extra energy in fat cells.
Sometimes, weight gain may be due to some fluid retention. Regardless of the cause, the amount of weight gained or
lost depends on the level of physical activity and diet, or can be due to other drugs that are being taken. For example,
some people gain more weight if insulin is also being taken. To minimize weight gain or to cause weight loss, exercise
regularly, eat low fat foods, avoid extra snacks and large portions.

3. Fluid Retention

These drugs may lead to fluid retention. Fluid retention is generally mild with some swelling in the ankle or leg or
bloating; it may be more pronounced when these drugs are used together with insulin, and rarely, the fluid retention
can be severe or even life threatening. If you develop major leg swelling or especially shortness of breath either with
activity or at rest, see your doctor as soon as possible. Reducing the dose, adding diuretics (water pills) or adjusting
other medications (such as blood pressure pills, calcium channel blockers, non-steroidal anti-inflammatory drugs or
arthritis pills) can also be used to manage this problem. You and your doctor should pay close attention to fluid
retention if you take insulin or have heart failure or other heart problems.

POTENTIAL SIDE EFFECTS

Because of rare cases of severe liver disease with a related medicine that is no longer available (Rezulin or
troglitazone), you must have your blood drawn for liver enzyme tests (ALT) when treated with these drugs every 2
months for the first year of treatment and intermittently thereafter. If you develop persistent nausea, vomiting, belly
pain, fatigue, loss of appetite, dark urine, yellowing of the eyes or skin while treated with this drug, stop the
medication and see your doctor for a blood draw within a few days.

DOSING

Avandia (rosiglitazone) can be taken once a day, but may work a bit better if taken twice daily. Actos (pioglitazone)
can be taken any time of the day. Both drugs can be taken either with or without food. It may take 12 weeks to see the
full effect of a dose.
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7. Visit Schedule of Study Activities by Randomization Cell
C. Intensive Glycemia and Lipid Trial

C.1 Overview

One of the key aims of the ACCORD study is to determine if targeting a HbAlc
of < 6.0% (the upper limit of the nondiabetic range) reduces the rate of cardiovascular
disease (CVD) events to a greater extent than targeting a HbAlc of 7.0% to 7.9% (with
the expectation of achieving a median level of 7.5%, which is 25% above the upper limit
of the nondiabetic range) in high risk middle-aged or older people with type 2 diabetes.
The approaches used to implement these targets, suggested algorithms for the use of
pharmacologic agents and follow-up schedules are described in MOP Chapters 5 and 6.

The ACCORD lipid component is designed to test whether lowering plasma
triglyceride and increasing plasma HDL cholesterol levels with a fibrate in addition to
lowering LDL cholesterol levels with an HMG CoA reductase inhibitor (hereafter
referred to as “statin”) will reduce the rate of CVD events more than statin alone. The
specific fibrate to be used in ACCORD is fenofibrate and the specific statin is
simvastatin.

C.1.1 Algorithms for Intensive Glycemic and Lipid Trial; Choice of Agents

Figures C.3 and C.5 at the end of this chapter are suggested algorithms to guide
changes in glycemic therapy for the intensive group. The exact changes to be made
whenever glycemic therapy needs to be intensified on the basis of the HbAlc or the

SMBG results will be determined by the individual site using the figures as guides.

Eligible participants in the lipid trial will be randomized to micronized fenofibrate
or placebo. All participants will be treated with simvastatin.

C.1.2 Targets and Action Required Levels
C.1.2.a) Intensive Glycemic Control

Table C.1.2 outlines the glycemic targets for the intensive group, which is
identical to Table 3.1 in the protocol.
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Table C.1.2: Intensive Glycemic Target and Threshold for Action for ACCORD

“Action Required” Threshold

(5.6

HbA1c Targets HbAlc > 50% of SMBG Results/4 days
Fasting/ac > 100 mg/dl
Intensive Therapy < 6.0% > 6.0%* rg;nol/l)

2 hrs pc > 140 mg/dl (7.8 mmol/l)

pc: postcibal; ac: antecibal; SMBG: self monitoring of blood glucose; * antihyperglycemic
therapy will be advanced if either the HbAlc or the SMBG “action required “ criteria are met at any
particular encounter

C.1.2.b) The Lipid Trial

Participants who were on a lipid- lowering agent at screening must agree to stop
treatment no later than the day of randomization and be changed to simvastatin. The
starting dose of simvastatin is 20 mg/day, administered once daily after the evening meal
or at bedtime.

One month after randomization, the study fibrate/placebo will be started. It is
recommended that simvastatin be taken in the evening and the masked fibrate/placebo be
taken in the morning. If however, you feel compliance would be improved if both were
taken together, that would be acceptable.

The starting dose of masked fenofibrate/placebo medication will be determined by
the calculated glomerular filtration rate (GFR) using the baseline serum creatinine level
and the abbreviated MDRD equation (Levey 2003). Those participants with a baseline
GFR >50 ml/min/1.73m” will begin at a starting dose of 160 mg of fenofibrate or
identical placebo tablet. Those with a calculated GFR between 30 and <50 will start at
the reduced dose of 54 mg/day fenofibrate or placebo.

Implementation of baseline assignment of blinded study medication dose:

e The Coordinating Center (CC) will determine the starting dose of the blinded
study medication based on calculated GFR from the MDRD equation, using
Central Lab values at baseline.

e The recommended dose will appear on the participant main page below “Lipid
Bottle ID” (e.g., FULL, REDUCED, or NONE).

e The CC will communicate the starting dose to the Drug Distribution Center
(DDC).

e DDC will send the appropriate dose to the clinical site labeled for the specific
participant.

e One-month follow-up visits for Lipid Trial participants should be scheduled at
least 3 weeks after the baseline visit to allow for arrival of blinded study
medication.
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What to do if the Participant’s GFR Falls Below Cutoff Levels

Participants in the lipid trial will have serum creatinine measured every four
months during follow-up. If the participant had started on the 160 mg dose of the masked
medication, this dose will be down-titrated if the participant’s estimated GFR falls
between 30 and <50 mL/min/1.73m” on two consecutive measurements taken four
months apart. Participants with GFRs in this range will receive either 54 mg/day of
fenofibrate or matching placebo.

Implementation of ongoing blinded study medication dose adjustment based on GFR:

e The ACCORD Coordinating Center (CC) will monitor GFR values obtained on
participants at routine 4-month blood draws.

e The CC will notify the Clinical Site PI and Coordinator, the CCN and
Coordinator, and the Drug Distribution Center (DDC) when a participant has met
the criteria for down titration of masked study medication.

e The DDC will send a new box of reduced dose masked study medication for the
participant to the Clinical Site.

e The dose of blinded study medication will be listed on the participant main page
below the “Lipid Bottle ID” (e.g. REDUCED).

If the estimated GFR falls below 30 mL/min/1.73m” at any time, the Coordinating
Center will notify the clinic site that a confirmatory blood draw for repeat estimated GFR
will be required within 2 weeks. If the confirmatory estimated GFR is below
30mL/min/1.73m’, the masked study medication will be permanently discontinued,
regardless of fenofibrate or placebo assignment.

Implementation of discontinuation of blinded study medication for GFR less than
30ml/min/1.73” for both active and placebo Lipid Trial participants:

e The CC will notify the Clinical Site PI and Coordinator, and the CCN PI and
Coordinator when a participant has a Central Lab calculated GFR less than
30ml/min/1.73m”.

e Clinics must schedule a repeat blood draw for creatinine within 2 weeks. The
participant should remain on blinded medication during the 2-week interval.

e Upon receipt of the second blood sample, the CC will determine if the participant
meets the criteria to stop the blinded study medication or whether a dose
reduction is required.

e An email notification will be sent from the CC to the Clinical Site at this time
with dosing instructions.

e [fClinical Sites become aware of a participant who had an elevated creatinine at
an outside blood draw, they should bring the participant in for an ASAP prn visit
and recheck the creatinine using the ACCORD Central Lab. The CC will then
notify the clinic if the participant should have a reduced dose or have their blinded
medication discontinued.
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C.1.3.a) Adjusting Glycemic Therapy

As noted in the following table (C.1.3), a range of approaches will be used to
target the HbAlc levels shown in Table C.1.2.

C.1.3 Achieving Glycemic Intensive Group

Goals

Visits (1* 4 months) Monthly

Visits (> 4 months) Q2 mo

Phone contact Research staff initiated (>1 inter-
visit)

Supplemental visit Severe hypoglycemia OR
HbAlc =action req’d OR
SMBG = action req’d (based on
review of logbooks)

Point of Care HbAlc Mandatory

Routine use of postprandial Yes

SMBG values to guide therapy
SMBG freq. 2 (diet/oral agent) | > 2/day and 4/day if glucose is >
target (2 ac/day and 2 pc/day)

SMBG freq. * (insulin) 4-8/d (at least 2 ac/day and 2
pc/day; occasional 3 am test prn)
Self titration principles Avoid severe hypoglycemia” AND

Adjust therapy every 4 days AND
Use CHO/patterns (if on insulin)
Initial Minimum Rx Diet/lifestyle AND 2 oral agents

Insulin Use (when needed) Flexible
"Less frequent if goals are achieved; * including avoiding SMBG levels < 70 mg/dl (3.9
mmol/l) on > 1/4 of the readings;

C.1.3.b) Glycemia Safety Issues/ Adjusting Therapy for Hypoglycemia

Hypoglycemic events may occur in individuals in either the intensive or standard
group. Severe hypoglycemia is unusual in people with type 2 diabetes (even when
normoglycemia is targeted). Mild episodes of hypoglycemia are, however, likely to
occur.

All participants will be instructed to check their glucose levels regularly as
described in the protocol. They will also be taught how to recognize and self-treat
hypoglycemia and will be instructed to keep glucose available at all times (as tablets).
Moreover, any participant who has had an episode of severe hypoglycemia will be
provided with glucagon and they and any cohabiting partner will be taught how to
administer it.
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Severe hypoglycemia is defined as any episode of loss of consciousness/seizure

or documented hypoglycemia (glucose < 50 mg/dl or 2.8 mmol/l) that also requires
hospitalization or treatment by emergency personnel. If this occurs:

Complete Severe Hypoglycemia Action Form. (See MOP Chapter &, Section 8.4.4
for more details).

For participants in either group who have an episode of severe hypoglycemia, adjust
glycemic targets to achieve a fasting and 2 hour glucose (postprandial) of 100 — 140
mg/dl (5.5 — 7.8 mmol/l) and < 180 mg/dl (10 mmol/l) respectively, and a HbAlc of
7.0% - 7.9% for at least 4 weeks.

Ensure that a complete medical assessment by the physician is completed to identify
other potential causes (e.g. pituitary or adrenal insufficiency)

Ensure that the physician reassesses the glycemic goals at subsequent visits.

Ensure that the participant receives glucagons and tat the participant and cohabitant
know how to administer it.

Have telephone contact with participant before the next visit to assess blood glucose
records and freedom from hypoglycemia.

Minor hypoglycemia is defined as self-reported transient symptoms such as

lightheadedness, tremor, shaking, sweating, tingling, blurry vision, trouble concentrating
etc., that are self-treated by ingestion of carbohydrates and resolve on their own. (See
MOP Chapter 6, Section 6.1.6). All participants will be asked to note such episodes in
their glucose logbooks and to confirm them with a blood glucose reading whenever
possible. The estimated frequency (of confirmed and suspected minor hypoglycemia) will
be recorded at every visit.

C.1.3.c) Self Treatment of Hypoglycemia

1.

If the glucose value is < 50-70 mg/dl (3.9 mmol/l), it should be treated by ingestion of
15 grams of CHO (e.g. 3-4 glucose tablets, 5 Lifesavers, 4-6 oz. of a regular —
(nondiet) — soft drink, or 8 oz. low fat milk);

If the glucose value is < 50 mg/dl (2.8 mmol/l), it should be treated by ingestion of
20-30 grams of CHO (e.g. 6-8 glucose tablets);

Blood glucose should be self-tested 15-20 minutes after therapy and therapy repeated
if the level is still low (as above);

If no meal will be eaten within 1-2 hours, a mixed nutrient snack, including CHO,
protein, and fat should be ingested right after the initial therapy to prevent another
episode.

If the glucose value is low or there is significant cognitive or motor impairment,
individuals should treat and re-test glucose value. The glucose value should be > 70
mg/dl (3.9 mmol/l) before driving a car or operating heavy machinery.

C.1.3.d) Education and Minimization of Hypoglycemia in Participants

Hypoglycemia is an inherent risk in the treatment of diabetes. It is important to

inform participants of the signs and symptoms of hypoglycemia, techniques to minimize
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the risk and appropriate methods of treatment. Several tools are available for use in
educating participants:

Hypoglycemia Cartoon

Participant Wallet Card

Primer on Hypoglycemia

Participant Newsletters

0 —

All participants must be provided with the written material listed above at the beginning
of the study. Study staff should review verbally the signs and symptoms with the
participant and family members. Participants and their families should be encouraged to
review the hypoglycemic video either in the clinic or at home. Both participants and
family members should be educated on the appropriate treatment for symptoms, and
provided with glucose tablets. Those participants suffering one severe hypoglycemic
event should be provided with a glucagon kit and both the participant and the family
member taught how to use it. This material must be reviewed annually with all
participants and after every reported hypoglycemic event.

C.1.3.e) Safety Issues for Thiazolidinedione (TZD) Drugs

For participants on TZD (e.g. Avandia or Rosiglitazone), check for the presence
of edema at every visit and obtain a Central Lab ALT every 2 months for the first year of
treatment and annually thereafter.

As TZDs are contraindicated in people with stage 3 or 4 heart failure, if a
participant who is taking TZD does develop heart failure, the TZD should be stopped and
the heart failure treated and investigated. Depending on the results of these investigations
the investigator may reconsider cautiously reinstituting TZD therapy if the heart failure
resolves, and was judged to have not been directly caused by the TZD alone.

A handout to give to the participants at the discretion of the site concerning TZD
use is available and can be found on page 28 at the end of this chapter.

C.1.3.1) Lipid Issues/ What to do if a Participant Exceeds LDL-C and Triglyceride
Cut-points

Because the upper limit for entry LDL-C is 180 mg/dl, and because 40 mg
simvastatin should provide about an average 40% reduction in LDL-cholesterol, it is
expected that few participants will have an on-treatment LDL-C of more than 120 mg/dl.
However, as noted below, if a participant has an LDL-cholesterol level that is persistently
greater than 120 mg/dl, ACCORD will, consistent with NCEP guidelines, take the
participant off the masked study medication and continue treatment with simvastatin until
placed on a non-study statin by his/her primary caregiver. Triglyceride values will be
maintained at a level that does not pose a risk of pancreatitis. Participants are expected to
have LDL-C lower than 120 mg/dl (3.10 mmol/l) and triglycerides less than 750 mg/dl
(8.47 mmol/l) during the study.
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What to do if a Participant’s LDL-C is Out of Range

The starting dose of open-labeled simvastatin is 20 mg/day, administered once
daily after the evening meal or at bedtime. If the LDL-C is greater than 100 mg/dl (2.59
mmol/l) on two consecutive follow-up visits, the daily dose of simvastatin will be
increased to 40 mg.

If the measured LDL-C goes above 120 mg/dl (3.10 mmol/l) after titrating
simvastatin to 40 mg/day the Coordinating Center will send a reminder email to the
Clinical Site PI and Coordinator, and the CCN PI and Coordinator who should confirm
compliance with the study statin, refer the participant to a nutritionist for dictary
instruction/reinforcement (if appropriate), and schedule a blood draw for the visit four
months from the visit at which the LDL-C was above 120 mg/dl (3.10 mmol/l). This
blood specimen needs to be sent to the ACCORD Central Chemistry Laboratory for lipid
analysis.

If the participant has an LDL-C above 120 mg/dl (3.10 mmol/l) on two
consecutive visits 4 months apart after titrating simvastatin to 40 mg/day (even after
compliance review and dietary counseling), the following will occur:

e The CC will send an email reminder to the Clinical Site PI and Coordinator, and
the CCN PI and Coordinator.

e The participant will be taken off the fibrate/placebo pills.

e The participant will remain on simvastatin 40 mg/day until placed on non-study
statin by his/her primary caregiver. [The site needs to contact the CCN office if
any participant needs non-study simvastatin].

e The site staff will make an appointment with the participant's doctor for follow-
up.

e The site staff will also provide a letter for the participant to take to his/her
physician for the follow-up visit. This letter will include the blood lipid values
and describes the medication regimen the participant was on when the blood was
drawn.

e The site staff will confirm that the participant had visited their physician.

e From that point on, the participant would be treated for their lipids by his/her
personal physician and given results of any ACCORD lipid determinations to
share with this physician.

If the centrally measured LDL-C is ever less than 40 mg/dl (1.03 mmol/l) during
follow-up, clinic personnel should determine compliance with study statin and
fibrate/placebo (to make sure that the participant is not taking more than the prescribed
number of pills daily) and refer participant to nutritionist for dietary counseling to ensure
that the participant is eating a balanced, adequate diet. If the centrally measured LDL-C
is ever less than 40 mg/dl (1.03 mmol/l) on two consecutive measurements taken 4
months apart, the following will occur:

e The CC will send an email reminder to the Clinical Site PI and Coordinator, and
the CCN PI and Coordinator.
e The participant should be taken off simvastatin.
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e The participant will remain on the blinded study medication.

What to do if Triglvceride Exceeds 750 mg/dl (8.47 mmol/l)

If the centrally measured triglyceride ever exceeds 750 mg/dl (8.47 mmol/l)
during follow-up, the CC will send an email reminder to the Clinical Site PI and
Coordinator, and the CCN PI and Coordinator. Clinic personnel should determine
compliance with study statin and fibrate/placebo, refer participant to nutritionist for
dietary instruction/reinforcement (if deemed appropriate) and determine and modify
potential exacerbating disorders i.e. alcohol or simple sugar intake, hypothyroidism,
hyperglycemia. A follow-up blood draw should be done at the next scheduled visit.

If the triglyceride exceeds 750 mg/dl (8.47 mmol/l) on two consecutive measurements 4
months apart, even after the above measures have been conducted, the following will occur:

e The CC will send an email reminder to the Clinic Site PI and Coordinator, and the
CCN PI and Coordinator.

e The participant will be taken off the simvastatin and the masked fibrate/placebo
medication.

e The participant will be dispensed a 160 mg/day tablet of fenofibrate or 600 mg
BID of gemfibrozil until placed on non-study fibrate by his/her primary caregiver.
[The site needs to contact the CCN office if any participant needs non-study
fenofibrate].

e The site staff will make the appointment for follow-up by the participant’s
physician and will confirm that the appointment was kept.

e The site staff will also provide a letter for the participant to take to their physician
for the follow-up visit. This letter will include the blood lipid values and describes
the medication regimen the participant was on when the blood was drawn.

e From that point on, the participant will be treated for their lipids by his/her
personal physician and given results of any ACCORD lipid determinations to
share with this physician.

If the masked fibrate/placebo study medication is stopped for any reason, neither
the participant nor the clinic staff need to be unmasked regarding the study medication's
true identity, unless there are other circumstances dictating unmasking.

C.1.3.g) Special Note Regarding the Concomitant Use of Fenofibrate and Warfarin
(Coumadin)

The use of a fibrate generally necessitates a reduction in the dose of Coumadin to
avold excessive bleeding.

For persons who are on Coumadin at the start of the trial, the participant’s
physician should be informed both by phone and in writing of the possibility that the
participant may be on a fibrate. Until the physician or someone who will manage the
Coumadin dose is reached by phone or in person, the participant should not be
randomized.
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During the trial, you will ask about the possibility of Coumadin use at each visit
and if you find that the participant is now on Coumadin, record its use in your source
notes. [f Coumadin has been started, the clinician prescribing it should be notified that the
participant may be on a fibrate. Remember, in some cases the clinician prescribing the
Coumadin may not be the clinician notified at the start of the trial of the participant’s
participation in the trial and randomization to fibrate or placebo.

C.2  Intensive Glycemic and Lipid Trial Visit Procedures
C.2.1 Baseline - Randomization Visit

The participants will be instructed to attend the clinic following an overnight fast
(since ~10 pm the previous evening). They should not take their glycemia or lipid
medication (if applicable) on the morning of this clinic visit but be instructed to bring
their medications, glucose meter SMBG records, and significant other or support person
with them. They should, however, take their blood pressure medication (with water) prior
to coming to clinic (if applicable). During the visit, the following procedures will be
conducted:

1. All data collected during the screening process will be reviewed.
2. Verify eligibility status for the Glycemia, Blood Pressure and Lipid Trials (including
occurrence of events that may prohibit patient from participating).

a) Review current medications including OTC, herbal remedies and vitamins.

b) Review, evaluate and calculate the percentage of participant’s compliance with at
least 2 weeks of SMBG monitoring as part of the run-in procedures.

c) Assure that the qualifying HbAlc value was obtained within the last 3 months
prior to the randomization date.

3. If ineligible, the participant will be thanked for their time and dismissed from the
clinic.
4. If eligible, proceed with randomization process:

a) Verify that a full-scale consent form has been obtained and signed and HIPAA
authorization obtained.

b) Obtain and perform baseline history and physical exam, including demographics,
medical history concomitant medications, weight, height, and waist
circumference, visual acuity, and foot exam. Using the appropriate technique for
the Omron device obtain blood pressure and pulse (See MOP Chapter 9, Section
9.2.3).

c¢) Participants will be given the Health Utilities Index Form and instructed on how
to complete it. Verify that the participant completes all items before end of visit.

d) Verify that all information on the Inclusion/Exclusion Summary Form, the
Blood Pressure Screening Form, and the Lipid Trial Screening Form is
complete and correct both on the forms and in the computer.

e) Click "Randomize pt" on data entry screen. A pop-up screen will appear to
remind staff to provide the participant with Eye Sub-study and MIND Sub-study
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f)
)

(Canada, Western, Minnesota/lowa, Ohio/Michigan, Northeast and Southeast
CCNs) introductory materials.

Input the percent of participant's report of compliance for SMBG.

Verify that the Baseline History and Physical Exam Form has been completed.

5. The participant will be assigned a treatment regimen. The randomization screen will
display this information and list target dates for the follow-up visits. It is
recommended that the participant’s treatment assignment and visit schedule be
printed out and filed in their research record.

6. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, ALT, Creatinine,
Lipid Profile, CPK and for storage of additional aliquots (where approved).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Laboratory.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.
Retain a copy for the participant’s research record.

9. Collect all glycemic related information:

a)

b)

h)

i)
J)

Measure and record POC HbAlc. Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA2000 will be required
to use the Central Lab measurements of HbAlc at all times. Remember POC
values should be adjusted for any systematic differences from Central Lab HbAlc
values.

Review screening blood glucose diary, download SMBG meter values to laptop
and assess blood glucose values for implementation of the glycemia intervention.
Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia in
the source documents. Review symptoms and therapy for hypoglycemia (See
Section C.1.3.b, C.1.3.c and MOP Chapter 8, Section 8.4.4).

Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document. Record current glycemic medications
on the Baseline History and Physical Exam Form only by class of medication.
Record name and dose of all current (at visit entry) glycemia medications on the
Glycemia Medications Log Form. If on insulin, record name and dose on
Intensive Glycemia Management Form.

Conduct nutrition assessment and plan.

Instruct participants on their diet, foot care, an exercise program and the
relationship of medications with nutrition and exercise.

Reinforce proper SMBG technique and instruct participant to test per instructions
on Table A.1.3 in MOP. (4/day if diet/oral therapy (2 ac/day, 2 pc/day) and 4 -8
times/day (at least 2 ac/day and 2 pc/day; occasional 3 am test) if on insulin.
Provide SMBG logbooks and instructions for their completion.

Dispense glucose meter if necessary (Canadian Sites only).
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10.

11.

12.

13.

14.

15.

16.
17.
18.

k) Provide sufficient strips through the next visit to the participant (Canadian Sites
only).

1) Fill out the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US Sites only).

m) Adjust and convert all glucose lowering medications to study provided
medications as needed to improve glycemic control based on POC result and
screening blood glucose diary. Refer to Figure 5.3 in MOP.

n) Recommend medical ID if participant is being started on insulin.

For the Lipid Trial:

a) Ifon lipid lowering therapy, discontinue and place on simvastatin (20 mg/day,
administered once daily after the evening meal or at bedtime).

b) Record information on the Lipid Medications Management Form.

¢) Refer to nutritionist for instruction/reinforcement of Step 1 diet of the National
Cholesterol Education Program (NCEP).

d) Advise participant of potential adverse effects of statin (myopathy, hepatitis).
Review symptoms of myopathy and hepatitis with participant and advise on
action to take if symptoms occur. Ask participant about coumadin use (see
Section F.1.3.f). Review the list of prohibited medications in MOP Chapter 6,
Section 6.3.5.

Remove labels from study medications and place on drug dispensing form then

dispense study medication. Scan label bar codes into computer as soon as possible

after the visit so that adequate inventory can be maintained at the clinical site.

Participants assigned in the substudies (Health Related Quality of Life (HRQL),

Physical Activity, Diet) will complete the appropriate questionnaires. Verify that the

participant completes all items before end of visit.

If you have not acted upon a Central Lab HbAlc > 6%, refer to Section C.2.2.

Schedule follow-up phone/fax/email/mail contact within 2 weeks and a clinic

appointment in 1 month. One-month follow-up visits for Lipid Trial participants

should be scheduled at least 3 weeks after the baseline visit to allow for arrival of
blinded study medication.

Remind participants to bring all their medications, glucose meter and SMBG records

at each visit.

Collect all related Lifestyle and Background information:

a) Assess smoking status. Follow guidelines (if necessary) in MOP Chapter 4, section
4.3.1 for smoking cessation activities.

b) Assess aspirin use. Recommend aspirin therapy in accordance with guidelines in
chapter 4 of MOP, section 4.3.2.

Contact primary care provider as necessary.

Obtain a release of information form in case of need for subsequent events.

Complete the following forms and enter data as required:

a) Inclusion/Exclusion Summary Form

b) Blood Pressure Trial Screening Form

¢) Lipid Trial Screening Form

d) Participant Contact Information Form (if not previously completed)

¢) Visual Acuity Worksheet

f) Ophthalmology Exam Form (as necessary)
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g) Baseline History and Physical Exam Form

h) Intensive Glycemia Management Form

1) Glycemia Medications Log

J) Severe Hypoglycemia Action Form (as necessary)
k) Lipid Medications Management Form

1) Encounter and Disposition Form

m) Health Utilities Index Form

n) The Unified Form (US sites only)

0) Assigned Substudy Questionnaires (as necessary)
p) Drug Dispensing Form (as necessary)

q) Event Forms (as necessary)

C.2.2 Upon Receipt of Central Lab HbAlc¢ Values Drawn

1. If the Central HbAlc result measured at that visit returns > 6.0%, and no change in
therapy was made at the time of the visit (when the Central Lab HbAlc was
obtained), and there is no contraindication (See MOP Chapter 6) to intensify therapy:
a. Contact the participant, and intensify the therapy per protocol

e Increase dose of current agent (if on submaximal dose) or add another agent
(see Figure A.3).
b. Complete appropriate glycemia forms regarding the changes in therapy made to
achieve or maintain target levels.

C.2.3 Phone/FAX/email/mail Contact at 0.5, 1.5, 2.5 and 3.5 Months

These contacts are for participants assigned to the intensive glycemic treatment
group and should occur within a +/- 1-week window. The participants will be contacted
by one of the means listed above and the following procedures will be conducted:

1. Record the participant’s report of their SMBG results for the previous 2 weeks if you
have not already received them by phone, fax, email or mail. Encourage participants
to comply with advance requests for SMBG results.

2. Complete Intensive Glycemia Management Form. Record occurrence of any severe
hypoglycemia as well as the occurrence and frequency of hypoglycemia. Review
symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c and MOP
Chapter 8, Section 8.4.4).

3. Record current glycemic medications including name, dose and participant’s self
report of adherence on the Glycemia Medications Log. If on insulin, record
appropriate information on the Standard Glycemia Management Form.

4. Adjust or maintain therapy according to the following:

a) If <50% of fasting levels per 4 days are > 100 mg/dl (5.6 mmol/l) AND < 50%
per 4 days of the 2 hr levels are > 140 mg/dl (7.8 mmol/l);
e Remain at the same dose of current medications.

b) If >50% of fasting levels per 4 days are > 100 mg/dl (5.6 mmol/1); AND/OR >
50% of the 2 hr levels per 4 days are > 140 mg/dl (7.8 mmol/l); AND no
contraindication (See Chapter 6 of MOP) to intensify therapy:
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e Increase dose of current agent (if currently on submaximal dose) or add
another drug according to Figure 5.3 or 5.5 in Chapter 5 of the MOP and
reinforce diet and exercise.

5. Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

6. Instruct participants on when and how to self-titrate therapy. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

7. Remind participant of next clinic visit.

8. Complete the following form and enter data as required:

a)
b)
©)
d)

C24

Intensive Glycemia Management Form

Glycemia Medications Log

Severe Hypoglycemia Action Form (as necessary)
Study Status Form (as necessary)

One, 2, 3, and 6 month Visits

These visits should occur within a +/- 1-week window. The participants will

report to the clinic and the following procedures will be conducted:

1. Obtain weight, and record in source documentation.
2. Collect all glycemia related information:

a) Measure and record POC HbA 1c. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA2000 will be required

to use the Central Lab measurements of HbAlc at all times]. Remember POC

values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust or maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels per 4 days are > 100 mg/dl
(5.7 mmol/l) AND < 50% of the 2 hour levels per 4 days are > 140 mg/dl (7.8
mmol/l);

e  Maintain current therapy.
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3. If POC HbAlc < 6% BUT > 50% of fasting levels per 4 days are > 100 mg/dl
(5.7 mmol/l) AND/OR > 50% of the 2 hour postprandial levels per 4 days are
> 140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure 5.3 or 5.5 in Chapter 5 of the MOP).

4. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another agent
(according to Figure 5.3 or 5.5 in Chapter 5 of the MOP).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information sheet on TZDs as necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day,2 pc/day)
if not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3
am test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

J) Record name and dose of all glycemia medications on the Glycemia Medications
Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions in their completion.

3. For the Lipid Trial:

a) Determine compliance with lipid drug regimen and record information on Lipid
Medications Management Form.

b) Record any potential side effects of lipid therapy.

c) Initiate therapy with masked fibrate/placebo at the 1-month visit. The starting
dose of masked fenofibrate/placebo medication will be determined by the
calculated glomerular filtration rate (GFR) using the baseline serum creatinine
level and the abbreviated MDRD equation (Levey 2003). Those participants with
a baseline GFR >50 ml/min/1.73m” will begin at a starting dose of 160 mg of
fenofibrate or identical placebo tablet. Those with a calculated GFR between 30
and <50 will start at the reduced dose of 54 mg/day fenofibrate or placebo.

Implementation of assignment of blinded study medication dose:

e The Coordinating Center (CC) will determine the starting dose of the blinded
study medication based on calculated GFR from the MDRD equation, using
Central Lab values at baseline.

e The recommended dose will appear on the participant main page below “Lipid
Bottle ID” (e.g., FULL, REDUCED, or NONE).

e The CC will communicate the starting dose to the Drug Distribution Center

(DDC).
e DDC will send the appropriate dose to the clinical site labeled for the specific
participant.
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NOTE: See Section C.1.2.b if notification that the participant’s GFR falls below
cutoff levels is received. See Section C.1.3.f if participant’s LDL-C or
Triglycerides exceed cutpoints.

d) Obtain an ALT and CPK measurement to be shipped to the Central Lab (at the 1
month visit only).

¢) Review prohibited/discouraged medications with the participant. (See Section
6.3.5 in MOP).

f) Dispense fibrate/placebo and study statin if necessary.

Remove labels from study medications and place on Drug Dispensing Form then

dispense study medication. Scan label bar codes into the computer as soon as possible

after the visit so that adequate inventory can be maintained at the clinical site.

At the month 1, 2, and 3 visits, schedule follow-up phone/fax/email/mail contact in 2

weeks and a clinic appointment in 1 month. At the 6 month visit, schedule

phone/fax/email/mail contact in 1 month and a clinic appointment in 2 months

Remind participants to bring all their medications, glucose meter and SMBG records

at each visit.

Complete the following forms and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medications Log

c) Severe Hypoglycemia Management Form (as necessary)

d) Lipid Medications Management Form

¢) Encounter and Disposition Form

f) Drug Dispensing Form (as necessary)

g) Study Status Form (as necessary)

C.2.5 Four & 8 Month Visit

The 4-month visit should occur within a +/- 1-week visit window. The 8-month

visit should occur within a +/- 2-week window. The participants will be instructed to
attend the clinic following an overnight fast (since ~ 10 p.m. the previous evening). They
should not take their glycemia medications of lipid on the morning of this clinic visit but
should be instructed to bring their medications, glucose meter, SMBG records and
significant other or support person with them. They should, however, take their blood
pressure medication if applicable (with water) prior to coming to clinic. During the visit,
the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stoke Report Form,
Unstable Angina Form or Miscellaneous Cardiovascular Outcome Report Form.
Upon completion these forms and supporting documentation are mailed to the
Coordinating Center.
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2. Perform the physical exam, including weight. Using the appropriate technique for the
Omron device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).
Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, Creatinine, Lipid
profile, ALT, and CPK.

Collect all glycemia related information.

3.

a)

b)

Measure and record POC HbA lc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

The Central Lab

A Bayer DCA2000, and

An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self

e)

D

)

report of adherence in the source document.

Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are >
140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6)
to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

If participant was started on a TZD, check for edema at every visit. Obtain an

ALT every 2 months for the first year of treatment, annually thereafter. Provide

participant information sheet on TZDs if necessary.

Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if

not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am

test) if on insulin.
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h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

1) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions for their completion.

For the Lipid Trial:

a) Determine compliance with lipid drug regimen and record information on Lipid
Medications Management Form.

b) Determine if any potential statin/fibrate related side effects are present.

¢) Review the list of prohibited medications found in MOP Chapter 5.

d) Fasting Lipid Profile, ALT, CPK and Creatinine sent to Central Chemistry Lab.

NOTE: Sece Section C.1.2.b if notification that the participant’s GFR falls below cutoff

10.

levels is received. See Section C.1.3.f if participant’s LDL-C or Triglycerides exceed
cutpoints.

Remove labels from study medications and place on Drug Dispensing Form then
dispense study medications as necessary. Scan label bar codes into computer as soon
as possible after the visit so that adequate inventory can be maintained at the clinical
site.

Complete Cost Substudy Form for participants in the Cost Substudy.

Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic
appointment in 2 months or any other required supplemental visits (See Chapter 6).
Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.

Complete the following forms and enter data as required:

a) Interval History and Follow-up Form

b) Intensive Glycemia Management Form

¢) Glycemia Medications Log

d) Severe Hypoglycemia Action Form (as necessary)

¢) Lipid Medications Management Form

f) Encounter and Disposition Form

g) Preliminary Event Notification Form (as necessary)

h) Event Forms (as necessary)

1) Drug Dispensing Form (as necessary)

J)  Cost Substudy Form (as necessary)

k) Study Status From (as necessary)

C.2.6 Bi-Monthly Phone/FAX/email/ mail Contacts From Month 5 visit Through

End Of Study

These contacts are for participants assigned to the intensive glycemic treatment

group and should occur within a +/- 2-week window. The participants will be contacted
by one of the means listed above and the following procedures will be conducted:
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1. Record the participant’s report of their SMBG results for the previous 2 weeks if you
have not already received them by phone, fax, email or mail. Encourage participants
to comply with advance requests for SMBG results.

2. Complete Intensive Glycemia Management Form. Record occurrence of any severe
hypoglycemia as well as the occurrence and frequency of hypoglycemia. Review
symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c and MOP
Chapter 8, Section 8.4.4).

3. Record current glycemic medications including name, dose and participant’s self
report of adherence on the Glycemia Medications Log. If on insulin, record
appropriate information on the Intensive Glycemia Management Form.

4. Adjust or maintain therapy according to the following:

a) If <50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l) AND < 50%
over 4 days of the 2 hr levels are > 140 mg/dl (7.8 mmol/l);

e Remain at the same dose of current medications.

b) If >50% of fasting levels over 4 days are > 100 mg/dl (5.6 mmol/l); AND/OR >
50% of the 2 hr levels over 4 days are > 140 mg/dl (7.8 mmol/l); AND no
contraindication (See MOP Chapter 6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another drug
(See MOP Chapter 5, Figure 5.3 or 5.5) and reinforce diet and exercise.

5. Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2 ac/day, 2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

6. Instruct participants on when and how to self-titrate therapy. If on insulin, instruct

participant on when and how to self-titrate therapy every 4 days.

. Remind participant of next 2-month clinic appointment.

. Complete the following form and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medications Log

c) Severe Hypoglycemia Action Form (as necessary)
d) Study Status Form (as necessary)

o0 ]

C.2.7 Visits at Follow-up Months 10, 14, 18, 22, 26, 30, 34, 38, 42, 46, 50, 54, 58, 62,
66, 70, 74,78, 82, 86, 90, and 94

These visits should occur within a +/- 2-week window. The participants will
report to the clinic and the following procedures will be conducted:

1. Obtain weight, and record in source documentation.
2. Collect all glycemia related information:
a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:
e The Central Lab
e A Bayer DCA 2000, and
e An approved local lab
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Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c
and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

¢) Adjust or maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e  Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are >
140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6)
to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information sheet on TZDs if necessary.

g) Reinforce appropriate SMBG frequency according to Table A.1.3:

e Dict/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day)
if not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3
am test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

J)  Record name and dose of all glycemia medications on the Glycemia Medications
Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions in their completion.

3. Remove labels from study medications and place on drug dispensing form then
dispense blood pressure-lowering study medication. Scan label bar codes into the
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computer as soon as possible after the visit so that adequate inventory can be
maintained at the clinical site.

Schedule follow-up phone/fax/email/mail contact in 1 month and a clinic appointment
in 2 months.

Remind participants to bring all their medications, glucose meter and SMBG records
to each visit.

Remind participant to take blood pressure medications the morning of next visit.
Complete the following forms and enter data as required:

a) Intensive Glycemia Management Form

b) Glycemia Medications Log

c) Severe Hypoglycemia Action Form (as necessary)

d) Encounter and Disposition Form

¢) Drug Dispensing Form (as necessary)

f) Study Status Form (as necessary)

C.2.8 Annual Visits (12, 24, 36, 48, 60, 72, 84 Months)

This visit should occur within a +/- 2-week visit window. The participants will be

instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid medications on the morning of
this clinic visit but should be instructed to bring their medications, glucose meter, SMBG
records and significant other or support person with them. They should, however, take
their blood pressure medication if applicable (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1.
2.

Review and update Contact Information.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter the Preliminary Event
Notification Form. Obtain a release of information if not already done, and request
the additional required information for the event needed to complete the Death
Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

Perform the annual physical exam, including weight, height, weight circumference,
visual acuity, and foot exam. Using the appropriate technique for the Omron device,
obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium (12-month, prn,
and exit visit), Creatinine, Lipid Profile, ATL and CPK. (Blood samples for storage
of additional aliquots, where approved, should occur at the 24-month, 48-month
and 72 month visits).

Review the Concomitant Medications list located in the Annual Follow-up and
Physical Exam Form with participant to document all non-study medications
currently taking.
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6. Participants will be given the Health Utilities Index Form and instructed on how to
complete it (12-month, 36-month, and 48-month visits). Verify that the participant
completes all items before end of visit.

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Lab for the 24-month, 48-month, and 72 month
visits.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading
Center for the 24-month, 48-month, and 72 month visits. Retain a copy for
participant’s research records.

9. Collect all glycemia related information.

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required

to use the Central Lab measurements of HbAlc at all times]. Remember POC

values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c
and MOP Chapter 8, Section 8.4.4).

¢) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

f) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100 mg/dl
(5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are > 140
mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6) to
intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

Increase dose of current agent (if on submaximal dose) or add another agent (See

MOP Chapter 5, Figure 5.3 or 5.5).

f) If participant was started on a TZD, check for edema at every visit. Obtain an
ALT every 2 months for the first year of treatment, annually thereafter. Provide
participant information sheet on TZDs if necessary.
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g) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if
not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am
test) if on insulin.

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.

1) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on the Intensive Glycemia
Management Form.

k) Provide SMBG logbooks and instructions for their completion.

1) Review and update the Unified Form to ensure a smooth and steady flow of
diabetic testing supplies being shipped by the NetGroup Diabetic Services (US
sites only).

10. For the Lipid Trial:

a) Determine participant's report of compliance with lipid drug regimen and record
information on Lipid Medications Management Form.

b) Determine if any potential statin/fibrate related side effects are present.

c¢) Fasting Lipid Profile, ALT, CPK and Creatinine sent to the Central Chemistry
Lab.

NOTE: See Section C.1.2.b if notification that the participant’s GFR falls below cutoff
levels is received. See Section C.1.3.f if participant’s LDL-C or Triglycerides
exceed cutpoints.

11. Remove labels from study medications and place on drug dispensing form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

12. Participants assigned in the substudies (Health Related Quality of Life (HRQL),
Physical Activity, Diet) will complete the appropriate questionnaires. (12-month, 36-
month, and 48-month visits). Verify that the participant completes all items before
end of visit. Complete Cost Substudy Form for participants in the Cost Substudy.

13. Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic
appointment in 2 months or any other required supplemental visits (See MOP Chapter
6).

14. Remind participants to bring all their medications, glucose meter and SMBG records
to next visit.

15. Complete the following forms and enter data as required:

a) Participant Contact Information Form (as necessary)

b) Annual History and Follow-up Form

c) Intensive Glycemia Management Form

d) Glycemia Medications Log

¢) Severe Hypoglycemia Action Form (as necessary)

f) Lipid Medications Management Form

g) Encounter and Disposition Form

h) Health Utilities Index (12-month, 36-month, and 48-month visits)

i) The Unified Form (US Sites)
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) Visual Acuity Worksheet (24-month, 48-month, and 72-month)

k) Ophthalmology Exam Form (as necessary)

1) Preliminary Event Notification Form (as necessary)

m) Event Forms (as necessary)

n) Assigned Substudy Questionnaires (as necessary at 12-month, 36-month, and
48-month visits)

0) Drug Dispensing Form (as necessary)

p) Cost Substudy Form (as necessary)

q) Study Status Form (as necessary)

C.2.9 Visits at Follow-up Months 16, 20, 28, 32, 40, 44, 52, 56, 64, 68, 76, 80, 88, and

92

These visits are for participants assigned to the intensive glycemia/intensive BP

treatment intervention and should occur within a +/- 2- week window. The participants
will attend the clinic and the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter the Preliminary Event
Notification Form. Obtain a release of information if not already done, and request
the additional required information for the event needed to complete the Death
Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Form or Miscellaneous Cardiovascular Outcome Report Form.
Upon completion these forms and supporting documentation are mailed to the
Coordinating Center.

2. Obtain weight.
3. Using the appropriate technique for the Omron device, obtain blood pressure and

pulse (See MOP Chapter 9, Section 9.2.3).

4. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc and Creatinine.
5. Collect all glycemia related information.

a) Measure and record POC HbAlc. [Currently there are only 3 acceptable means of

attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

b) Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop, and assess for medication/lifestyle adjustments in the glycemia
intervention.

c) Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
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Review symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c

and MOP Chapter 8, Section 8.4.4).

d) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.
¢) Adjust and maintain therapy according to the following:

1. If POC HbAlc < 6% AND < 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND < 50% of the 2 hour levels over 4 days are > 140
mg/dl (7.8 mmol/l);

e Maintain current therapy.

2. If POC HbAlc < 6% BUT > 50% of fasting levels over 4 days are > 100
mg/dl (5.7 mmol/l) AND/OR > 50% of the 2 hour levels over 4 days are >
140 mg/dl/ (7.8 mmol/l) and there is no contraindication (See MOP Chapter 6)
to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).

3. If POC HbAlc is > 6.0% and there is no contraindication (See MOP Chapter
6) to intensify therapy:

e Increase dose of current agent (if on submaximal dose) or add another
agent (See MOP Chapter 5, Figure 5.3 or 5.5).
f) Reinforce appropriate SMBG frequency according to Table A.1.3:

Diet/oral therapy (> 2 times/day if at target or 4 times/day (2ac/day, 2 pc/day) if

not at target and 4-8 times/day (at least 2 ac and 2 pc tests/ day; occasional 3 am

test) if on insulin.
g) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

h) Instruct participants on when and how to self-titrate. If on insulin, instruct
participant on when and how to self-titrate therapy every 4 days.
i) Record name, dose, and adherence of all glycemia medications on the Glycemia

Medications Log.

J) Provide SMBG logbooks and instructions for their completion.

6. For the Lipid Trial:

a) Determine participant’s report of compliance with lipid drug regimen and record
information on the Lipid Medications Management Form.

b) Determine if any potential statin/fibrate related side effects are present.

¢) Review prohibited/ discouraged medications with participant (See MOP Chapter
6, Section 6.3.5).

d) Dispense study statin and fibrate/placebo as necessary.

NOTE: See Section C.1.2.b if notification that the participant’s GFR falls below cutoff
levels is received. See Section C.1.3.f if participant’s LDL-C or Triglycerides exceed
cutpoints.

7. Remove labels from study medications and place on drug dispensing form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

8. Complete Cost Substudy Form for participants in the Cost Substudy.
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9.

10.

11

Schedule follow-up phone/fax/email/mail contact in 1 month +/- 2 weeks and a clinic
appointment in 2 months or any other required supplemental visits (See MOP Chapter
6).

Remind participants to bring all their medications, glucose meter and SMBG records
to next visit.

. Complete the following forms and enter data as required:

a) Interval History and Follow-up

b) Intensive Glycemia Management Form

¢) Glycemia Medications Log

d) Severe Hypoglycemia Action Form (as necessary)
¢) Lipid Medications Management Form

f) Encounter and Disposition Form

g) Preliminary Event Notification Form (as necessary)
h) Event Forms (as necessary)

1) Drug Dispensing Form (as necessary)

J)  Cost Substudy Form (as necessary)

k) Study Status Form (as necessary)

C.2.10 Exit Visit

This visit should occur within a +/- 2-week visit window. The participants will be

instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid medications on the morning of
this clinic visit but should be instructed to bring their medications, glucose meter, SMBG
records and significant other or support person with them. They should, however, take
their blood pressure medication if applicable (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter the Preliminary Event
Notification Form. Obtain a release of information if not already done, and request
the additional required information for the event needed to complete the Death
Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Form or Miscellaneous Cardiovascular Outcome Report Form.
Upon completion these forms and supporting documentation are mailed to the
Coordinating Center.

Perform the annual physical exam, including weight, height, weight circumference,
visual acuity, and foot exam. Using the appropriate technique for the Omron device,
obtain blood pressure and pulse (See Chapter 9, Section 9.2.3).

Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, Creatinine, Lipid
Profile, ALT and CPK and for storage of additional aliquots (where approved).
Review the Concomitant Medications list located in the Annual Follow-up and
Physical Exam Form with participant to document all non-study medications
currently taking.
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5. Participants will be given the Health Utilities Index Form and instructed on how to
complete it. Verify that the participant completes all items before end of visit.

6. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Lab.

7. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.
Retain a copy for participant’s research records.

8. Collect all glycemia related information.

a)

b)

¢)

Measure and record POC HbAlc¢. [Currently there are only 3 acceptable means of
attaining a HbA 1c value:

e The Central Lab

e A Bayer DCA 2000, and

e An approved local lab

Sites that do not have an acceptable local lab or Bayer DCA 2000 will be required
to use the Central Lab measurements of HbAlc at all times]. Remember POC
values should be adjusted for any systematic differences from Central HbAlc
values.

Review the previous 2 weeks SMBG values in the diary, download meter values
to laptop.

Complete Intensive Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia.
Review symptoms and therapy for hypoglycemia (See Section C.1.3.b, C.1.3.c
and MOP Chapter 8, Section 8.4.4).

Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document.

Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on Intensive Glycemia
Management Form.

9. For the Lipid Trial:
a) Determine participant’s report of compliance with lipid drug regimen and record

b)

information on the Lipid Medications Managment Form.
Determine if any potential statin/fibrate related side effects are present.

10. Participants will be prescribed appropriate non-study antihyperglycemia and lipid
therapy based on their current status and post-trial follow-up care will be arranged.
11. Complete the following forms and enter data as required:

a)
b)
©)
d)

Participant Contact Information Form (as necessary)
Annual Follow-up and Physical Exam Form
Intensive Glycemia Management Form

Glycemia Medications Log

Severe Hypoglycemia Action Form (as necessary)
Lipid Medications Management Form

Encounter and Disposition Form

Health Utilities Index Form

Visual Acuity Worksheet

Ophthalmology Exam Form (as necessary)
Preliminary Event Notification Form (as necessary)
Event Forms (as necessary)
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m) Cost Substudy Form (as necessary)
n) Study Status Form (as necessary)
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Figure C.3

Treatment Algorithm for Intensive Glycemic Therapy Group (Goal: HbA1c<6%)
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Figure 3.3:

Use of Insulin for Participants On Maximal Oral Therapy

FOR INTENSIVE GROUP
PARTICIPANTS

Add Evening Glargine;
Start @ 10 U or 0.2U/kg/day

Titrate Dose

On Insulin
> 0.5U/kg/

| Stop Secretagoguel

Add/titrate Aspart/

% Lispro (or R)
before 1,2, or 3

meals, as needed

Adjust
pills or
insulin as
needed

No Change

Adjust
pills or
insulin as
needed

FOR STANDARD GROUP
PARTICIPANTS

Add Evening NPH;
Start @ 10 U or 0.2U/kg/day

| Titrate Dose

Adjust
pills or
insulin as
needed

HbA1c
Too Low?

Reduce/
stop

Stop Secretagogue;
Add AM NPH

Insulin
or one
oral med

Titrate Insulin

No Change

Dose(s) as
Needed

Add/titrate R

at Bkfst/Dinner

No

Change

Adjust
pills or
insulin
as

needed

*Doing well: no severe hypoglycemic or adverse event or no reason to reduce therapy (as described in Figure 3.2)
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Thiazolidinedione Drugs (e.g. Avandia or Rosiglitazone)

ACTIONS of THIAZOLIDINEDIONES

The drug Avandia (rosiglitazone) belongs to a group of medications called thiazolidinediones (or
glitazones or TZD’s), and may be supplied as part of the ACCORD trial. Actos (pioglitazone) is
another drug that belongs in this group. These drugs lower the blood glucose by reducing the
body’s resistance to the action of insulin (i.e. making your own insulin work more effectively).
They can be used alone or can be combined with other diabetes pills or insulin.

COMMON SIDE EFFECTS

1. Hypoglycemia (low blood sugar)
These drugs can lead to hypoglycemia. When taken alone, the risk of hypoglycemia is low. When
taken with insulin or other pills, the risk of hypoglycemia is higher.

If you do experience symptoms of a low blood sugar (such as lightheadedness, sweating,
nervousness, hunger, a sensation of a racing heart, headache, or sudden fatigueat unusual times),
check your blood sugar. Ifthe level is less than 70 mg/dl (3.9 mmol/l) you may be suffering from
hypoglycemia. If so, drink 4 ounces of juice or regular soda or eight ounces of milk or have three
glucose tablets or five Life Savers (i.e. 15 grams of carbohydrate). Recheck your blood sugar in
15 minutes to make sure it has risen to at least 90 mg/dl (5.0 mmol/L). If low blood sugar
reactions are frequent, severe or unexpected, call your doctor.

2. Weight Gain

These drugs may lead to weight gain. Weight gain is due to the lowering of blood sugar by
insulin and drugs that act like insulin. This reduces the amount of sugar lost in the urine and helps
the body store extra energy in fat cells. Sometimes, weight gain may be due to some fluid
retention. Regardless of the cause, the amount of weight gained or lost depends on the level of
physical activity and diet, or can be due to other drugs that are being taken. For example, some
people gain more weight if insulin is also being taken. To minimize weight gain or to cause
weight loss, exercise regularly, eat low fat foods, avoid extra snacks and large portions.

3. Fluid Retention

These drugs may lead to fluid retention. Fluid retention is generally mild with some swelling in
the ankle or leg or bloating; it may be more pronounced when these drugs are used together with
insulin, and rarely, the fluid retention can be severe or even life threatening. If you develop
major leg swelling or especially shortness of breath either with activity or at rest, see your doctor
as soon as possible. Reducing the dose, adding diuretics (water pills) or adjusting other
medications (such as blood pressure pills, calcium channel blockers, non-steroidal anti-
inflammatory drugs or arthritis pills) can also be used to manage this problem. You and your
doctor should pay close attention to fluid retention if you take insulin or have heart failure or
other heart problems.

POTENTIAL SIDE EFFECTS

Because of rare cases of severe liver disease with a related medicine that is no longer available
(Rezulin or troglitazone), you must have your blood drawn for liver enzyme tests (ALT) when
treated with these drugs every 2 months for the first year of treatment and intermittently
thereafter. If you develop persistent nausea, vomiting, belly pain, fatigue, loss of appetite, dark
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urine, yellowing of the eyes or skin while treated with this drug, stop the medication and see your
doctor for a blood draw within a few days.

DOSING

Avandia (rosiglitazone) can be taken once a day, but may work a bit better if taken twice daily.
Actos {pioglitazone) can be taken any time of the day. Both drugs can be taken either with or
without food. It may take 12 weeks to see the full effect of a dose.
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7. Visit Schedule of Study Activities by Randomization Cell

D. Standard Glycemia and Intensive Blood Pressure
D.1. Overview

One of the key aims of the ACCORD study is to determine if a therapeutic
strategy that targets a HbAlc of < 6.0% reduces the rate of cardiovascular disease (CVD)
events more than a strategy that targets a HbAlc of 7.0% to 7.9% (with the expectation of
achieving a median level of 7.5%) in high risk middle-aged or older people with type 2
diabetes. The approaches used to implement these targets, suggested algorithms for the
use of pharmacologic agents and follow-up schedules are described in MOP Chapters 5
and 6. Details regarding the implementation of the protocol for the Standard Glycemia
and Lipid Trial groups are described below.

The ACCORD blood pressure (BP) trial component is designed to test whether a
therapeutic strategy that targets a systolic blood pressure (SBP) of < 120 mmHg reduces
the rate of cardiovascular events in a middle-aged or older type 2 diabetic population at
high risk for cardiovascular events compared to a strategy that targets a SBP of < 140
mmHg in the context of good glycemic control. Details regarding the implementation of
the protocol for the intensive glycemia and intensive blood pressure control groups are
described below.

D.1.1 Algorithms for Standard Glycemic and Intensive Blood Pressure Control;
Choice of Agents

Figures D.4 and D.5 at the end of this chapter are suggested algorithms to guide
changes in glycemic therapy for the standard group. The exact changes to be made
whenever glycemic therapy needs to be intensified on the basis of the HbAlc or the
SMBG results will be determined by the individual site using the figures as guides.

The algorithm for the intensive BP group calls for an assessment of the
participants’ antihypertensive medication regimen at baseline to determine the starting
point on the decision tree for future monitoring and medication adjustments needed to
achieve their assigned SBP goal (< 120 mmHg) (Refer to Figure D.6 at the end of this
chapter).

D.1.2 Targets and Action Required Levels
D.1.2.a) Standard Glycemic Control

Table D.1.2 outlines the glycemic target for the standard group, which is identical
to Table 3.1 in the protocol.

April 11, 2005 version 1
Chapter 7 Cell D - Standard Glycemia/ Intensive BP



TableD.1.2: Glycemic Targets and Thresholds for Action for ACCORD

“Action Required” Threshold

6.6%-6.9% " (twice
consecutively)

Group HbAlc HbAlc > 50% of SMBG Results/4 days
Targets
>7.9%* or < 6.5%" (anytime)
Standard Therapy T—-T79% or fasting/ac < 90 mg/dl (5.0 mmol/l)"

pc: postcibal; ac: antecibal; SMBG: self monitoring of blood glucose;
*antihyperglycemic therapy will be advanced if either the HbAlc or the SMBG “action
required” criteria are met at any participant encounter * therapy with drugs that increase
the risk of hypoglycemia (e.g. insulin, sulfonylureas, meglitinides) will be reduced to
avoid hypoglycemia if these criteria are met.

D.1.2.b) Intensive Blood Pressure Control

Participants randomized to the intensive blood pressure control will have a SBP
goal of < 120 mmHg. The BP intervention will begin at the randomization visit. The
investigator may choose from among the available ACCORD agents or select another as
determined appropriate. It is recommended that the regimen include a drug class
associated with reduced cardiovascular events in diabetes (ACE-inhibitor, beta-blocker,
calcium channel blocker or diuretic). For participants in the intensive BP group, a
combination of a diuretic and either an ACE inhibitor, a beta-blocker, a calcium channel
blocker or an angiotensin II receptor blocker (ARB) is strongly encouraged for initial
therapy at randomization. (Refer to Drug Availability List — MOP Chapter 5)

D.1.3.a) Adjusting Glycemic Therapy

As noted in the following table (D.1.3), a range of approaches will be used to
target the HbAlc¢ level shown in Table D.1.2.

TableD.1.3 Achieving Glycemic Goals

Standard Group

Visits (1 and 4 months)

Month 1 and 4 mo

Visits (> 4 months)

Q 4 mo

Phone contact

Participant initiated (prn)

Supplemental contact

Severe hypoglycemia/hyperglycemia
HbAlc in action required range
Frequent (>50%/4 days) premeal SMBG
levels <90 mg/dl (5.0 mmol/l)

Point of Care HbAlc

Optional

Routine use of
postprandial SMBG
values to guide therapy

No

SMBG freq.” (not on
insulin)

<7/wk (daily at different times or >1/day on
certain days)

SMBG freq.” (on
insulin)

<3/day
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Self titration principles | Avoid severe hypoglycemia and premeal
SMBG levels < 90 mg/dl (5.0 mmol/1)

Initial Minimum Rx Diet/lifestyle
Insulin Use (when Generally < 2 injections/day
needed)

“less frequent if goals are achieved; " including avoiding SMBG levels < 70 mg/dl (3.9 mmol/l) on > 1/4 of
the readings.

D.1.3.b) Glycemia Safety Issues/ Adjusting Therapy for Hypoglycemia

Hypoglycemic events may occur in individuals in either the intensive or standard
group. Severe hypoglycemia is unusual in people with type 2 diabetes (even when
normoglycemia is targeted). Mild episodes of hypoglycemia are, however, likely to
occur.

All participants will be instructed to check their glucose levels regularly as
described in the protocol. They will also be taught how to recognize and self-treat
hypoglycemia and will be instructed to keep glucose available at all times (as tablets).
Moreover, any participant who has had an episode of severe hypoglycemia will be
provided with glucagon and they and any cohabiting partner will be taught how to
administer it.

Severe hypoglycemia is defined as any episode of loss of consciousness/seizure
or documented hypoglycemia (glucose < 50 mg/dl or 2.8 mmol/l) that also requires
hospitalization or treatment by emergency personnel. If this occurs:

e Complete Severe Hypoglycemia Action Form. (See MOP Chapter 8, Section

8.4.4 for more details).

e For participants in either group who have an episode of severe hypoglycemia,
adjust glycemic targets to achieve a fasting and 2 hour glucose (postprandial) of

100 — 140 mg/dl (5.5 — 7.8 mmol/l) and < 180 mg/dl (10 mmol/l) respectively,

and a HbAlc of 7.0% - 7.9% for at least 4 weeks.

e Ensure that a complete medical assessment by the physician is completed to
identify other potential causes (e.g. pituitary or adrenal insufficiency)

e Ensure that the physician reassesses the glycemic goals at subsequent visits.

e Ensure that the participant has received glucagon and that the participant and
cohabitant know how to administer it.

e Have telephone contact with participant before the next visit to assess blood
glucose records and freedom from hypoglycemia.

Minor hypoglycemia is defined as self-reported transient symptoms such as
lightheadedness, tremor, shaking, sweating, tingling, blurry vision, trouble concentrating
etc., that are self-treated by ingestion of carbohydrates and resolve on their own (See
MOP Chapter 6, Section 6.1.6). All participants will be asked to note such episodes in
their glucose logbooks and to confirm them with a blood glucose reading whenever
possible. The estimated frequency (of confirmed and suspected minor hypoglycemia) will
be recorded at every visit.
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D.1.3.c) Self Treatment of Hypoglycemia

1. If the glucose value is < 50-70 mg/dl (3.9 mmol/l), it should be treated by ingestion of
15 grams of CHO (e.g. 3-4 glucose tablets, 5 Lifesavers, 4-6 oz. of a regular —
(nondiet) — soft drink, or 8 oz. low fat milk);

2. [If the glucose value is < 50 mg/dl (2.8 mmol/l), it should be treated by ingestion of
20-30 grams of CHO (e.g. 6-8 glucose tablets);

3. Blood glucose should be self-tested 15-20 minutes after therapy and therapy repeated
if the level is still low (as above)

4. If no meal will be eaten within 1-2 hours, a mixed nutrient snack, including CHO,
protein, and fat should be ingested right after the initial therapy to prevent another
episode

4. TIfthe glucose value is low or there is significant cognitive or motor impairment,
individuals should treat and re-test glucose value. The glucose value should be > 70
mg/dl (3.9 mmol/l) before driving a car or operating heavy machinery.

D.1.3.d) Education and Minimization of Hypoglycemia in Participants

Hypoglycemia is an inherent risk in the treatment of diabetes. It is important to inform
participants of the signs and symptoms of hypoglycemia, techniques to minimize the risk
and appropriate methods of treatment. Several tools are available for use in educating
participants:

Hypoglycemia Cartoon

Participant Wallet Card

Primer on Hypoglycemia

Participant Newsletters

0 —

All participants must be provided with the written material listed above at the beginning
of the study. Study staff should review verbally the signs and symptoms with the
participant and family members. Participants and their families should be encouraged to
review the hypoglycemic video either in the clinic or at home. Both participants and
family members should be educated on the appropriate treatment for symptoms, and
provided with glucose tablets. Those participants suffering one severe hypoglycemic
event should be provided with a glucagon kit and both the participant and the family
member taught how to use it. This material must be reviewed annually with all
participants and after every reported hypoglycemic event.

D.1.3.e) Safety Issues for Thiazolidinedione (TZD) Drugs
For participants on TZD (e.g. Avandia or Rosiglitazone), check for the presence

of edema at every visit and obtain a Central Lab ALT every 2 months for the first year of
treatment and annually thereafter.
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As TZDs are contraindicated in people with stage 3 or 4 heart failure, if a
participant who is taking a TZD does develop heart failure, the TZD should be stopped
and the heart failure treated and investigated. Depending on the results of these
investigations the investigator may reconsider cautiously reinstituting TZD therapy if the
heart failure resolves, and was judged to have not been directly cause by the TZD alone.

A handout to give to the participants at the discretion of the site concerning TZD
use is available and can be found on page 22 at the end of this chapter.

D.1.3.f) Adjusting Antihypertensive Therapy

Participant's BP should be monitored at every visit. For the intensive BP group,
initiation of study therapy is dependent upon the participant’s medication status at
baseline. If on 0 - 1 antihypertensive medication at baseline, the participant should begin
a study drug combination (an ACE-I, a beta-blocker, a calcium channel blocker, or an
angiotensin II receptor blocker (ARB) combined with the diuretic) and be monitored as
indicated by the protocol. If the participant is on 2 or 3 medications at baseline, they may
continue their present therapy if at goal (< 120 mm Hg). It is strongly encouraged that a
diuretic be included as part of the study antihypertensive regimen. If the participant is not
at goal (> 120 mm Hg) therapy should be adjusted (e.g. dosage titration, addition of
another agent, or change to an alternate combination) to move toward the study goal. The
SBP goal for the intensive group is < 120 mm Hg. Action must occur at each visit and is
required at ecach Milepost visit (4 month intervals through the 24-month visit and
annually thereafter based on date of randomization), throughout the duration of the study
for those participants who remain above goal (SBP > 120 mm Hg). If the SBP remains >
120 mm Hg upward dose titration or an additional drug (not already in use) must be
added and the participant should be seen at monthly intervals until at goal. If ata
Milepost visit the SBP is not < 120 mm Hg, an antihypertensive medication from a
different class not already in use MUST be added. If the SBP has reached the desired
goal and remains < 120 mm Hg, therapy and monitoring will continue as per protocol.

D.2  Standard Glycemic and Intensive Blood Pressure Control Visit Procedures
D.2.1 Baseline — Randomization Visit

The participants will be instructed to attend the clinic following an overnight fast (since
~10 pm the previous evening). They should not take their glycemia or lipid medications
on the morning of this clinic visit but be instructed to bring their medications, glucose
meter SMBG records, and significant other or support person with them. They should,
however, take their blood pressure medication (with water) prior to coming to clinic (if
applicable). During the visit, the following procedures will be conducted:

1. All data collected during the screening process will be reviewed.
2. Verify eligibility status for the Glycemia, Blood Pressure and Lipid Trials (including
occurrence of events that may prohibit patient from participating).
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a) Review current medications including OTC, herbal remedies and vitamins.

b) Review, evaluate and calculate the percentage of participant’s compliance with at
least 2 weeks of SMBG monitoring as part of the run-in procedures.

c) Assure that the qualifying HbAlc value was obtained within the last 3 months
prior to the randomization date.

3. If ineligible, the participant will be thanked for their time and dismissed from the

clinic.

4. If eligible, proceed with randomization process:

a) Verify that a full-scale consent form has been obtained and signed.

b) Obtain and perform baseline history and physical exam, including demographics,
medical history concomitant medications, weight, height, and waist
circumference, visual acuity, and foot exam. Using the appropriate technique for
the Omron device obtain blood pressure and pulse (See MOP Chapter 9, Section
9.2.3).

c¢) Participants will be given the Health Utilities Index Form and instructed on how
to complete it. Verify that the participant completes all items before end of visit.

d) Verify that all information on the Inclusion/Exclusion Summary Form, the
Blood Pressure Screening Form, and the Lipid Trial Screening Form is
complete and correct both on the forms and in the computer.

¢) Click "Randomize pt" on data entry screen.

f) Input the percent of participant's report of compliance for SMBG.

g) Verify that the Baseline History and Physical Exam Form has been completed.

5. The participant will be assigned a treatment regimen. The randomization screen will
display this information and list target dates for the follow-up visits. It is
recommended that the participant’s treatment assignment and visit schedule be printed
out and filed in their research record.

6. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, ALT, Creatinine,
Lipid Profile, CPK and for storage of additional aliquots (where approved).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Laboratory.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.

Retain a copy for the participant’s research record.

9. Collect all glycemic related information:

a) Review screening blood glucose diary, download SMBG meter values to laptop
and assess blood glucose values for implementation of the glycemia intervention.

b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia in
source documents. Review symptoms and therapy for hypoglycemia (See Section
D.1.3.b, D.1.3.c and MOP Chapter 8, Section 8.4.4).

¢) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document. Record current glycemia medications
on the Baseline History and Physical Exam Form only by class of medication

d) Record name and dose of all current (at visit entry) oral glycemia medications on
the Glyecemia Medications Log. If on insulin, record name and dose on the
Standard Glycemia Management Form.
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¢) Conduct nutrition assessment and plan.

f) Instruct participants on their diet, foot care and exercise program and the
relationship of medications with nutrition and exercise.

g) Reinforce proper SMBG technique and instruct participant to test per instructions
on MOP Table D.1.3 (< 7/wk (daily at different times or > 1/day on certain days)
if diet/oral therapy and < 3/day if on insulin).

h) Provide SMBG logbooks and instructions for their completion.

1) Dispense glucose meter if necessary (Canadian sites only).

J) Provide sufficient strips through to the next visit to the participant (Canadian
sites only).

k) Fill out the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US sites only).

1) At baseline continue glycemia therapy that participants were regularly or
routinely taking prior to the ACCORD Study. Convert all glucose lowering
medications to equivalent study provided medications.

1. If any of the conditions in Box A apply, then reduce dose of a glucose lowering
drug:

BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications

2. Upon receipt of Central Lab HbAlc values, refer to MOP section D.2.2 in this
chapter.

m) Record name and dose of all glycemia medications participant was prescribed at
visit exit on the Glycemia Medications Log. If on insulin, record name and dose
on the Standard Glycemia Management Form.

10. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current BP medications on the Baseline History and Physical Exam
Form only by class of medication.

c) Using appropriate technique with the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) Ifon 0 - 1 antihypertensive medication at baseline, the participant should begin a
study drug combination (an ACE-I, a beta-blocker, a calcium channel blocker, or
an angiotensin II receptor blocker (ARB) combined with the diuretic) and be
monitored as indicated by the protocol. If the participant is on 2 or 3 medications
at baseline, they may continue their present therapy if at goal (< 120 mm Hg) and
the regimen includes a diuretic. If the regimen does not include a diuretic it is
recommended that the current regimen be adjusted and include a diuretic. If the
participant is not at goal (> 120 mm Hg) therapy should be adjusted (e.g. dosage
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titration, addition of another agent, or change to an alternate combination) to
move toward the study goal.

¢) Initiate or convert all blood pressure-lowering medications to study drugs (if
necessary); record name of drug and dose on the Blood Pressure Medications
Log.

f) Instruct participants on actions to limit symptomatic orthostasis.

11. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

12. Participants assigned in substudies (Health Related Quality of Life (HRQL), Physical
Activity, Diet) will complete the appropriate questionnaires. Verify that the
participant completes all items before end of visit. Complete Cost Substudy Form
for participants in the Cost Substudy.

13. Schedule a clinic appointment in 1 month.

14.Remind participants to bring all their medications, glucose meters and SMBG records
to each visit.

15. Remind participants to take blood pressure medications the morning of next visit.

16. Collect all related Lifestyle and Background information:

a) Assess smoking status. Follow guidelines (if necessary) in MOP Chapter 4, Section
4.3.1 for smoking cessation activities.

b) Assess aspirin use. Recommend aspirin therapy (if appropriate) in accordance with
guidelines in MOP Chapter 4, Section 4.3.2.

17. Contact primary care provider as necessary.

18. Obtain a release of information form in case of need for subsequent events.

19. Complete the following forms and enter data as required:

a) Inclusion/Exclusion Summary Form

b) Blood Pressure Trial Screening Form

¢) Lipid Trial Screening Form

d) Participant Contact Information Form (if not previously completed)
¢) Visual Acuity Worksheet

f) Ophthalmology Exam Form (as necessary)

g) Baseline History and Physical Exam Form

h) Intensive Glycemia Management Form

1) Glycemia Medications Log

J)  Severe Hypoglycemia Action Form (as necessary)
k) Intensive Blood Pressure Management Form

1) Blood Pressure Medications Log

m) Encounter and Disposition Form

n) Health Utilities Index Form

o) The Unified Form (US sites only)

p) Assigned Substudy Questionnaires (as necessary)
q) Cost Substudy Form (as necessary)

r) Drug Dispensing Form (as necessary)

s) Event Forms (as necessary)

D.2.2 Upon Receipt of All Central HbAlc Values Drawn
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10.

If Central Lab HbAlc is 7% - 7.9% at this visit or is 6.6 %—6.9% at this visit and
Central HbAlc was > 7% at previous visit, no action is required.

Contact the participant if no change was made at the previous visit and the HbAlc¢
result measured at that visit returns > 7.9% or < 6.5%.

If the Central Lab HbAlc was > 9%, optimize MNT and increase 1 agent by 1 dose
increment or optimize MNT and add an agent if indicated.

If Central Lab HbA 1c < 6.5% at this visit or < 7% on two consecutive visits and if on
insulin or a secretagogue or any symptomatic hypoglycemia or any SMBG level <90
mg/dl (5 mmol/l), then reduce dose of (or discontinue) a glucose lowering drug.
Otherwise, if Central HbAlc < 6.5% or < 7% on two consecutive visits, and does not
meet the aforementioned medication or hypoglycemia criteria, no action required.

If the baseline (i.e., initial) Central Lab HbAlc is 8% - 9%, optimize MNT and wait
for month 4 Central Lab HbAlc before increasing therapy.

If any subsequent Central Lab HbAlc is 8% - 9%, optimize MNT or increase one
agent by one dose increment or add an agent if indicated.

Update record of name and dose of all glucose-lowering medications on Glycemia
Medications Log if action required for HbAlc. If on insulin, record name and dose
on the Standard Glycemia Management Form.

Advise the participant to contact the site if he or she is experiencing >1 episode of
symptomatic hypoglycemia/week.

Reconfirm next clinic appointment. Remind participant to fast prior to any clinic visit
requiring a fasting lipid profile.

Complete the following form and enter data as required:

a) Standard Glycemia Management Form

b) Glycemia Medications Log

c) Severe Hypoglycemia Action Form (as necessary)

c) Drug Dispensing Form (as necessary)

D.2.2.a The participant may be contacted by phone in two weeks (0.5 months) to
check progress and adherence to protocol. This contact is not required.

D.2.3 One, 2, 3, and 6 Month Visits

This visit should occur within +/- 2-week window. The participants will attend

the clinic and the following procedures will be conducted:

1.
2.

Obtain the weight, and record measurement in source documentation.

Collect all glycemia related information:

a) Review the previous 2 weeks SMBG values in diary, download meter values to
laptop and assess for medication/lifestyle adjustment in the glycemia intervention.

b) Record occurrence of any severe hypoglycemia as well as the occurrence and
frequency of hypoglycemia. Review symptoms and therapy for hypoglycemia
(See Section D.1.3.b, D.1.3.c and MOP Chapter 8, Section 8.4.4). If any severe
hypoglycemia (fill out Severe Hypoglycemia Action Form) or symptomatic
hypoglycemia episodes > 1/wk occurred, reduce dose of a glucose lowering drug.
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¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form (at the 1 month visit only).

d) If any conditions in Box A apply, then reduce dose of (or discontinue) glucose
lowering drug:

BOX A

Any severe hypoglycemia

Symptomatic hypoglycemia episodes > 1/week
> 50% SMBG levels < 90 mg/dl (5 mmol/l)
Any adverse effects of glycemia medications
HbAlc <6.5%

VVVVYY

¢) If any necessary adjustments to glycemia medications were not made since
receipt of baseline Central Lab HbAlc¢ results, do so now according to
HbATlc Value in section D.2.2.

f) Advise the participant to contact the site if he or she is experiencing > 1 episode
of hypoglycemia/week.

g) Recommend appropriate SMBG frequency according to Table D.1.3 (< 7
times/wk if on diet/oral therapy and < 3 times/day if on insulin).

h) Assess comprehension/understanding of dietary counseling.

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

1) Adjust the glucose lowering study drugs (if necessary) and record name and dose
of all current glycemia medications on the Glycemia Medications Log. If on
insulin, record name and dose on Standard Glycemia Management Form.

J) Provide SMBG logbooks and instructions in their completion.

4. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self-report of adherence in source
documents.

¢) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) Ifthe SBP is at the desired goal of < 120 mm Hg, maintain current therapy

e) If the SBP > 120 mm Hg, an upward dose titration or an additional drug (not
already in use) should be added. Participants should be seen at monthly intervals
until at goal.

f) Record name, dose, and adherence of all blood pressure medications on the Blood
Pressure Medications Log.

5. Remove label from study medication and place on Drug Dispensing Form then
dispense study medication. Scan label bar code into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

6. Schedule the next clinic appointment.

7. Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.
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8. Complete the following forms and enter data as required:
a) Standard Glycemia Management Form
b) Glycemia Medications Log
c) Severe Hypoglycemia Action Form (as necessary)
d) Intensive Blood Pressure Management Form
¢) Blood Pressure Medications Log
f) Encounter and Disposition Form
g) Drug Dispensing Form (as necessary)
h) Study Status Form (as necessary)

D.2.4 Four and 8 Month Visit

The 4-month visit should occur within a +/- 1-week visit window. The 8-month visit
should occur within a +/- 2-week window. The participants will be instructed to attend
the clinic following an overnight fast (since ~ 10 p.m. the previous evening). They
should not take their glycemia medications on the morning of this clinic visit but should
be instructed to bring their medications, glucose meter, SMBG records and significant
other or support person with them. During the visit, the following procedures will be
conducted:

1. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

2. Perform the physical exam, including weight. Using the appropriate technique for the
Omron device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

3. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, Creatinine and
ALT.

4. Collect all glycemia related information.

a) Review the previous 2 months SMBG values in the diary and download meter
values to laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

b) Record occurrence of any severe hypoglycemia as well as the occurrence and
frequency of hypoglycemia (See Section D.1.3.b, D.1.3.c and MOP Chapter §,
Section 8.4.4). If any severe hypoglycemia (fill out Severe Hypoglycemia Action
Form) or symptomatic hypoglycemia episodes > 1/wk occurred, reduce dose of a
glucose lowering drug. Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose, and participant self-report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on the Standard Glycemia Management Form.
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d) Ifany conditions in Box A apply, then reduce dose of (or discontinue) glucose
lowering drug:

BOX A

Any severe hypoglycemia

Symptomatic hypoglycemia episodes > 1/week
> 50% SMBG levels < 90 mg/dl (5 mmol/l)
Any adverse effects of glycemia medications
HbAlc <6.5%

VVVYVYY

¢) If any necessary adjustments to glycemia medications were not made since
receipt of Central Lab HbAle¢ results, do so now according to HbAlc Value
in section D.2.2.

f) Advise the participant to contact the clinical site if he or she is experiencing > 1
episode of symptomatic hypoglycemia /week.

g) Recommend appropriate SMBG frequency according to Table D.1.3 (< 7times/wk
if on diet/oral therapy and < 3 times/day if on insulin).

h) Instruct participants on when and how to self-titrate (if applicable).

i) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on Standard Glycemia
Management Form.

J) Provide SMBG logbooks and instructions for their completion.

4. This is a Milepost Visit. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence in source
document.

¢) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) If the SBP is at the desired goal of < 120 mm Hg, maintain current or equivalent
therapy.

¢) Ifthe SBP > 120 mm Hg, you must add an additional drug class (not already in
use) as this is considered a milepost visit for evaluation of BP goals. If in the
investigator's clinical judgement, an adjustment in the medication regimen is not
possible, you must complete a Milepost Blood Pressure Drug Exception Form
explaining the reason. Participants should be seen at monthly intervals until at
goal.

f) Instruct participants on actions to limit symptomatic orthostasis.

i) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

5. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medications as necessary. Scan label bar codes into computer as soon
as possible after the visit so that adequate inventory can be maintained at the clinical
site.

6. Schedule a clinic appointment in 4 months. Remind participant to come fasting.

April 11, 2005 version 12
Chapter 7 Cell D - Standard Glycemia/ Intensive BP



7. Remind participants to bring all their medications, glucose meter and SMBG records
at next visit.
Complete the following forms and enter data as required:

8.

a)
b)
c)
d)
€)
f)
)
h)
i)
J)
k)
D

Interval History and Follow-up

Standard Glycemia Management Form

Glycemia Medications Log

Severe Hypoglycemia Action Form (as necessary)
Intensive Blood Pressure Management Form
Blood Pressure Medications Log

Encounter and Disposition Form

Event Forms (as necessary)

Milepost Blood Pressure Drug Exception Form (as necessary)
Drug Dispensing Form (as necessary)

Cost Substudy Form (as necessary)

Study Status Form (as necessary)

D.2.5 Visits at Follow-up Months 10, 14, 18, 22, 26, 30, 34, 38, 42, 46, 50, 54, 58, 62,
66, 70, 74,78, 82, 86, 90, and 94

These visits should occur within a +/- 2-week window. The participants will

report to the clinic and the following procedures will be conducted:

1.

Obtain weight, and record in source documentation.
2. Using the appropriate technique for the Omron device, obtain blood pressure and
pulse (See MOP Chapter 9, section 9.2.3).

3. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self-report of adherence in source
documents.

c) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) Ifthe SBP is at the desired goal of < 120 mm Hg, maintain current therapy

e) If the SBP > 120 mm Hg, an upward dose titration or an additional drug (not
already in use) should be added. Participants should be seen at monthly intervals
until at goal.

f) Record name, dose, and adherence of all blood pressure medications on the Blood
Pressure Medications Log.
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4. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

5. Schedule the next clinic appointment. Remind participant to fast prior to any clinic

visit requiring a fasting lipid profile.

Remind participant to take blood pressure medications the morning of next visit.

7. Complete the following forms and enter data as required:

a) Intensive Blood Pressure Management Form
b) Blood Pressure Medication Log

c) Encounter and Disposition Form

d) Drug Dispensing Form (as necessary)

¢) Study Status Form (as necessary)

&

D.2.6 Annual Visits (12, 24, 36, 48, 60, 72, 84, and 96 Months)

This visit should occur within a +/- 2-week visit window. The participants will be
instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid (if applicable) medications on the
morning of this clinic visit but should be instructed to bring their medications, glucose
meter, SMBG records and significant other or support person with them. They should,
however, take their blood pressure medication (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1. Review and update Contact Information.

2. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

3. Perform the Annual Physical Exam, including weight, height, waist circumference,
visual acuity, foot exam. Using the appropriate technique for the Omron device,
obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3.).

4. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium (12 month, prn, and
exit visits), Creatinine, Lipid Profile, ALT, and CPK. (Blood samples for storage of
additional aliquots, where approved, should occur at the 24-month, 48-month
72-month and 96-month visits).

5. Review the Concomitant Medications Inventory list located in the Annual Follow-up
and Physical Exam Form with participant to document all non-study medications
currently taking.
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6. Participants will be given the Health Utilities Index Form and instructed on how to
complete it. Verify that the participant completes all items before end of visit (12-
month and 36-month visits).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Lab every 2 years for the 24-month, 48-month, 72-month and
96-month visits.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading
Center every 2 years for the 24-month, 48-month, 72-month and 96-month visits.
Retain a copy for participant’s research records.

9. Collect all glycemia related information:

a) Review the previous 4 months SMBG values in diary, download meter values to
laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia
(See Section D.1.3.b, D.1.3.c and MOP Chapter 8, Section 8.4.4). If any severe
hypoglycemia (fill out Severe Hypoglycemia Action Form) or symptomatic
hypoglycemia episodes > 1/wk occurred, reduce dose of a glucose lowering drug.
Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.

d) If any conditions in Box A apply, then reduce dose of (or discontinue) glucose
lowering drug:

BOX A

Any severe hypoglycemia

Symptomatic hypoglycemia episodes > 1/week
> 50% SMBG levels < 90 mg/dl (5 mmol/l)
Any adverse effects of glycemia medications
HbAlc <6.5%

VVVVYY

¢) If any necessary adjustments to glycemia medications were not made since
receipt of Central Lab HbAlc results, do so now according to HbAlc Value
in section D.2.2.

f) Advise participant to contact the clinical site if he or she is experiencing > 1
episode of symptomatic hypoglycemia /week.

g) Recommend appropriate SMBG frequency according to Table D.1.3 (< 7
times/wk if on diet/oral therapy and < 3 times/day if on insulin).

h) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medication Log. If on insulin, record name and dose on Standard Glycemia
Management Form.

1) Provide SMBG logbooks and instructions for their completion.

1) Update the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US sites only).

10. This is a Milepost Visit. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their

BP medication that morning prior to coming to the visit. If the participant has not
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taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

c) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3) obtain and evaluate blood pressure values.

d) If the SBP is at the desired goal of < 120 mm Hg, maintain current or equivalent
therapy.

¢) Ifthe SBP > 120 mmHg, you must add an additional drug class (not already in
use) as this is considered a milepost visit for evaluation of BP goals. If in the
investigator's clinical judgement, an adjustment in the medication regimen is not
possible, you must complete a Milepost Blood Pressure Drug Exception Form
explaining the reason. Participants should be seen at monthly intervals until at
goal.

f) Instruct participants on actions to limit symptomatic orthostasis.

g) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

11. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after visit so that adequate inventory can be maintained at the clinical site

12. Participants assigned in the substudies (Health Related Quality of Life (HRQL),
Physical Activity, Diet) will complete the appropriate questionnaires (at 12-month,
36-month and exit visits only). Verify that the participant completes all items before
end of visit. Complete Cost Substudy Form for participants in the Cost Substudy.

13. Schedule follow-up clinic appointment in 2 months.

14. Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.

15. Complete the following forms and enter data as required:

a) Participant Contact Information Form (update as necessary)

b) Annual History and Follow-up Form

¢) Standard Glycemia Management Form

d) Glycemia Medications Log

¢) Severe Hypoglycemia Action Form (as necessary)

{) Intensive Blood Pressure Management Form

g) Blood Pressure Medications Log

h) Encounter and Disposition Form

1) Health Utilities Index Form (12-month, 36-month visits only)

J)  The Unified Form

k) Visual Acuity Worksheet

1) Ophthalmology Exam Form (as necessary)

m) Assigned Substudy Questionnaires (as necessary at 12-month, 36-month
visits only).

n) Milepost Blood Pressure Drug Exception Form (as necessary)

0) Drug Dispensing Form (as necessary)

p) Cost Substudy Form (as necessary)

q) Study Status Form (as necessary)
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D.2.7 Visits at Follow-up Months 16, 20, 28, 32, 40, 44, 52, 64, 68, 76, 80, 88, 92

This visit should occur within a +/- 4-week window. The participants will attend
the clinic and the following procedures will be conducted:

1. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event,
obtain preliminary information and complete and data enter outcome form-
Preliminary Event Notification Form. Obtain a release of information if not
already done, and request the additional required information for the event needed to
complete the Death Report Form, Myocardial Infarction Report Form, Stroke
Report Form, Unstable Angina Report Form or Miscellaneous Cardiovascular
Outcome Report Form. Upon Completion these forms and supporting
documentation are mailed to the Coordinating Center.

2. Perform the exam, including weight. Using appropriate technique for the Omron
device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

3. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbA Ic.

4. Collect all glycemia related information.

a) Review the previous 4 months SMBG values in diary, download meter values to
laptop and assess for medication/lifestyle adjustment in the glycemia intervention.

b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia
(See Section D.1.3.b, D.1.3.c and MOP Chapter 8, Section 8.4.4).. If any severe
hypoglycemia (fill out Severe Hypoglycemia Action Form) or symptomatic
hypoglycemia episodes > 1/wk occurred, reduce dose of a glucose lowering drug.
Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.

d) If any conditions in Box A apply, then reduce dose of (or discontinue) glucose
lowering drug:

BOX A

Any severe hypoglycemia

Symptomatic hypoglycemia episodes > 1/week
> 50% SMBG levels < 90 mg/dl (5 mmol/l)
Any adverse effects of glycemia medications
HbAlc <6.5%

VVVVYY

¢) If any necessary adjustments to glycemia medications were not made since
receipt of Central Lab HbAlc results, do so now according to HbAlc Value
in section D.2.2.

f) Advise participant to contact the clinical site if he or she is experiencing > 1
episode of symptomatic hypoglycemia /week.

g) Recommend appropriate SMBG frequency according to Table D.1.3 (< 7
times/wk if on diet/oral therapy and < 3 times/day if on insulin).
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10.

h) Adjust the glucose-lowering study drug as needed and record name and dose of
all glycemia medications on the Glycemia Medication Log. If on insulin, record
name and dose on Standard Glycemia Management Form.

i) Provide SMBG logbooks and instructions for their completion.

This is a Milepost Visit for the 16-month and the 20-month visit. Collect all blood

pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

¢) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) If the SBP is at the desired goal of < 120 mm Hg, maintain current or equivalent
therapy.

¢) Ifthe SBP > 120 mm Hg, you must add an additional drug class (not already in
use) as this is considered a milepost visit for evaluation of BP goals for the 16-
month and the 20-month visit. If in the investigator's clinical judgement, an
adjustment in the medication regimen is not possible, you must complete a
Milepost Blood Pressure Exception Form explaining the reason.

f) If the SBP > 120 mm Hg for all the other visits, an upward dose titration or an
additional drug (not already in use) should be added. Participants should be seen
at monthly intervals until at goal.

g) Instruct participants on actions to limit symptomatic orthostasis.

h) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

Remove labels from study medication and place on Drug Dispensing Form then

dispense study medication. Scan label bar codes into computer as soon as possible

after visit so that adequate inventory can be maintained at the clinical site.

Complete Cost Substudy Form for participants in the Cost Substudy.

Schedule a clinic appointment in 4 months. Remind participant to fast prior to any

clinic visit requiring a fasting lipid profile.

Remind participants to bring all their medications, glucose meter and SMBG records

at each visit.

Complete the following forms and enter data as required.

a) Interval History and Follow-up Form

b) Standard Glycemia Management Form

¢) Glycemia Medications Log

d) Severe Hypoglycemia Action Form (as necessary)

¢) Intensive Blood Pressure Management Form

f) Blood Pressure Medications Log

g) Encounter Disposition Form

h) Preliminary Event Notification Form (as necessary)

i) Event Forms (as necessary)
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J) Milepost Blood Pressure Drug Exception Form (as necessary for the 16-
month and 20 month visit)

k) Drug Dispensing Form (as necessary)

1) Cost Substudy Form (as necessary)

) Study Status Form (as necessary)

D.2.8 Exit Visit

This visit should occur within a +/- 4-week window. The participants will attend the
clinic and the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

Perform the exam, including weight. Using the appropriate technique for the Omron

device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

Blood samples will be obtained, processed and shipped to the ACCORD Central Lab

for measurement of HbA 1c, Fasting Plasma Glucose, Potassium, ALT, Creatinine,

Lipid Profile, CPK and for storage of additional aliquots (where approved).

A spot urine sample for urinalysis will be obtained, processed and shipped to the

ACCORD Central Chemistry Lab.

An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.

Retain a copy for records.

Collect all glycemia related information.

a) Review the previous 4 months SMBG values in diary, download meter values to
laptop and assess for medication/lifestyle adjustment in the glycemia intervention.

b) Record occurrence of any severe hypoglycemia as well as the occurrence and
frequency of hypoglycemia (See Section D.1.3.b, D.1.3.c and MOP Chapter 8§,
Section 8.4.4). If any severe hypoglycemia (fill out Severe Hypoglycemia Action
Form) or symptomatic hypoglycemia episodes > 1/wk occurred, reduce dose of a
glucose lowering drug. Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.

Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.
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b) Record current medications, dose and self- report of adherence.

c) Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

d) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

8. Participants will be prescribed appropriate non-study antihyperglycemia therapy and
antihypertensive therapy based on their current status and post-trial follow-up care
will be arranged.

9. Complete the following forms and enter data as required.

a) Annual History and Follow-up Form

b) Glycemia Medications Log

c) Standard Glycemia Management Form

d) Severe Hypoglycemia Action Form (as necessary)
¢) Intensive Blood Pressure Management Form

f) Blood Pressure Medications Log

¢) Encounter Disposition Form

f) Preliminary Event Notification Form (as necessary)
g) Event Forms (as necessary)

h) Drug Dispensing Form (as necessary)

i) Cost Substudy Form (as necessary)

) Study Status Form (as necessary)
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Figure D.4:
Treatment Group Algorithm for Stan(?ard Glycemia Therapy Group (Goal: HbA1c 7% to
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Figure 3.3:

Use of Insulin for Participants On Maximal Oral Therapy
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*Doing well: no severe hypoglycemic or adverse event or no reason to reduce therapy (as described in Figure 3.2)
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Thiazolidinedione Drugs (e.g. Avandia or Rosiglitazone)

ACTIONS of THIAZOLIDINEDIONES

The drug Avandia (rosiglitazone) belongs to a group of medications called thiazolidinediones (or
glitazones or TZD’s), and may be supplied as part of the ACCORD trial. Actos (pioglitazone) is
another drug that belongs in this group. These drugs lower the blood glucose by reducing the
body’s resistance to the action of insulin (i.e. making your own insulin work more effectively).
They can be used alone or can be combined with other diabetes pills or insulin.

COMMON SIDE EFFECTS

1. Hypoglycemia (low blood sugar)
These drugs can lead to hypoglycemia. When taken alone, the risk of hypoglycemia is low. When
taken with insulin or other pills, the risk of hypoglycemia is higher.

If you do experience symptoms of a low blood sugar (such as lightheadedness, sweating,
nervousness, hunger, a sensation of a racing heart, headache, or sudden fatigueat unusual times),
check your blood sugar. Ifthe level is less than 70 mg/dl (3.9 mmol/l) you may be suffering from
hypoglycemia. If so, drink 4 ounces of juice or regular soda or eight ounces of milk or have three
glucose tablets or five Life Savers (i.e. 15 grams of carbohydrate). Recheck your blood sugar in
15 minutes to make sure it has risen to at least 90 mg/dl (5.0 mmol/L). If low blood sugar
reactions are frequent, severe or unexpected, call your doctor.

2. Weight Gain

These drugs may lead to weight gain. Weight gain is due to the lowering of blood sugar by
insulin and drugs that act like insulin. This reduces the amount of sugar lost in the urine and helps
the body store extra energy in fat cells. Sometimes, weight gain may be due to some fluid
retention. Regardless of the cause, the amount of weight gained or lost depends on the level of
physical activity and diet, or can be due to other drugs that are being taken. For example, some
people gain more weight if insulin is also being taken. To minimize weight gain or to cause
weight loss, exercise regularly, eat low fat foods, avoid extra snacks and large portions.

3. Fluid Retention

These drugs may lead to fluid retention. Fluid retention is generally mild with some swelling in
the ankle or leg or bloating; it may be more pronounced when these drugs are used together with
insulin, and rarely, the fluid retention can be severe or even life threatening. If you develop
major leg swelling or especially shortness of breath either with activity or at rest, see your doctor
as soon as possible. Reducing the dose, adding diuretics (water pills) or adjusting other
medications (such as blood pressure pills, calcium channel blockers, non-steroidal anti-
inflammatory drugs or arthritis pills) can also be used to manage this problem. You and your
doctor should pay close attention to fluid retention if you take insulin or have heart failure or
other heart problems.

POTENTIAL SIDE EFFECTS

Because of rare cases of severe liver disease with a related medicine that is no longer available
(Rezulin or troglitazone), you must have your blood drawn for liver enzyme tests (ALT) when
treated with these drugs every 2 months for the first year of treatment and intermittently
thereafter. If you develop persistent nausea, vomiting, belly pain, fatigue, loss of appetite, dark
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urine, yellowing of the eyes or skin while treated with this drug, stop the medication and see your
doctor for a blood draw within a few days.

DOSING

Avandia (rosiglitazone) can be taken once a day, but may work a bit better if taken twice daily.
Actos {pioglitazone) can be taken any time of the day. Both drugs can be taken either with or
without food. It may take 12 weeks to see the full effect of a dose.
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7. Visit Schedule of Study Activities by Randomization Cell

E. Standard Glycemia and Standard Blood Pressure
E.1. Overview

One of the key aims of the ACCORD study is to determine if a therapeutic
strategy that targets a HbAlc of < 6.0% reduces the rate of cardiovascular disease (CVD)
events more than a strategy that targets a HbAlc of 7.0% to 7.9% (with the expectation of
achieving a median level of 7.5%) in high risk middle-aged or older people with type 2
diabetes. The approaches used to implement these targets, suggested algorithms for the
use of pharmacologic agents and follow-up schedules are described in MOP Chapters 5
and 6. Details regarding the implementation of the protocol for the Standard Glycemia
and Lipid Trial groups are described below.

The ACCORD blood pressure (BP) trial component is designed to test whether a
therapeutic strategy that targets a systolic blood pressure (SBP) of < 120 mm Hg reduces
the rate of cardiovascular events in a middle-aged or older type 2 diabetic population at
high risk for cardiovascular events compared to a strategy that targets a SBP of < 140 mm
Hg in the context of good glycemic control. Details regarding the implementation of the
protocol for the intensive glycemia and standard blood pressure control groups are
described below.

E.1.1 Algorithms for Standard Glycemic and Intensive Blood Pressure Control;
Choice of Agents

Figures E.4 and E.5 at the end of this chapter are suggested algorithms to guide
changes in glycemic therapy for the standard group. The exact changes to be made
whenever glycemic therapy needs to be intensified on the basis of the HbAlc¢ or the
SMBG results will be determined by the individual site using the figures as guides.

The algorithm for the standard BP group calls for an assessment of the
participants’ antihypertensive medication regimen at baseline to determine the starting
point on the decision tree for future monitoring and medication adjustments needed to
achieve their assigned SBP goal (< 140 mmHg) (Refer to Figure E.7 at the end of this
chapter).

E.1.2 Targets and Action Required Levels
E.1.2.a) Standard Glycemic Control

Table E.1.2 outlines the glycemic target for the standard group, which is identical to
Table 3.1 in the protocol.
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Table E.1.2: Glycemic Targets and Thresholds for Action for ACCORD

“Action Required” Threshold

6.6%-6.9% " (twice
consecutively)

Group HbAlc HbAlc > 50% of SMBG Results/4 days
Targets
>7.9%* or < 6.5%" (anytime)
Standard Therapy T—-T79% or fasting/ac < 90 mg/dl (5.0 mmol/l)"

pc: postcibal; ac: antecibal; SMBG: self monitoring of blood glucose;
*antihyperglycemic therapy will be advanced if either the HbAlc or the SMBG “action
required” criteria are met at any participant encounter * therapy with drugs that increase
the risk of hypoglycemia (e.g. insulin, sulfonylureas, meglitinides) will be reduced to
avoid hypoglycemia if these criteria are met.

E.1.2.b) Standard Blood Pressure Control

Participants randomized to the standard blood pressure control will have a SBP
goal of < 140 mm Hg. The BP intervention will begin at the randomization visit. The
investigator may choose from among the available ACCORD agents or select another as
determined appropriate. It is recommended that the regimen include a drug class
associated with reduced cardiovascular events in diabetes (ACE-inhibitor, beta-blocker,
calcium channel blocker or diuretic). (Refer to Drug Availability List — MOP Chapter 5)

E.1.3.a) Adjusting Glycemic Therapy

As noted in the following table (E.1.3), a range of approaches will be used to
target the HbAlc level shown in Table E.1.2.

TableE.1.3 Achieving Glycemic Goals

Standard Group

Visits (1 and 4 months)

Month 1 and 4 mo

Visits (> 4 months)

Q 4 mo

Phone contact

Participant initiated (prn)

Supplemental contact

Severe hypoglycemia/hyperglycemia
HbAlc in action required range
Frequent (>50%/4 days) premeal SMBG
levels <90 mg/dl (5.0 mmol/l)

Point of Care HbAlc

Optional

Routine use of
postprandial SMBG
values to guide therapy

No

SMBG freq.” (not on
insulin)

<7/wk (daily at different times or >1/day on
certain days)

SMBG freq.” (on
insulin)

<3/day

Self titration principles

Avoid severe hypoglycemia and premeal
SMBG levels < 90 mg/dl (5.0 mmol/1)
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Initial Minimum Rx Diet/lifestyle

Insulin Use (when Generally < 2 injections/day

needed)
“less frequent if goals are achieved; " including avoiding SMBG levels < 70 mg/dl (3.9 mmol/l) on > 1/4 of
the readings

E.1.3.b) Glycemia Safety Issues/ Adjusting Therapy for Hypoglycemia

Hypoglycemic events may occur in individuals in either the intensive or standard
group. Severe hypoglycemia is unusual in people with type 2 diabetes (even when
normoglycemia is targeted). Mild episodes of hypoglycemia are, however, likely to
occur.

All participants will be instructed to check their glucose levels regularly as
described in the protocol. They will also be taught how to recognize and self-treat
hypoglycemia and will be instructed to keep glucose available at all times (as tablets).
Moreover, any participant who has had an episode of severe hypoglycemia will be
provided with glucagon and they and any cohabiting partner will be taught how to
administer it.

Severe hypoglycemia is defined as any episode of loss of consciousness/seizure
or documented hypoglycemia (glucose < 50 mg/dl or 2.8 mmol/l) that also requires
hospitalization or treatment by emergency personnel. If this occurs:

e Complete Severe Hypoglycemia Action Form. (See MOP Chapter 8, Section

8.4.4 for more details).

e For participants in either group who have an episode of severe hypoglycemia,
adjust glycemic targets to achieve a fasting and 2 hour glucose (postprandial) of

100 — 140 mg/dl (5.5 — 7.8 mmol/l) and < 180 mg/dl (10 mmol/l) respectively,

and a HbAlc of 7.0% - 7.9% for at least 4 weeks.

e Ensure that a complete medical assessment by the physician is completed to
identify other potential causes (e.g. pituitary or adrenal insufficiency)

e Ensure that the physician reassesses the glycemic goals at subsequent visits.

e Ensure that participant has received glucagon and that the participant and
cohabitant know how to administer it.

e Have telephone contact with the participant before the next visit to assess blood
glucose records and freedom from hypoglycemia.

Minor hypoglycemia is defined as self-reported transient symptoms such as
lightheadedness, tremor, shaking, sweating, tingling, blurry vision, trouble concentrating
etc., that are self-treated by ingestion of carbohydrates and resolve on their own (See
MOP Chapter 6, Section 6.1.6). All participants will be asked to note such episodes in
their glucose logbooks and to confirm them with a blood glucose reading whenever
possible. The estimated frequency (of confirmed and suspected minor hypoglycemia) will
be recorded at every visit.
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E.1.3.c) Self Treatment of Hypoglycemia

1.

If the glucose value is < 50-70 mg/dl (3.9 mmol/l), it should be treated by ingestion of
15 grams of CHO (e.g. 3-4 glucose tablets, 5 Lifesavers, 4-6 oz. of a regular —
(nondiet) — soft drink, or 8 oz. low fat milk);

If the glucose value is < 50 mg/dl (2.8 mmol/l), it should be treated by ingestion of

20-30 grams of CHO (e.g. 6-8 glucose tablets);

3. Blood glucose should be self-tested 15-20 minutes after therapy and therapy repeated
if the level is still low (as above)

4. If no meal will be eaten within 1-2 hours, a mixed nutrient snack, including CHO,
protein, and fat should be ingested right after the initial therapy to prevent another
episode

5. TIfthe glucose value is low or there is significant cognitive or motor impairment,
individuals should treat and re-test glucose value. The glucose value should be > 70
mg/dl (3.9 mmol/l) before driving a car or operating heavy machinery.

E.1.3.d) Education and Minimization of Hypoglycemia in Participants

Hypoglycemia is an inherent risk in the treatment of diabetes. It is important to
inform participants of the signs and symptoms of hypoglycemia, techniques to minimize
the risk and appropriate methods of treatment. Several tools are available for use in
educating participants:

Hypoglycemia Cartoon
Participant Wallet Card
Primer on Hypoglycemia
Participant Newsletters

L b —

All participants must be provided with the written material listed above at the beginning
of the study. Study staff should review verbally the signs and symptoms with the
participant and family members. Participants and their families should be encouraged to
review the hypoglycemic video either in the clinic or at home. Both participants and
family members should be educated on the appropriate treatment for symptoms, and
provided with glucose tablets. Those participants suffering one severe hypoglycemic
event should be provided with a glucagon kit and both the participant and the family
member taught how to use it. This material must be reviewed annually with all
participants and after every reported hypoglycemic event.

E.1.3.e) Safety Issues for Thiazolidinedione (TZD) Drugs

For participants on TZD (e.g. Avandia or Rosiglitazone), check for the presence
of edema at every visit and obtain a Central Lab ALT every 2 months for the first year of
treatment and annually thereafter.

As TZDs are contraindicated in people with stage 3 or 4 heart failure, if a
participant who is taking a TZD does develop heart failure, the TZD should be stopped
and the heart failure treated and investigated. Depending on the results of these
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investigations the investigator may reconsider cautiously reinstituting TZD therapy if the
heart failure resolves, and was judged to have not been directly cause by the TZD alone.

A handout to give to the participants at the discretion of the site concerning TZD
use is available and can be found on page 24 at the end of this chapter.

E.1.3.f) Adjusting Antihypertensive Therapy

The participants’ BP should be monitored at each protocol-scheduled visit. It is
strongly encouraged that a diuretic be the drug of choice for initial therapy or be a
component of any multi-drug antihypertensive regimen. The standard participants’ blood
pressure will be measured and assessed for progress toward the goal (SBP < 140 mm
Hg). Should the SBP fall under 130 mm Hg at a single visit, or under 135 mm Hg on two
consecutive visits, step-down therapy (a reduction of dose or number of antihypertensive
drugs) is indicated at the discretion of the ACCORD therapist, after consultation with the
participant. However, if the SBP > 160 mm Hg at a single visit or > 140 mm Hg on two
consecutive visits, upward dose titration or an additional drug (not already in use) must
be added. It is reasonable to see the participant at monthly intervals for adjustment of
therapy until the SBP is < 160 mm Hg. If the SBP is 130-139 mm Hg at a single visit or
135 —139 mm Hg for 2 consecutive visits, one should continue therapy and monitor as
prescribed by the protocol.

E.2  Standard Glycemic and Standard BP Procedures
E.2.1 Baseline — Randomization Visit

The participants will be instructed to attend the clinic following an overnight fast (since
~10 pm the previous evening). They should not take their glycemia or lipid (if applicable)
medications on the morning of this clinic visit but be instructed to bring their
medications, glucose meter SMBG records, and significant other or support person with
them. They should, however, take their blood pressure medication (with water) prior to
coming to clinic. During the visit, the following procedures will be conducted:

1. All data collected during the screening process will be reviewed.
2. Verify eligibility status for the Glycemia, Blood Pressure and Lipid Trials (including
occurrence of events that may prohibit patient from participating).
a) Review current medications including OTC, herbal remedies and vitamins.
b) Review, evaluate and calculate the percentage of participant’s compliance with at
least 2 weeks of SMBG monitoring as part of the run-in procedures.
c) Assure that the qualifying HbAlc value was obtained within the last 3 months
prior to the randomization date.
3. If ineligible, the participant will be thanked for their time and dismissed from the
clinic.
4. If eligible, proceed with randomization process:
a) Verify that a full-scale consent form has been obtained and signed.
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b) Obtain and perform baseline history and physical exam, including demographics,
medical history concomitant medications, weight, height, and waist
circumference, visual acuity, and foot exam. Using the appropriate technique for
the Omron device obtain blood pressure and pulse (See MOP Chapter 9, Section
9.2.3).

c¢) Participants will be given the Health Utilities Index Form and instructed on how
to complete it. Verify that the participant completes all items before end of visit.

d) Verify that all information on the Inclusion/Exclusion Summary Form, the
Blood Pressure Screening Form, and the Lipid Trial Screening Form is
complete and correct both on the forms and in the computer.

¢) Click "Randomize pt" on data entry screen.

f) Input the percent of participant's report of compliance for SMBG.

g) Verify that the Baseline History and Physical Exam Form has been completed.

5. The participant will be assigned a treatment regimen. The randomization screen will
display this information and list target dates for the follow-up visits. It is
recommended that the participant’s treatment assignment and visit schedule be printed
out and filed in their research record.

6. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, ALT, Creatinine,
Lipid Profile, CPK and for storage of additional aliquots (where approved).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the

ACCORD Central Chemistry Laboratory.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.

Retain a copy for the participant’s research record.

9. Collect all glycemic related information:

a) Review screening blood glucose diary, download SMBG meter values to laptop
and assess blood glucose values for implementation of the glycemia intervention.

b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia in
source documents. Review symptoms and therapy for hypoglycemia (See Section
E.1.3.b, E.1.3.c and MOP Chapter 8, Section 8.4.4).

¢) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document. Record current glycemia medications
on the Baseline History and Physical Exam Form only by class of medication.

d) Record name and dose of all current (at visit entry) oral glycemia medications on
the Glyecemia Medications Log. If on insulin, record name and dose on the
Standard Glycemia Management Form.

¢) Conduct nutrition assessment and plan.

f) Instruct participants on their diet, foot care and exercise program and the
relationship of medications with nutrition and exercise.

g) Reinforce proper SMBG technique and instruct participant to test per instructions
on MOP Table E.1.3 (< 7/wk (daily at different times or > 1/day on certain days)
if diet/oral therapy and < 3/day if on insulin).

h) Provide SMBG logbooks and instructions for their completion.

1) Dispense glucose meter if necessary.

J) Provide sufficient strips through to the next visit to the participant.
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k) Fill out the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US sites only).

1) At baseline continue glycemia therapy that participants were regularly or
routinely taking prior to the ACCORD Study. Convert all glucose lowering
medications to equivalent study provided medications.

1. If any of the conditions in Box A apply, then reduce dose of a glucose
lowering drug:

BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications

2. Upon receipt of Central Lab HbAlc values, refer to MOP section E.2.2 in this
chapter.

m) Record name and dose of all glycemia medications participant was prescribed at
visit exit on the Glycemia Medications Log. If on insulin, record name and dose
on the Standard Glycemia Management Form.

10. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current BP medications on the Baseline History and Physical Exam
Form only by class of medication.

c) Using appropriate technique with the Omron device, obtain and evaluate blood
pressure values (See Mop Chapter 9, Section 9.2.3).

d) Ifthe SBPis 131- 160 mm Hg, maintain current or equivalent therapy.

¢) I[f SBP > 160 mm Hg at this visit titrate or add therapy not already in use. It is
reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

f) It SBP <130 mm Hg at this visit, consider stepping down BP therapy.

11. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

12. Participants assigned in the substudies (Health Related Quality of Life (HRQL),
Physical Activity, Diet) will complete the appropriate questionnaires. Verify that the
participant completes all items before end of visit. Complete Cost Substudy Form
for participants in the Cost Substudy.

13. Schedule a clinic appointment in 1 month.

14. Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.

15. Collect all related Lifestyle and Background information:

d) Assess smoking status. Follow guidelines (if necessary) in MOP Chapter 4,
section 4.3.1 for smoking cessation activities.
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16.
17.
18.

¢) Assess aspirin use. Recommend aspirin therapy in accordance with guidelines in
chapter 4, section 4.3.2.

Contact primary care provider as necessary.

Obtain a release of information form in case of need for subsequent events.

Complete the following forms and enter data as required:

a) Inclusion/Exclusion Summary Form

b) Blood Pressure Trial Screening Form

¢) Lipid Trial Screening Form

d) Participant Contact Information Form (if not previously completed)

¢) Visual Acuity Worksheet

f) Ophthalmology Exam Form (as necessary)

g) Baseline History and Physical Exam Form

h) Standard Glycemia Management Form

1) Glycemia Medications Log

J)  Severe Hypoglycemia Action Form (as necessary)

k) Standard Blood Pressure Management Form

1) Blood Pressure Medications Log

m) Encounter and Disposition Form

n) Health Utilities Index Form

o) The Unified Form (US Sites only)

p) Assigned Substudy Questionnaires (as necessary)

q) Cost Substudy Form (as necessary)

r) Drug Dispensing Form (as necessary)

s) Event Forms (as necessary)

E.2.2 Upon Receipt of All Central HbAlc Values Drawn

If Central Lab HbAlc is 7% - 7.9% at this visit or is 6.6 %—6.9% at this visit and
Central HbAlc was > 7% at previous visit, no action is required.

Contact the participant if no change was made at the previous visit and the HbAlc¢
result measured at that visit returns > 7.9% or < 6.5%.

If the Central Lab HbAlc was > 9%, optimize MNT and increase 1 agent by 1 dose
increment or optimize MNT and add an agent if indicated.

If Central Lab HbA 1c < 6.5% at this visit or < 7% on two consecutive visits and if on
insulin or a secretagogue or any symptomatic hypoglycemia or any SMBG level <90
mg/dl (5 mmol/l), then reduce dose of (or discontinue) a glucose lowering drug.
Otherwise, if Central HbAlc < 6.5% or < 7% on two consecutive visits, and does not
meet the aforementioned medication or hypoglycemia criteria, no action required.

If the baseline (i.e., initial) Central Lab HbAlc is 8% - 9%, optimize MNT and wait
for month 4 Central Lab HbAlc before increasing therapy.

If any subsequent Central Lab HbAlc is 8% - 9%, optimize MNT or increase one
agent by one dose increment or add an agent if indicated.

Update record of name and dose of all glucose-lowering medications on Glycemia
Medications Log if action required for HbAlc. If on insulin, record name and dose
on the Standard Glycemia Management Form.
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8. Advise the participant to contact the site if he or she is experiencing >1 episode of
symptomatic hypoglycemia/week.

9. Reconfirm next clinic appointment. Remind participant to fast prior to any clinic visit
requiring a fasting lipid profile.

10. Complete the following form and enter data as required:

a)
b)
©)
d)

Standard Glycemia Management Form
Glycemia Medications Log

Severe Hypoglycemia Action Form (as necessary)
Drug Dispensing Form (as necessary)

E.2.2.a The participant may be contacted by phone in two weeks (0.5 months) to

E.2.3

check progress and adherence to protocol. This contact is not required.
One-Month Visit

This visit should occur within +/- 1-week window. The participants will attend

the clinic and the following procedures will be conducted:

1. Obtain the weight, and record measurement in source documentation.
2. Collect all glycemia related information:

a)
b)

d)

)

h)

Review the previous 2 weeks SMBG values in diary, download meter values to
laptop and assess for medication/lifestyle adjustment in the glycemia intervention.
Record occurrence of any severe hypoglycemia as well as the occurrence and
frequency of hypoglycemia. Review symptoms and therapy for hypoglycemia
(See Section E.1.3.b, E.1.3.c and MOP Chapter 8, Section 8.4.4). If any severe
hypoglycemia (fill out Severe Hypoglycemia Action Form) or symptomatic
hypoglycemia episodes > 1/wk occurred, reduce dose of a glucose lowering drug.
Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.

If any conditions in Box A apply, then reduce dose or discontinue glucose
lowering drug:

BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications
» HbAlc <6.5%

If any necessary adjustments to glycemia medications were not made since
receipt of baseline Central Lab HbAlc¢ results, do so now according to the
HbAT1c value in section E.2.2.

Advise the participant to contact the site if he or she is experiencing > 1 episode
of hypoglycemia/week.

Recommend appropriate SMBG frequency according to Table E.1.3 (< 7
times/wk if on diet/oral therapy and < 3 times/day if on insulin).

Assess comprehension/understanding of dietary counseling.
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J)

e Reinforce diet and exercise. Repeat at subsequent visits as necessary.

Adjust the glucose lowering study drugs (if necessary) and record name and dose
of all current glycemia medications on the Glycemia Medications Log. If on
insulin, record name and dose on Standard Glycemia Management Form.
Provide SMBG logbooks and instructions in their completion.

4. Collect all blood pressure related information:

a)

b)
©)

d)

)
h)

Verity prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

Record current medications, dose and self-report of adherence.

Using the appropriate technique for the Omron device, obtain and evaluate blood
pressure values (See MOP Chapter 9, Section 9.2.3).

If the SBP is 130 —139 mm Hg at this visit and was > 135 mm Hg at previous
visit, maintain current therapy.

If the SBP < 130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits,
step down therapy is indicated.

If SBP is > 160 mm Hg at this visit or >140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

Complete Standard Blood Pressure Management Form

Record name, dose, and adherence of all blood pressure medications on the Blood
Pressure Medications Log.

5. Remove label from study medication and place on Drug Dispensing Form then
dispense study medication. Scan label bar code into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

6. Schedule a 4-month clinic appointment. Remind the participant to come fasting.

7. Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.

8. Complete the following forms and enter data as required:

a)
b)
c)
d)
€)
f)
)
f)

E.2.4

Standard Glycemia Management Form
Glycemia Medications Log

Severe Hypoglycemia Action Form (as necessary)
Standard Blood Pressure Management Form
Blood Pressure Medications Log

Encounter and Disposition Form

Drug Dispensing Form (as necessary)

Study Status Form (as necessary)

Four and 8 Month Visit

These visits should occur within a +/- 2-week visit window. The participants will be
instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid (if applicable) medications on the
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morning of this clinic visit but should be instructed to bring their medications, glucose
meter, SMBG records and significant other or support person with them. They should,
however, take their blood pressure medication (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1.

2.

3.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

Perform the physical exam, including weight. Using the appropriate technique for the
Omron device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).
Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, Creatinine, and
ALT.

4. Collect all glycemia related information.

a) Review the previous 2 months SMBG values in the diary and download meter
values to laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.

b) Record occurrence of any severe hypoglycemia as well as the occurrence and
frequency of hypoglycemia (See Section E.1.3.b, E.1.3.c and MOP Chapter §,
Section 8.4.4). If any severe hypoglycemia (fill out Severe Hypoglycemia Action
Form) or symptomatic hypoglycemia episodes > 1/wk occurred, reduce dose of a
glucose lowering drug. Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose, and participant self-report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on the Standard Glycemia Management Form.

d) Ifany conditions in Box A apply, then reduce dose or discontinue glucose
lowering drug:

BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications
» HbAlc <6.5%

¢) If any necessary adjustments to glycemia medications were not made since
receipt of Central Lab HbAlc results, do so now according to the HbAlc
value in section E.2.2.

f) Advise the participant to contact the clinical site if he or she is experiencing > 1
episode of symptomatic hypoglycemia /week.

g) Recommend appropriate SMBG frequency according to Table E.1.3 (< 7times/wk
if on diet/oral therapy and < 3 times/day if on insulin).
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h) Instruct participants on when and how to self-titrate (if applicable).

i) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medications Log. If on insulin, record name and dose on Standard Glycemia
Management Form.

i) Provide SMBG logbooks and instructions for their completion.

5. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

¢) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3), obtain and evaluate blood pressure values.

d) If SBP is 130 — 139 mm Hg at this visit and was > 135 mm Hg at previous visit,
maintain current therapy.

e) If SBP is 140 — 159 mm Hg at this visit and < 140 mm Hg at previous visit,
maintain current therapy.

f) If SBP is < 130 mm Hg at this visit or < 135 mm hg on 2 consecutive visits, step
down therapy is indicated..

g) If SBP is > 160 mm Hg at this visit or > 140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

h) Instruct participants on actions to limit symptomatic orthostasis.

1) Complete Standard Blood Pressure Management Form.

J) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

6. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medications as necessary. Scan label bar codes into computer as soon
as possible after the visit so that adequate inventory can be maintained at the clinical
site.

7. Schedule a clinic appointment in 4 months. Remind participant to come fasting.

8. Remind participants to bring all their medications, glucose meter and SMBG records
at next visit.

9. Complete the following forms and enter data as required:

a) Interval History and Follow-up

b) Standard Glycemia Management Form

¢) Glycemia Medication Log

d) Severe Hypoglycemia Action Form (as necessary)

¢) Standard Blood Pressure Management Form

f) Blood Pressure Medications Log

g) Encounter and Disposition Form

h) Event Forms (as necessary)

1) Drug Dispensing Form (as necessary)

J)  Cost Substudy Form (as necessary)
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k) Study Status Form (as necessary)
E.2.5 Annual Visits (12, 24, 36, 48, 60, 72, 84, and 96 Months)

These visits should occur within a +/- 2-week visit window. The participants will be
instructed to attend the clinic following an overnight fast (since ~ 10 p.m. the previous
evening). They should not take their glycemia or lipid (if applicable) medications on the
morning of this clinic visit but should be instructed to bring their medications, glucose
meter, SMBG records and significant other or support person with them. They should,
however, take their blood pressure medication (with water) prior to coming to clinic.
During the visit, the following procedures will be conducted:

1. Review and update Contact Information.

2. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documnetation are
mailed to the Coordinating Center.

3. Perform the Annual Physical Exam, including weight, height, waist circumference,
visual acuity, foot exam. Using the appropriate technique for the Omron device,
obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3.).

4. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium (12 month, prn, and
exit visits), Creatinine, Lipid Profile, ALT, and CPK. (Blood samples for storage of
additional aliquots, where approved, should occur at the 24-month, 48-month
72-month and 96-month visits).

5. Review the Concomitant Medications Inventory list located in the Annual Follow-up
and Physical Exam Form with participant to document all non-study medications
currently taking.

6. Participants will be given the Health Utilities Index Form and instructed on how to
complete it. Verify that the participant completes all items before end of visit (12-
month and 36-month visits).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Lab every 2 years for the 24-month, 48-month, 72-month and
96-month visits.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading
Center every 2 years for the 24-month, 48-month, 72-month and 96-month visits.
Retain a copy for participant’s research records.

9. Collect all glycemia related information:

a) Review the previous 4 months SMBG values in diary, download meter values to
laptop, and assess for medication/lifestyle adjustment in the glycemia
intervention.
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b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia
(See Section E.1.3.b, E.1.3.c and MOP Chapter 8, Section 8.4.4). If any severe
hypoglycemia (fill out Severe Hypoglycemia Action Form) or symptomatic
hypoglycemia episodes > 1/wk occurred, reduce dose of a glucose lowering drug.
Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.

d) Ifany conditions in Box A apply, then reduce dose or discontinue glucose
lowering drug:

BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications
» HbAlc <6.5%

¢) If any necessary adjustments to glycemia medications were not made since
receipt of Central Lab HbAlc results, do so now according to the HbAle
value in section E.2.2.

f) Advise participant to contact the clinical site if he or she is experiencing > 1
episode of symptomatic hypoglycemia /week.

g) Recommend appropriate SMBG frequency according to Table E.1.3 (< 7
times/wk if on diet/oral therapy and < 3 times/day if on insulin).

h) Record name, dose, and adherence of all glycemia medications on the Glycemia
Medication Log. If on insulin, record name and dose on Standard Glycemia
Management Form.

1) Provide SMBG logbooks and instructions for their completion.

J)  Update the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US sites only).

10. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

c) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3) obtain and evaluate blood pressure values.

a) If SBP is 130 —139 mm Hg at this visit and was > 135 mm Hg at previous
visit, maintain current therapy.

e) If the SBP is 140 — 159 mm Hg at this visit and SBP < 140 at previous visit,
maintain current therapy.

f) If the SBP is < 130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits,
step down therapy is indicated..
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11.

12.

13.
14.

15.

g) If SBP is > 160 mm Hg at this visit or > 140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

h) Instruct participants on actions to limit symptomatic orthostasis.

1) Complete Standard Blood Pressure Management Form.

J) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

Remove labels from study medications and place on Drug Dispensing Form then

dispense study medication. Scan label bar codes into computer as soon as possible

after visit so that adequate inventory can be maintained at the clinical site

Participants assigned in the substudies (Health Related Quality of Life (HRQL),

Physical Activity, Diet) will complete the appropriate questionnaires (at 12-month,

36-month and exit visits only). Verify that the participant completes all items before

end of visit. Complete Cost Substudy Form for participants in the Cost Substudy.

Schedule follow-up clinic appointment in 4 months.

Remind participants to bring all their medications, glucose meter and SMBG records

at each visit.

Complete the following forms and enter data as required:

a) Participant Contact Information Form (update as necessary)

b) Annual History and Follow-up Form

¢) Standard Glycemia Management Form

d) Glycemia Medications Log

¢) Severe Hypoglycemia Action Form (as necessary)

f) Standard Blood Pressure Management Form

g) Blood Pressure Medications Log

h) Encounter and Disposition Form

1) Health Utilities Index Form (12-month, 36-month visits only)

J)  The Unified Form

k) Visual Acuity Worksheet

1) Ophthalmology Exam Form (as necessary)

m) Assigned Substudy Questionnaires (as necessary at 12-month, 36-month
visits only)

n) Drug Dispensing Form (as necessary)

0) Cost Substudy Form (as necessary)

p) Study Status Form (as necessary)

F.2.6 Sixteen and 20 Month Visit

This visit should occur within a +/- 4-week window. The participants will attend

the clinic and the following procedures will be conducted:

1.

Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
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request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.
2. Perform the exam, including weight. Using appropriate technique for the Omron
device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).
3. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbATc.
4. Collect all glycemia related information.
a) Review the previous 4 months SMBG values in diary, download meter values to
laptop and assess for medication/lifestyle adjustment in the glycemia intervention.
b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia
(See Section E.1.3.b, E.1.3.c and MOP Chapter 8, Section 8.4.4). If any severe
hypoglycemia (fill out Severe Hypoglycemia Action Form) or symptomatic
hypoglycemia episodes > 1/wk occurred, reduce dose of a glucose lowering drug.
Review symptoms and therapy for hypoglycemia.
¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.
d) Ifany conditions in Box A apply, then reduce dose or discontinue glucose
lowering drug:

BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications
» HbAlc <6.5%

¢) If any necessary adjustments to glycemia medications were not made since
receipt of Central Lab HbAlc results, do so now according to the HbAle
value in section E.2.2.

f) Advise participant to contact the clinical site if he or she is experiencing > 1
episode of symptomatic hypoglycemia /week.

g) Recommend appropriate SMBG frequency according to Table E.1.3 (< 7
times/wk if on diet/oral therapy and < 3 times/day if on insulin).

h) Adjust the glucose-lowering study drug as needed and record name, dose of all
glycemia medications, on the Glycemia Medication Log. If on insulin, record
name and dose on Standard Glycemia Management Form.

i) Provide SMBG logbooks and instructions for their completion.

5. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.
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b) Record current medications, dose and self- report of adherence.

¢) Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3), obtain and evaluate blood pressure values.

d) If SBP is 130 —139 mm Hg at this visit and was > 135 mm Hg at previous visit,
maintain current therapy.

e) If SBP is 140 — 159 mm Hg at this visit and SBP < 140 mm Hg at previous visit,
maintain current therapy.

f) If SBP is <130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits, step
down therapy is indicated..

g) If SBP is > 160 mm Hg at this visit or > 140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

h) Instruct participants on actions to limit symptomatic orthostasis.

1) Complete Standard Blood Pressure Management Form.

J) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

6. Remove labels from study medication and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after visit so that adequate inventory can be maintained at the clinical site.

7. Complete Cost Substudy Form for participants in the Cost Substudy.

8. Schedule the next clinic appointment. Remind participant to come fasting for the
24 month visit.

9. Remind participants to bring all their medications, glucose meter and SMBG
records at each visit.

10. Complete the following forms and enter data as required.

a) Interval History and Follow-up Form

b) Standard Glycemia Management Form

1) Glycemia Medications Log

d) Severe Hypoglycemia Action Form (as necessary)
k) Standard Blood Pressure Management Form

1) Blood Pressure Medications Log

m) Encounter Disposition Form

n) Preliminary Event Notification Form (as necessary)
o) Event Forms (as necessary)

p) Drug Dispensing Form (as necessary)

k) Cost Substudy Form (as necessary)

1) Study Status Form (as necessary)

E.2.7 Subsequent 4 Month Visits (28, 32, 40, 44, 52, 64, 68, 76, 80, 88, 92)

This visit should occur within a +/- 4-week window. The participants will attend
the clinic and the following procedures will be conducted:

1. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event,
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2.

3.

4.

obtain preliminary information and complete and data enter outcome form-

Preliminary Event Notification Form. Obtain a release of information if not

already done, and request the additional required information for the event needed to

complete the Death Report Form, Myocardial Infarction Report Form, Stroke

Report Form, Unstable Angina Report Form or Miscellaneous Cardiovascular

Outcome Report Form. Upon completion these forms and supporting

documentation are mailed to the Coordinating Center.

Perform the exam, including weight. Using appropriate technique for the Omron

device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

Blood samples will be obtained, processed and shipped to the ACCORD Central Lab

for measurement of HbA Ic.

Collect all glycemia related information.

a) Review the previous 4 months SMBG values in diary, download meter values to
laptop and assess for medication/lifestyle adjustment in the glycemia intervention.

b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia
(See Section E.1.3.b, E.1.3.c and MOP Chapter 8, Section 8.4.4). If any severe
hypoglycemia (fill out Severe Hypoglycemia Action Form) or symptomatic
hypoglycemia episodes > 1/wk occurred, reduce dose of a glucose lowering drug.
Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.

d) Ifany conditions in Box A apply, then reduce dose or discontinue glucose
lowering drug:

BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications
» HbAlc <6.5%

¢) If any necessary adjustments to glycemia medications were not made since
receipt of baseline Central Lab HbAlc¢ results, do so now according to the
HbAT1c value in section E.2.2.

f) Advise participant to contact the clinical site if he or she is experiencing > 1
episode of symptomatic hypoglycemia /week.

g) Recommend appropriate SMBG frequency according to Table E.1.3 (< 7
times/wk if on diet/oral therapy and < 3 times/day if on insulin).

h) Adjust the glucose-lowering study drug as needed and record name and dose of
all glycemia medications on the Glycemia Medication Log. If on insulin, record
name and dose on Standard Glycemia Management Form.

i) Provide SMBG logbooks and instructions for their completion.

Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
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b)
©)

d)

)

h)
i)
J)

participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

Record current medications, dose and self- report of adherence.

Using the appropriate technique for the Omron device (See MOP Chapter 9,
Section 9.2.3), obtain and evaluate blood pressure values.

If SBP is 130 =139 mm Hg at this visit and was > 135 mm Hg at previous visit,
maintain current therapy.

If SBP is 140 — 159 mm Hg at this visit and SBP < 140 mm Hg at previous visit,
maintain current therapy.

If SBP is < 130 mm Hg at this visit or < 135 mm Hg on 2 consecutive visits, step
down therapy is indicated..

If SBP is > 160 mm Hg at this visit or > 140 mm Hg on 2 consecutive visits, an
upward dose titration or an additional drug (not already in use) must be added. It
is reasonable to see the participant at monthly intervals for adjustment of therapy
until the SBP is < 160 mm Hg.

Instruct participants on actions to limit symptomatic orthostasis.

Complete Standard Blood Pressure Management Form.

Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

6. Remove labels from study medication and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after visit so that adequate inventory can be maintained at the clinical site.

7. Complete Cost Substudy Form for participants in the Cost Substudy.

8. Schedule a clinic appointment in 4 months. Remind participant to fast prior to any
clinic visit requiring a fasting lipid profile.

9. Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.

10. Complete the following forms and enter data as required.

a)
b)
c)
d)
€)
f)
)
h)
i)
J)
k)
D

E.2.8

Interval History and Follow-up Form
Standard Glycemia Management Form
Glycemia Medications Log

Severe Hypoglycemia Action Form

Standard Blood Pressure Management Form
Blood Pressure Medications Log

Encounter Disposition Form

Preliminary Event Notification Form (as necessary)
Event Forms (as necessary)

Drug Dispensing Form (as necessary)

Cost Substudy Form (as necessary)

Study Status Form (as necessary)

Exit Visit

This visit should occur within a +/- 4-week window. The participants will attend the
clinic and the following procedures will be conducted:
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1. Obtain interval history, including adverse, hypoglycemic and outcome events. If the
participant has had a myocardial infarction or stroke, or other reportable event, obtain
preliminary information and complete and data enter outcome form- Preliminary
Event Notification Form. Obtain a release of information if not already done, and
request the additional required information for the event needed to complete the
Death Report Form, Myocardial Infarction Report Form, Stroke Report Form,
Unstable Angina Report Form or Miscellaneous Cardiovascular Outcome
Report Form. Upon completion these forms and supporting documentation are
mailed to the Coordinating Center.

2. Perform the exam, including weight. Using the appropriate technique for the Omron
device, obtain blood pressure and pulse (See MOP Chapter 9, Section 9.2.3).

3. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbA 1c, Fasting Plasma Glucose, Potassium, ALT, Creatinine,
Lipid Profile, CPK and for storage of additional aliquots (where approved).

4. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Lab.

5. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.
Retain a copy for records.

6. Collect all glycemia related information.

a) Review the previous 4 months SMBG values in diary, download meter values to
laptop and assess for medication/lifestyle adjustment in the glycemia intervention.

b) Record occurrence of any severe hypoglycemia as well as the occurrence and
frequency of hypoglycemia (See Section E.1.3.b, E.1.3.c and MOP Chapter 8§,
Section 8.4.4). If any severe hypoglycemia (fill out Severe Hypoglycemia Action
Form) or symptomatic hypoglycemia episodes > 1/wk occurred, reduce dose of a
glucose lowering drug. Review symptoms and therapy for hypoglycemia.

¢) Record current medications including name, dose and participant’s self report of
adherence on the Glycemia Medications Log. If on insulin, record name and
dose on Standard Glycemia Management Form.

7. Collect all blood pressure related information:

a) Verify prior to taking the BP measurements, that the participant has taken their
BP medication that morning prior to coming to the visit. If the participant has not
taken the medication but has brought the medication with them, have the
participant take the medication and then measure their study BP 2-3 hours
following the administration of the medication.

b) Record current medications, dose and self- report of adherence.

c) Obtain, review and evaluate blood pressure values using the appropriate technique
for the Omron device (See MOP Chapter 9, Section 9.2.3).

d) Complete Standard Blood Pressure Management Form.

¢) Record name, and dose of all blood pressure medications dispensed on the Blood
Pressure Medications Log.

8. Participants will be prescribed appropriate non-study antihyperglycemia therapy and
lipid-lowering therapy based on their current status and post-trial follow-up care will
be arranged.

9. Complete the following forms and enter data as required.

a) Interval History and Follow-up Form
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b) Standard Glycemia Management Form

¢) Glycemia Medications Log

d) Severe Hypoglycemia Action Form (as necessary)
¢) Standard Blood Pressure Management Form

f) Blood Pressure Medications Log

g) Encounter Disposition Form

h) Preliminary Event Notification Form (as necessary)
i) Event Forms (as necessary)

J) Drug Dispensing Form (as necessary)

k) Cost Substudy Form (as necessary)

1) Study Status Form (as necessary)
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Figure E.4:
Treatment Group Algorithm for Stan(?ard Glycemia Therapy Group (Goal: HbA1c 7% to

Start Here:
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Figure 3.3:

Use of Insulin for Participants On Maximal Oral Therapy

FOR INTENSIVE GROUP
PARTICIPANTS

Add Evening Glargine;
Start @ 10 U or 0.2U/kg/day

Titrate Dose

On Insulin
> 0.5U/kg/

| Stop Secretagoguel
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before 1,2, or 3

meals, as needed

Adjust
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insulin as
needed

No Change

Adjust
pills or
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needed

FOR STANDARD GROUP
PARTICIPANTS
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| Titrate Dose

Adjust
pills or
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needed
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Insulin
or one
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*Doing well: no severe hypoglycemic or adverse event or no reason to reduce therapy (as described in Figure 3.2)
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Figure E.7: Treatment Algorithm for Standard Blood Pressure
- (Goal: SBP <140 mm Hg)

Start Here

Monitor as Designated
Through Follow-up

Is
SBP <135 mm Hg
on 2 consecutive visits?

Yes \II Step-down |%

Titrate or Add Therapy
Yes | Not Already in Use*™
(ACEI*, thiazide,
3-blocker, CCB,
reserpine, or g-blocker)

Is SBP > 160 mm Hg
at this visit or
>140 mm Hg on
2 consecutive visits?

\I/No

Continue Therapy**

* ARB can be considered as a substitute for participants who do not tolerate ACEI therapy
** Unless side effects warrant change in therapy
*** Consult with the Clinical Center Network before adding a fifth antihypertensive medication
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Thiazolidinedione Drugs (e.g. Avandia or Rosiglitazone)

ACTIONS of THIAZOLIDINEDIONES

The drug Avandia (rosiglitazone) belongs to a group of medications called thiazolidinediones (or
glitazones or TZD’s), and may be supplied as part of the ACCORD trial. Actos (pioglitazone) is
another drug that belongs in this group. These drugs lower the blood glucose by reducing the
body’s resistance to the action of insulin (i.e. making your own insulin work more effectively).
They can be used alone or can be combined with other diabetes pills or insulin.

COMMON SIDE EFFECTS

1. Hypoglycemia (low blood sugar)
These drugs can lead to hypoglycemia. When taken alone, the risk of hypoglycemia is low. When
taken with insulin or other pills, the risk of hypoglycemia is higher.

If you do experience symptoms of a low blood sugar (such as lightheadedness, sweating,
nervousness, hunger, a sensation of a racing heart, headache, or sudden fatigueat unusual times),
check your blood sugar. Ifthe level is less than 70 mg/dl (3.9 mmol/l) you may be suffering from
hypoglycemia. If so, drink 4 ounces of juice or regular soda or eight ounces of milk or have three
glucose tablets or five Life Savers (i.e. 15 grams of carbohydrate). Recheck your blood sugar in
15 minutes to make sure it has risen to at least 90 mg/dl (5.0 mmol/L). If low blood sugar
reactions are frequent, severe or unexpected, call your doctor.

2. Weight Gain

These drugs may lead to weight gain. Weight gain is due to the lowering of blood sugar by
insulin and drugs that act like insulin. This reduces the amount of sugar lost in the urine and helps
the body store extra energy in fat cells. Sometimes, weight gain may be due to some fluid
retention. Regardless of the cause, the amount of weight gained or lost depends on the level of
physical activity and diet, or can be due to other drugs that are being taken. For example, some
people gain more weight if insulin is also being taken. To minimize weight gain or to cause
weight loss, exercise regularly, eat low fat foods, avoid extra snacks and large portions.

3. Fluid Retention

These drugs may lead to fluid retention. Fluid retention is generally mild with some swelling in
the ankle or leg or bloating; it may be more pronounced when these drugs are used together with
insulin, and rarely, the fluid retention can be severe or even life threatening. If you develop
major leg swelling or especially shortness of breath either with activity or at rest, see your doctor
as soon as possible. Reducing the dose, adding diuretics (water pills) or adjusting other
medications (such as blood pressure pills, calcium channel blockers, non-steroidal anti-
inflammatory drugs or arthritis pills) can also be used to manage this problem. You and your
doctor should pay close attention to fluid retention if you take insulin or have heart failure or
other heart problems.

POTENTIAL SIDE EFFECTS

Because of rare cases of severe liver disease with a related medicine that is no longer available
(Rezulin or troglitazone), you must have your blood drawn for liver enzyme tests (ALT) when
treated with these drugs every 2 months for the first year of treatment and intermittently
thereafter. If you develop persistent nausea, vomiting, belly pain, fatigue, loss of appetite, dark
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urine, yellowing of the eyes or skin while treated with this drug, stop the medication and see your
doctor for a blood draw within a few days.

DOSING

Avandia (rosiglitazone) can be taken once a day, but may work a bit better if taken twice daily.
Actos {pioglitazone) can be taken any time of the day. Both drugs can be taken either with or
without food. It may take 12 weeks to see the full effect of a dose.
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7. Visit Schedule of Study Activities by Randomization Cell

F. Standard Glycemia and Lipid Trial

F.1. Overview

One of the key aims of the ACCORD study is to determine if a therapeutic
strategy that targets a HbAlc of < 6.0% reduces the rate of cardiovascular disease (CVD)
events more than a strategy that targets a HbAlc of 7.0% to 7.9% (with the expectation of
achieving a median level of 7.5%) in high risk middle-aged or older people with type 2
diabetes. The approaches used to implement these targets, suggested algorithms for the
use of pharmacologic agents and follow-up schedules are described in MOP Chapters 5
and 6. Details regarding the implementation of the protocol for the Standard Glycemia
and Lipid Trial groups are described below.

The ACCORD lipid component is designed to test whether lowering plasma
triglyceride and increasing plasma HDL cholesterol levels with a fibrate in addition to
lowering LDL cholesterol levels with an HMG CoA reductase inhibitor (hereafter
referred to as “statin”) will reduce the rate of CVD events more than statin alone. The
specific fibrate to be used in ACCORD is fenofibrate and the specific statin is
simvastatin.

F.1.1 Algorithms for Standard Glycemic and Lipid Trial Control; Choice of
Agents

Figures F.4 and F.5 at the end of this chapter are suggested algorithms to guide
changes in glycemic therapy for the standard group. The exact changes to be made
whenever glycemic therapy needs to be intensified on the basis of the HbAlc or the
SMBG results will be determined by the individual site using the figures as guides.

Eligible participants in the lipid trial will be randomized to micronized fenofibrate
or placebo. All participants will be treated with simvastatin.

F.1.2 Targets and Action Required Levels
F.1.2.a) Standard Glycemic Control

Table F.1.2 outlines the glycemic target for the standard group, which is identical
to Table 3.1 in the protocol.
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Table F.1.2: Glycemic Targets and Thresholds for Action for ACCORD

“Action Required” Threshold

Group HbAlc HbAlc > 50% of SMBG Results/4 days
Targets
>7.9%* or < 6.5%" (anytime)
B o or ‘ T . i#
Standard Therapy T—-T79% 6.6%-6.9% " (twice fasting/ac < 90 mg/dl (5.0 mmol/1)
consecutively)

pc: postcibal; ac: antecibal, SMBG: self monitoring of blood glucose; *antihyperglycemic therapy will be
advanced if either the HbAlc or the SMBG “action required” criteria are met at any participant encounter
" therapy with drugs that increase the risk of hypoglycemia (e.g. insulin, sulfonylureas, meglitinides) will
be reduced to avoid hypoglycemia if these criteria are met

F.1.2.b) Lipid Trial

Participants who were on a lipid- lowering agent at screening must agree to stop
treatment no later than the day of randomization and be changed to simvastatin. The
starting dose of simvastatin is 20 mg/day, administered once daily after the evening meal
or at bedtime.

One month after randomization, the study fibrate/placebo will be started. It is
recommended that simvastatin be taken in the evening and the masked fibrate/placebo be
taken in the morning. If however, you feel compliance would be improved if both were
taken together, that would be acceptable.

The starting dose of masked fenofibrate/placebo medication will be determined by
the calculated glomerular filtration rate (GFR) using the baseline serum creatinine level
and the abbreviated MDRD equation (Levey 2003). Those participants with a baseline
GFR >50 ml/min/1.73m” will begin at a starting dose of 160 mg of fenofibrate or
identical placebo tablet. Those with a calculated GFR between 30 and <50 will start at
the reduced dose of 54 mg/day fenofibrate or placebo.

Implementation of baseline assignment of blinded study medication dose:

e The Coordinating Center (CC) will determine the starting dose of the blinded
study medication based on calculated GFR from the MDRD equation, using
Central Lab values at baseline.

e The recommended dose will appear on the participant main page below “Lipid
Bottle ID” (e.g., FULL, REDUCED, or NONE).

e The CC will communicate the starting dose to the Drug Distribution Center

(DDC).
e DDC will send the appropriate dose to the clinical site labeled for the specific
participant.
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e One-month follow-up visits for Lipid Trial participants should be scheduled at
least 3 weeks after the baseline visit to allow for arrival of blinded study
medication.

What to do if the Participant’s GFR Falls Below Cutoff Levels

Participants in the lipid trial will have serum creatinine measured every four
months during follow-up. If the participant had started on the 160 mg dose of the masked
medication, this dose will be down-titrated if the participant’s estimated GFR falls
between 30 and <50 mL/min/1.73m” on two consecutive measurements taken four
months apart. Participants with GFRs in this range will receive either 54 mg/day of
fenofibrate or matching placebo.

Implementation of ongoing blinded study medication dose adjustment based on GFR:

e The ACCORD Coordinating Center (CC) will monitor GFR values obtained on
participants at routine 4-month blood draws.

e The CC will notify the Clinical Site PI and Coordinator, the CCN and
Coordinator, and the Drug Distribution Center (DDC) when a participant has met
the criteria for down titration of masked study medication.

e The DDC will send a new box of reduced dose masked study medication for the
participant to the Clinical Site.

e The dose of blinded study medication will be listed on the participant main page
below the “Lipid Bottle ID” (e.g. REDUCED).

If the estimated GFR falls below 30 mL/min/1.73m” at any time, the Coordinating
Center will notify the clinic site that a confirmatory blood draw for repeat estimated GFR
will be required within 2 weeks. If the confirmatory estimated GFR is below
30mL/min/1.73m’, the masked study medication will be permanently discontinued,
regardless of fenofibrate or placebo assignment.

Implementation of discontinuation of blinded study medication for GFR less than
30ml/min/1.73” for both active and placebo Lipid Trial participants:

e The CC will notify the Clinical Site PI and Coordinator, and the CCN PI and
Coordinator when a participant has a Central Lab calculated GFR less than
30ml/min/1.73m”.

e Clinics must schedule a repeat blood draw for creatinine within 2 weeks. The
participant should remain on blinded medication during the 2-week interval.

e Upon receipt of the second blood sample, the CC will determine if the participant
meets the criteria to stop the blinded study medication or whether a dose
reduction is required.

e An email notification will be sent from the CC to the Clinical Site at this time
with dosing instructions.

e [fClinical Sites become aware of a participant who had an elevated creatinine at
an outside blood draw, they should bring the participant in for an ASAP prn visit
and recheck the creatinine using the ACCORD Central Lab. The CC will then
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notify the clinic if the participant should have a reduced dose or have their blinded

medication discontinued.

F.1.3.a) Adjusting Glycemic Therapy

As noted in the following table (F.1.3), a range of approaches will be used to

target the HbAlc¢ level shown in Table F.1.2.

TableF.1.3 Achieving Glycemic Goals

Standard Group

Visits (1 and 4 months)

Month 1 and 4 mo

Visits (> 4 months)

Q 4 mo

Phone contact

Participant initiated (prn)

Supplemental contact

Severe hypoglycemia/hyperglycemia
HbAlc in action required range
Frequent (>50%/4 days) premeal SMBG
levels <90 mg/dl (5.0 mmol/l)

Point of Care HbAlc

Optional

Routine use of
postprandial SMBG
values to guide therapy

No

SMBG freq.” (not on
insulin)

<7/wk (daily at different times or >1/day on
certain days)

SMBG freq.” (on
insulin)

<3/day

Self titration principles

Avoid severe hypoglycemia and premeal
SMBG levels < 90 mg/dl (5.0 mmol/1)

Initial Minimum Rx

Diet/lifestyle

Insulin Use (when

Generally < 2 injections/day

needed)
“less frequent if goals are achieved; " including avoiding SMBG levels < 70 mg/dl (3.9 mmol/l) on > 1/4 of
the readings.

F.1.3.b) Glycemia Safety Issues/ Adjusting Therapy for Hypoglycemia

Hypoglycemic events may occur in individuals in either the intensive or standard
group. Severe hypoglycemia is unusual in people with type 2 diabetes (even when
normoglycemia is targeted). Mild episodes of hypoglycemia are, however, likely to
occur.

All participants will be instructed to check their glucose levels regularly as
described in the protocol. They will also be taught how to recognize and self-treat
hypoglycemia and will be instructed to keep glucose available at all times (as tablets).
Moreover, any participant who has had an episode of severe hypoglycemia will be
provided with glucagon and they and any cohabiting partner will be taught how to
administer it.
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Severe hypoglycemia is defined as any episode of loss of consciousness/seizure

or documented hypoglycemia (glucose < 50 mg/dl or 2.8 mmol/l) that also requires
hospitalization or treatment by emergency personnel. If this occurs:

Complete Severe Hypoglycemia Action Form. (See MOP Chapter &, Section 8.4.4
for more details).

For participants in either group who have an episode of severe hypoglycemia, adjust
glycemic targets to achieve a fasting and 2 hour glucose (postprandial) of 100 — 140
mg/dl (5.5 — 7.8 mmol/l) and < 180 mg/dl (10 mmol/l) respectively, and a HbAlc of
7.0% - 7.9% for at least 4 weeks.

Ensure that a complete medical assessment by the physician is completed to identify
other potential causes (e.g. pituitary or adrenal insufficiency)

Ensure that the physician reassesses the glycemic goals at subsequent visits.

Ensure that participant has received glucagon and that the participant and cohabitant
know how to administer it.

Have telephone contact with participant before the next visit to assess blood glucose
records and freedom from hypoglycemia.

Minor hypoglycemia is defined as self-reported transient symptoms such as

lightheadedness, tremor, shaking, sweating, tingling, blurry vision, trouble concentrating
etc., that are self-treated by ingestion of carbohydrates and resolve on their own (See
MOP Chapter 6, Section 6.1.6). All participants will be asked to note such episodes in
their glucose logbooks and to confirm them with a blood glucose reading whenever
possible. The estimated frequency (of confirmed and suspected minor hypoglycemia) will
be recorded at every visit.

F.1.3.c) Self Treatment of Hypoglycemia

1.

If the glucose value is < 50 - 70 mg/dl (3.9 mmol/l), it should be treated by ingestion
of 15 grams of CHO (e.g. 3-4 glucose tablets, 5 Lifesavers, 4-6 oz. of a regular —
(nondiet) — soft drink, or 8 oz. low fat milk);

If the glucose value is < 50 mg/dl (2.8 mmol/l), it should be treated by ingestion of
20-30 grams of CHO (e.g. 6-8 glucose tablets);

Blood glucose should be self-tested 15-20 minutes after therapy and therapy repeated
if the level is still low (as above)

If no meal will be eaten within 1-2 hours, a mixed nutrient snack, including CHO,
protein, and fat should be ingested right the initial therapy to prevent another episode
If the glucose value is low or there is significant cognitive or motor impairment,
individuals should treat and re-test glucose value. The glucose value should be > 70
mg/dl (3.9 mmol/l) before driving a car or operating heavy machinery.

F.a.3.d) Education and Minimization of Hypoglycemia in Participants

Hypoglycemia is an inherent risk in the treatment of diabetes. It is important to

inform participants of the signs and symptoms of hypoglycemia, techniques to minimize
the risk and appropriate methods of treatment. Several tools are available for use in
educating participants:
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Hypoglycemia Cartoon
Participant Wallet Card
Primer on Hypoglycemia
Participant Newsletters

0 —

All participants must be provided with the written material listed above at the beginning
of the study. Study staff should review verbally the signs and symptoms with the
participant and family members. Participants and their families should be encouraged to
review the hypoglycemic video either in the clinic or at home. Both participants and
family members should be educated on the appropriate treatment for symptoms, and
provided with glucose tablets. Those participants suffering one severe hypoglycemic
event should be provided with a glucagon kit and both the participant and the family
member taught how to use it. This material must be reviewed annually with all
participants and after every reported hypoglycemic event.

F.1.3.e) Safety Issues for Thiazolidinedione (TZD) Drugs

For participants on TZD (e.g. Avandia or Rosiglitazone), check for the presence
of edema at every visit and obtain a Central Lab ALT every 2 months for the first year of
treatment and annually thereafter.

As TZDs are contraindicated in people with stage 3 or 4 heart failure, if a
participant who is taking a TZD does develop heart failure, the TZD should be stopped
and the heart failure treated and investigated. Depending on the results of these
investigations the investigator may reconsider cautiously reinstituting TZD therapy if the
heart failure resolves, and was judged to have not been directly cause by the TZD alone.

A handout to give to the participants at the discretion of the site concerning TZD
use is available and can be found on page 25 at the end of this chapter.

F.1.3.f) Lipid Issues/ What to do if a Participant Exceeds LDL-C and Triglyceride
Cut-points

Because the upper limit for entry LDL-C is 180 mg/dl, and because 40 mg
simvastatin should provide about an average 40% reduction in LDL-cholesterol, it is
expected that few participants will have an on-treatment LDL-C of more than 120 mg/dl.
However, as noted below, if a participant has an LDL-cholesterol level that is persistently
greater than 120 mg/dl, ACCORD will, consistent with NCEP guidelines, take the
participant off the masked study medication and continue treatment with simvastatin until
placed on a non-study statin by his/her primary caregiver. Triglyceride values will be
maintained at a level that does not pose a risk of pancreatitis. Participants are expected to
have LDL-C lower than 120 mg/dl (3.10 mmol/l) and triglycerides less than 750 mg/dl
(8.47 mmol/l) during the study.
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What to do if a Participant’s LDL-C is Out of Range

The starting dose of open-labeled simvastatin is 20 mg/day, administered once
daily after the evening meal or at bedtime. If the LDL-C is greater than 100 mg/dl (2.59
mmol/l) on two consecutive follow-up visits, the daily dose of simvastatin will be
increased to 40 mg.

If the measured LDL-C goes above 120 mg/dl (3.10 mmol/l) after titrating
simvastatin to 40 mg/day the Coordinating Center will send a reminder email to the
Clinical Site PI and Coordinator, and the CCN PI and Coordinator who should confirm
compliance with the study statin, refer the participant to a nutritionist for dictary
instruction/reinforcement (if appropriate), and schedule a blood draw for the visit four
months from the visit at which the LDL-C was above 120 mg/dl (3.10 mmol/l). This
blood specimen needs to be sent to the ACCORD Central Chemistry Laboratory for lipid
analysis.

If the participant has an LDL-C above 120 mg/dl (3.10 mmol/l) on two
consecutive visits 4 months apart after titrating simvastatin to 40 mg/day (even after
compliance review and dietary counseling), the following will occur:

e The CC will send an email reminder to the Clinical Site PI and Coordinator, and
the CCN PI and Coordinator.

e The participant will be taken off the fibrate/placebo pills.

e The participant will remain on simvastatin 40 mg/day until placed on non-study
statin by his/her primary caregiver. [The site needs to contact the CCN office if
any participant needs non-study simvastatin].

e The site staff will make an appointment with the participant's doctor for follow-
up.

e The site staff will also provide a letter for the participant to take to his/her
physician for the follow-up visit. This letter will include the blood lipid values
and describes the medication regimen the participant was on when the blood was
drawn.

e The site staff will confirm that the participant had visited their physician.

e From that point on, the participant would be treated for their lipids by his/her
personal physician and given results of any ACCORD lipid determinations to
share with this physician.

If the centrally measured LDL-C is ever less than 40 mg/dl (1.03 mmol/l) during
follow-up, clinic personnel should determine compliance with study statin and
fibrate/placebo (to make sure that the participant is not taking more than the prescribed
number of pills daily) and refer participant to nutritionist for dietary counseling to ensure
that the participant is eating a balanced, adequate diet. If the centrally measured LDL-C
is ever less than 40 mg/dl (1.03 mmol/l) on two consecutive measurements taken 4
months apart, the following will occur:

e The CC will send an email reminder to the Clinical Site PI and Coordinator, and
the CCN PI and Coordinator.
e The participant should be taken off simvastatin.
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e The participant will remain on the blinded study medication.

What to do if Triglvceride Exceeds 750 mg/dl (8.47 mmol/l)

If the centrally measured triglyceride ever exceeds 750 mg/dl (8.47 mmol/l)
during follow-up, the CC will send an email reminder to the Clinical Site PI and
Coordinator, and the CCN PI and Coordinator. Clinic personnel should determine
compliance with study statin and fibrate/placebo, refer participant to nutritionist for
dietary instruction/reinforcement (if deemed appropriate) and determine and modify
potential exacerbating disorders i.e. alcohol or simple sugar intake, hypothyroidism,
hyperglycemia. A follow-up blood draw should be done at the next scheduled visit.

If the triglyceride exceeds 750 mg/dl (8.47 mmol/l) on two consecutive measurements 4
months apart, even after the above measures have been conducted, the following will occur:

e The CC will send an email reminder to the Clinic Site PI and Coordinator, and the
CCN PI and Coordinator.

e The participant will be taken off the simvastatin and the masked fibrate/placebo
medication.

e The participant will be dispensed a 160 mg/day tablet of fenofibrate or 600 mg
BID of gemfibrozil until placed on non-study fibrate by his/her primary caregiver.
[The site needs to contact the CCN office if any participant needs non-study
fenofibrate].

e The site staff will make the appointment for follow-up by the participant’s
physician and will confirm that the appointment was kept.

e The site staff will also provide a letter for the participant to take to their physician
for the follow-up visit. This letter will include the blood lipid values and describes
the medication regimen the participant was on when the blood was drawn.

e From that point on, the participant will be treated for their lipids by his/her
personal physician and given results of any ACCORD lipid determinations to
share with this physician.

If the masked fibrate/placebo study medication is stopped for any reason, neither the
participant nor the clinic staff need to be unmasked regarding the study medication's true
identity, unless there are other circumstances dictating unmasking.

F.1.3.g) Special Note Regarding the Concomitant Use of Fenofibrate and Warfarin
(Coumadin)

The use of a fibrate generally necessitates a reduction in the dose of Coumadin to
avold excessive bleeding.

For persons who are on Coumadin at the start of the trial, the participant’s
physician should be informed both by phone and in writing of the possibility that the
participant may be on a fibrate. Until the physician or someone who will manage the
Coumadin dose is reached by phone or in person, the participant should not be
randomized.
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During the trial, you will ask about the possibility of Coumadin use at each visit and if
you find that the participant is now on Coumadin, record its use in your source notes. If
Coumadin has been started, the clinician prescribing it should be notified that the
participant may be on a fibrate. Remember, in some cases the clinician prescribing the
Coumadin may not be the clinician notified at the start of the trial of the participant’s
participation in the trial and randomization to fibrate or placebo.

F.2  Standard Glycemic and Lipid Trial Visit Procedures
F.2.1 Baseline — Randomization Visit

The participants will be instructed to attend the clinic following an overnight fast
(since ~10 pm the previous evening). They should not take their glycemia or lipid
medications on the morning of this clinic visit but be instructed to bring their
medications, glucose meter SMBG records, and significant other or support person with
them. They should, however, take their blood pressure medication (with water) prior to
coming to clinic (if applicable). During the visit, the following procedures will be
conducted:

1. All data collected during the screening process will be reviewed.
2. Verify eligibility status for the Glycemia, Blood Pressure and Lipid Trials (including
occurrence of events that may prohibit patient from participating).

a) Review current medications including OTC, herbal remedies and vitamins.

b) Review, evaluate and calculate the percentage of participant’s compliance with at
least 2 weeks of SMBG monitoring as part of the run-in procedures.

c) Assure that the qualifying HbAlc value was obtained within the last 3 months
prior to the randomization date.

3. If ineligible, the participant will be thanked for their time and dismissed from the
clinic.
4. If eligible, proceed with randomization process:

a) Verify that a full-scale consent form has been obtained and signed and HIPAA
authorization obtained.

b) Obtain and perform baseline history and physical exam, including demographics,
medical history concomitant medications, weight, height, and waist
circumference, visual acuity, and foot exam. Using the appropriate technique for
the Omron device obtain blood pressure and pulse (See MOP Chapter 9, Section
9.2.3).

c¢) Participants will be given the Health Utilities Index Form and instructed on how
to complete it. Verify that the participant completes all items before end of visit.

d) Verify that all information on the Inclusion/Exclusion Summary Form, the
Blood Pressure Screening Form, and the Lipid Trial Screening Form is
complete and correct both on the forms and in the computer.

¢) Click "Randomize pt" on data entry screen. . A pop-up screen will appear to
remind staff to provide the participant with Eye Sub-study and MIND Sub-study
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(Canada, Western, Minnesota/lowa, Ohio/Michigan, Northeast and Southeast
CCNs) introductory materials.

f) Input the percent of participant's report of compliance for SMBG.

g) Verify that the Baseline History and Physical Exam Form has been completed.

5. The participant will be assigned a treatment regimen. The randomization screen will
display this information and list target dates for the follow-up visits. It is
recommended that the participant’s treatment assignment and visit schedule be printed
out and filed in their research record.

6. Blood samples will be obtained, processed and shipped to the ACCORD Central Lab
for measurement of HbAlc, Fasting Plasma Glucose, Potassium, ALT, Creatinine,
Lipid Profile, CPK and for storage of additional aliquots (where approved).

7. A spot urine sample for urinalysis will be obtained, processed and shipped to the
ACCORD Central Chemistry Laboratory.

8. An ECG will be obtained and transmitted to the ACCORD ECG Reading Center.

Retain a copy for the participant’s research record.

9. Collect all glycemic related information:

a) Review screening blood glucose diary, download SMBG meter values to laptop
and assess blood glucose values for implementation of the glycemia intervention.

b) Complete Standard Glycemia Management Form. Record occurrence of any
severe hypoglycemia as well as the occurrence and frequency of hypoglycemia in
source documents. Review symptoms and therapy for hypoglycemia (See Section
F.1.3.b, F.1.3.c and MOP Chapter &, Section 8.4.4).

¢) Record current glycemic medications including name, dose and participant’s self
report of adherence in the source document. Record current glycemia medications
on the Baseline History and Physical Exam Form only by class of medication.

d) Record name and dose of all current (at visit entry) oral glycemia medications on
the Glyecemia Medications Log. If on insulin, record name and dose on the
Standard Glycemia Management Form.

¢) Conduct nutrition assessment and plan.

f) Instruct participants on their diet, foot care and exercise program and the
relationship of medications with nutrition and exercise.

g) Reinforce proper SMBG technique and instruct participant to test per instructions
on MOP Table F.1.3 (< 7/wk (daily at different times or > 1/day on certain days)
if diet/oral therapy and < 3/day if on insulin).

h) Provide SMBG logbooks and instructions for their completion.

i) Dispense glucose meter if necessary (Canadian Sites only).

J) Provide sufficient strips through to the next visit to the participant (Canadian
Sites only).

k) Fill out the Unified Form to ensure a smooth and steady flow of diabetic testing
supplies being shipped by NetGroup Diabetic Services (US sites only).

1) At baseline continue glycemia therapy that participants were regularly or
routinely taking prior to the ACCORD Study. Convert all glucose lowering
medications to equivalent study provided medications.

1. If any of the conditions in Box A apply, then reduce dose of a glucose
lowering drug:
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BOX A

» Any severe hypoglycemia

» Symptomatic hypoglycemia episodes > 1/week
» >50% SMBG levels <90 mg/dl (5 mmol/l)

» Any adverse effects of glycemia medications

2. Upon receipt of Central Lab HbAlc¢ values, refer to MOP section F.2.2 in this
chapter.

m) Record name and dose of all glycemia medications participant was prescribed at
visit exit on the Glycemia Medications Log. If on insulin, record name and dose
on the Standard Glycemia Management Form.

10. For the Lipid Trial:

a) If on lipid lowering therapy, discontinue and place on simvastatin (20 mg/day,
administered once daily after the evening meal or at bedtime).

b) Record information on the Lipid Medications Management Form.

¢) Refer to nutritionist for instruction/reinforcement of Step 1 diet of the National
Cholesterol Education Program (NCEP).

d) Advise participant of potential adverse effects of statin (myopathy, hepatitis).
Review symptoms of myopathy and hepatitis with participant and advise on
action to take if symptoms occur. Ask participant about coumadin use (see
Section F.1.3.f). Review the list of prohibited medications in MOP Chapter 6,
Section 6.3.5.

11. Remove labels from study medications and place on Drug Dispensing Form then
dispense study medication. Scan label bar codes into computer as soon as possible
after the visit so that adequate inventory can be maintained at the clinical site.

12. Participants assigned in the substudies (Health Related Quality of Life (HRQL),
Physical Activity, Diet) will complete the appropriate questionnaires. Verify that the
participant completes all items before end of visit.

13. Schedule a clinic appointment in 1 month. One-month follow-up visits for Lipid Trial
participants should be scheduled at least 3 weeks after the baseline visit to allow for
arrival of blinded study medication.

14. Remind participants to bring all their medications, glucose meter and SMBG records
at each visit.

15. Collect all related Lifestyle and Background information:

d) Assess smoking status. Follow guidelines (if necessary) in MOP Chapter 4,
section 4.3.1 for smoking cessation activities.

¢) Assess aspirin use. Recommend aspirin therapy in accordance with guidelines in
chapter 4, section 4.3.2.

16. Contact primary care provider as necessary.

17. Obtain a release of information form in case of need for subsequent events.

18. Complete the following forms and enter data as required:

a) Inclusion/Exclusion Summary Form

b) Blood Pressure Trial Screening Form

¢) Lipid Trial Screening Form

d) Participant Contact Information Form (if not previously completed)

¢) Visual Acuity Worksheet

f) Ophtha