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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
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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

Chapter 1 - January 7, 2003

10



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.
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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.
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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 prov