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INTRODUCTION

The Cooperative Studies Program (CSP) Staff are guided in the conduct
of their scientific and administrative responsibilities by the CSP Staff Operations
Manual. This document supplements the CSP Guidelines; the CSP Global
SOPs; and the Research and Development in Medicine Manuals, in particular
sections M-3, Part | (General) and M-3, Part Il (Medical Research Program). All
CSP Staff should be familiar with these documents and the CSP Key Staff
Directory and keep these references readily accessible.

Generally, it is understood that the CSP Coordinating Centers (CSPCC)
are responsible for the management and conduct of a VA Cooperative Study.
These responsibilities include: data collection and analysis; fiscal management;
maintenance of study records; adherence to the study protocol; and overall
scientific integrity of the study. For VA Cooperative Studies involving
investigational drugs, medical devices, and/or biologic agents, the CSP Clinical
Research Pharmacy Coordinating Center (CSPCRPCC) holds primary
responsibility for these items. Additionally, the CRPCC is the primary liaison for
all regulatory and safety aspects of VA Cooperative Studies. The Health
Economics Resource Center (HERC) oversees economic data collection and
analysis for all VA Cooperative Studies. All CSP Coordinating Centers report
directly to CSP Central Office. CSP Staff are expected to promptly report all
important matters to the appropriate leadership.

The CSP Staff Operations Manual details the procedures and special
circumstances of the VA Cooperative Study. While the materials are intended to
be applicable to all CSP Coordinating Centers, local circumstances may require
exceptions and/or modifications. Additionally, VA Central Office may periodically
issue guidance to reflect current VA policies. Center leadership and/or VA
Central Office will provide further guidance to CSP Staff as necessary.
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ROLES AND RESPONSIBILITIES

The following table lists the roles and responsibilities of CSP personnel.

Title

Responsibility

CSP CENTERS

Center Director

Organization and management of the Coordinating Center (CC)
Professional, scientific and visionary leadership
Communication with Central Office regarding Center and study
issues

Center and program strategic planning

Quality Initiatives

Associate Center
Director

Scientific management of the Coordinating Center including studies
and Center based research

Special projects assigned by the Center Director

Center strategic planning

Assistant Center Director
for Administrative
Operations/AO

Administrative, fiscal and human resource management of the
Coordinating Center
Center strategic planning

Assistant Center Director
for Technical Operations

Manages all information technology aspects of the Coordinating
Center

Contributes to the development of CSP information technology
needs

Technical management of the Coordinating Center

Health Economist

Addresses economic issues assessed in a trial if appropriate
Member of Planning and Executive Committee

Study Biostatistician

Provides methodological and statistical direction to a study
Member of Planning and Executive Committees

Manages CSSMRB submission

Manages study start-up

Monitors on-going studies for compliance, data collection issues,
recruitment

Manages study analyses

Study Project Manager

Organization and administrative management of studies
Member of Planning and Executive Committees

Tracks and manages all study budget costs

Coordinates start-up and ongoing issues at participating sites
Responsible for regulatory requirements for studies

Clinical Data Manager

Performs data validation and quality control checks on study data to
ensure protocol adherence

Produces and distributes site specific data quality control reports
Liaise between sites and Center on data related issues

Quality Assurance
Specialist

Assures compliance with GCP and CSP SOPs

Manages institutional and informed consent requirements for
studies

Coordinate HRC activities

Notifies sites of upcoming regulatory expirations
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CSPCRPCC

Study Clinical Research
Pharmacist
(Pharmaceutical Project
Director)

e Manages all the safety and regulatory aspects for drug/device
studies in all phases
Oversees all study safety data
Member of Study Planning and Executive Committees

Pharmaceutical Project
Manager

e Assists in developing pharmacy budgets during the study planning
phase

e Assists in managing the regulatory and safety aspects of studies in

start-up and ongoing phases

Tracks and manages pharmacy study budgets

Adverse Event/Regulatory
Specialist

Manages all safety and regulatory aspects for studies in all phases
Oversees all study safety data
Member of Study Planning and Executive Committees

Adverse Event Program
Manager

Assists in developing Adverse Event budgets during the study

planning phase

e Assists in managing the regulatory and safety aspects of studies in
start-up and ongoing phases

e Tracks and manages regulatory study budgets

SITE MONITORING,
AUDITING AND
RESOURCE TEAM

Good Clinical Practices
Standards and Resources
Group

Develop study tools for GCP compliance
Provide GCP training programs
Perform study implementation visits and for cause audits

Good Clinical Practices
Review Group

Perform GCP periodic study site and closeout reviews
Perform as needed visits

Good Clinical Practices
Monitoring Group

Develop study monitoring plans for pivotal trials
Perform GCP study site initiation, routine, and close-out visits
Perform as needed GCP study visits

VA CENTRAL OFFICE

Director, Clinical Science
Research & Development

General:
e Responsible for overall CSP direction and leadership
Specific:
Responsible to VA/VHA leadership for CSP
Approves all CSP-related requests
Authorizes funding for CSP activities
Conducts performance evaluations for Center Directors and CSP
CO personnel

e Assigns duties as needed to CSP personnel
Note: Some responsibilities are delegated to the CSP Deputy Director and/or provides
responses after review by CO staff

Deputy Director,
Cooperative Studies
Program

General:
¢ Manages CSP scientific, operational and financial activities
Specific:
e Primary point of contact for all CSP study activities
e Primary point of contact for all CSP inquiries/requests
e Primary point of contact for agreements with outside organizations
o Includes CRADAs (industry) and Interagency Agreements
(with NIH)
e Reviews budget/funding and/or study-related requests




Oversees CSP Central Office activities

Responsible for all scientific review activities
Coordinates CSP communications (e.g., study initiation,
publications, press releases)

Coordinates CSP policy efforts and related documents
Responsible to ORD leadership for CSP activities

Management Analyst
(Finance), Cooperative
Studies Program

General:

Manages all financial activities for CSP

Specific:

Manages all CSP approved budget requests

Processes all CSP financial transactions to field sites (for studies
and travel)

Reviews all VA-NPC study budgets and funding activities
Responsible to ORD for all CSP budget reporting

Coordinates and reviews yearly budget submissions

Analyzes the CSP Center and study budget submission for
efficiency and implement necessary changes

¢ Assigns funding for all CSP Central Office and field travel

e Manages & processes Interagency Agreements (IAAs) and funding
CSR&D Administrative General:
Officer e Manages and directs VACP CSR&D/CSP administrative staff and

other duties as assigned by Director, BLR&D/CSR&D and Deputy
Director, CSP

Specific:

Primary point of contact for VHA administrative policies and
regulations

o Includes travel, IT, and contracting
Routes CSP assignments to appropriate administrative staff
Monitors tracking and request response rate.
Assists CSR&D/BLR&D Directors in implementation of national
administrative policies.
Assists CSP Deputy Director in reviewing non-CRADA/CTAA
contracts for contractual compliance.
Monitors and manages IT issues within VACO and communicates
with coordinating centers and field stations on national IT issues.

CSP Program Analyst

General:

Management of CSP review activities, special projects and assists
CSP Director

Specific:

e o o o o

Management of LOI process

Primary backup point of contact for CSP-related outside queries
Coordination and organization of CSSMRB meeting

CSP Studies communications

Management of CSP website content

Generation of CSP stakeholders reports




CSP Program Specialist

General:
e Manages CSP CO administrative functions & field communications
Specific:
Receives and assigns all outside correspondence for CSP
e Handles scheduling and event planning for CSP CO functions
¢ Maintains calendars and contact info for CSP CO staff
e Communications
o Schedules CSP Directors and AO conference calls
o Sends general announcements
o Sends report reminders and collects responses
¢ Maintains CSP CO records
e Main point of contact for ePROMISE information requests from
Coordinating Centers
e Handles A/V and logistics for CSP CO meetings and events

CSR&D Program
Specialist

General
o Assists the CSP Financial Analyst and CSR&D/CSP Administrative
Officer




LETTER OF INTENT

| 1. Overview |

The submission of a Letter of Intent (LOI or Planning Request) by an eligible VA investigator to
the Cooperative Studies Program is the first step in the CSP study development process. The
investigator who submits the LOI to CO is designated as the Principal Proponent. The LOl is a
detailed study proposal that describes the Principal Proponent’s ideas for a multi-site trial with the
goal of enhancing the care provided in the VA. The elements required in the LOI are those
aspects critical to any clinical trial, as well as the study’s relevance and feasibility to the VA. Upon
receipt of the LOI, a review process is initiated to determine the appropriateness of the concept
for a VA Cooperative Study.

| Il. Review Process

A. Processing of LOI

1. Letters of Intent are sent directly to the CSP Central Office. The CO staff is responsible
for processing the LOI and overseeing its review process.

2. Tasks:
a. CSP Program Analyst reviews the LOI to confirm contact information and all
proper approvals from Principal Proponent’s VA Medical Center (i.e., ACOS for
R&D and VAMC Director) are provided.

b. CSP Program Analyst sends to Principal Proponent acknowledgement of
receipt (Letter 1 - LOI Acknowledgement Letter)

c. Once all required information and signatures are obtained, the CSP Program
Analyst records the following information in the LOI tracking database:
¢ name of Principal Proponent
o study title
o date LOI received

d. CSP Program Analyst creates an LOI folder for both the CO files and the CO
hard drive.
o Personal identifiers (e.g., SSN) should be removed.

e. CSP Program Analyst prepares a folder for review by CSP Deputy Director
containing a copy of the LOI (Suggested Reviewers List page flagged) and
available biographical and publications information for Suggested Reviewers.
Upon request, CSP Program Analyst will also prepare for CSP Deputy
Director’s consideration a list of additional reviewers and their biographical
and publications information.

e Suggested reviewer information can be obtained from relevant internet
sources (e.g., PubMed).

| Reference: Checklist 1 — Letter of Intent Checklist ltems 1-5 ]

B. Administrative Review

1. An administrative review of the LOI is conducted to determine whether it is ready for
external review for scientific and clinical merit.



2. Tasks:

a.

b.

CSP Deputy Director reviews the LOI for completeness and appropriateness to
the VA,
e Attention should be given to proponent eligibility, relevance to the VA, study
feasibility / sample size calculations, and required elements of the LOI.
¢ Additional information may be requested from the Principal Proponent if
needed.

CSP Deputy Director reviews the LOI with Director, CSR&D to determine if the
review process should continue.

| Reference: Checklist 1 — Letter of Intent Checklist ltems 6-7

C. External Review

1. If decision is made to continue the review of the LOI, external reviews are conducted by
independent clinical and/or methodological experts knowledgeable of the topic and the
conduct of clinical trials in the field.

2. Tasks:

a.

b.

CSP Deputy Director determines a list of proposed reviewers for the LOI.

CSP Program Analyst contacts the proposed reviewers to determine their
willingness to review the LOI and records date of initial contact in the LOI
tracking database. (See Letter 2 - Invite Letter for CSP LOI Reviewers)

If the proposed reviewer accepts, CSP Program Analyst sends to reviewer
Reviewer Acknowledgement Letter (Letter 3); electronic version/hardcopy of
the LOI, Principal Proponent’s Curriculum Vitae, and Guidelines for Reviewing
Planning Requests VA Cooperative Studies Program (CSP) (Exhibit 1), and
records date these materials are sent in the LOI tracking database.

e A minimum of three reviewers should be obtained.

If a review is not received within approximately one month after the LOI is sent
to the reviewer (or by the submission date agreed upon), CSP Program Analyst
sends a reminder to the reviewer.

Upon receipt of a review, CSP Program Analyst sends an acknowledgement to
the reviewer; removes any identifiers from the review; saves an electronic
version of the review in the appropriate CO hard drive folder; and enters date
received in the LOI tracking database. (See Letter 4 - Review Acknowledgement
Letter)

When all reviews for the LOI are received, CSP Program Analyst creates a
folder containing a copy of the LOI and all reviews and submits to CSP Deputy
Director.

Based on the reviews, CSP Deputy Director may instruct CSP Program Analyst
to send copy of the LOI to Director, CSPCRPCC and to Director, HERC. (See
Memo 5 - Notification of Possible Planning)

CSP Deputy Director evaluates reviewer comments and ratings and
summarizes them for approval by/ further discussion with the Director, CSR&D.

References:
- Exhibit 1 - Guidelines for Reviewing Planning Requests
- Checklist 1 — Letter of Intent Checklist ltems 8-15




lll. Notifications

A. Preparation

1. Once a decision is made to either approve or disapprove the LOI for further planning, CO
staff prepare necessary notifications.

2. Tasks for disapproved LOI:
a. CSP Program Analyst records disapproval in the LOI tracking database.

b. Director, CSR&D sends disapproval notification letter to Principal Proponent.
e This letter summarizes key points raised by the reviewers.

| Reference: Checklist 1 — Letter of Intent Checklist Item 16

3. Tasks for approved LOI:
a. CSP Deputy Director assigns CSP study number to the LOI.

b. CSP Deputy Director with Director, CSR&D determines appropriate CSP
Coordinating Center for the LOI.

c. CSP Deputy Director records assigned CSP study number and Coordinating
Center in LOI tracking database.

d. Director, CSR&D writes approval notification letter for Principal Proponent
summarizing reviewer comments and indicating assigned CSP study number
and CSP Coordinating Center.

e. CSP Program Analyst indicates assigned CSP study number on the reviews;
makes six sets of copies of approval notification letter, reviewer comments;
and LOI for distribution, and files original documents in the LOI's CO file.

| Reference: Checklist 1 — Letter of Intent Checklist ltem 17

B. Distribution of Notifications

1. Notification letters and supporting materials are distributed accordingly.

2. Tasks:
a. For adisapproved LOI, CSP Deputy Director sends disapproval notification
letter by Director, CSR&D to Principal Proponent and his/her ACOS for R&D.

b. For an approved LOI, CSP Deputy Director sends approval notification packets
to the following. (Unless otherwise noted, the approval notification packet is
comprised of approval notification letter by Director, CSR&D, reviewer
comments, and LOI.)

e Principal Proponent (approval notification letter and reviewer
comments only)

Principal Proponent’s ACOS for R&D (approval notification letter only)

Assigned CSP Coordinating Center

Clinical Research Pharmacy Coordinating Center

Health Economics Resource Center

CSP DNA Bank

| Reference: Checklist 1 — Letter of Intent Checklist Items 18-19




Link to Writable Form

Checklist 1 — Letter of Intent Checklist

DATE TASK
Processing of LOI

LOI reviewed by CSP Program Analyst to confirm all appropriate information received.
Letter 1 (LOI Acknowledgement Letter) sent to Principal Proponent.

Information recorded in LOI tracking database.

LOI folder created for both the CO files and the CO hard drive.

Folder prepared for review by CSP Deputy Director to include suggested reviewers.

a A O N =

Administrative Review
6 CSP Deputy Director reviews LOI for completeness and appropriateness to the VA.

CSP Deputy Director reviews LOI with Director, CSR&D to determine if review process should
7 continue.

External Review
8 CSP Deputy Director determines list of proposed reviewers for the LOI.

Proposed reviewers contacted and dates recorded in LOI tracking database. See Letter 2
9 (Invite Letter for CSP LOI Reviewers)

If reviewer accepts, Letter 3 (Reviewer Acknowledgement Letter) and appropriate materials
sent along with Exhibit 1 (Guidelines for Reviewing Planning Requests). Dates materials sent
10 recorded in LOI tracking database. Minimum of 3 reviewers required.

11 Reminder sent to reviewer if review not received within one month.

When review received, Letter 4 (Review Acknowledgement Letter) sent to reviewer, identifiers
12 removed from review, and date received entered in LOI tracking database.

When all reviews received, CSP Program Analyst creates folder with copy of LOI and reviews
13  and submits to CSP Deputy Director.

Based on reviews, LOI may be sent to Director, CSPCRPCC and to Director, HERC. See
14  Memo 5 (Notification of Possible Planning)

CSP Deputy Director evaluates reviewer comments and ratings and summarizes them for
15  approval by/further discussion with the Director, CSR&D

Preparation of Notification
For disapproved LOI:

- Disapproval recorded in LOI tracking database
16 - Director, CSR&D sends disapproval notification to Principal Proponent.

For approved LOI:

- CSP study number assigned to LOI.

- Selection of CSP Coordinating Center made to handle study.

- CSP study number and Coordinating Center recorded in LOI tracking database.

- Notification letter sent to Principal Proponent.

- CSP Program Analyst makes copies of letter, reviewer comments and LOI for distribution and
17  filing.
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TASK

Distribution of Notifications
For disapproved LOI:
- Disapproval notification letter sent to Principal Proponent and his/her ACOS for R&D

For approved LOI:
- Approval notification packets sent out. See distribution list in Staff Operations Manual.

11



PROTOTYPE LETTER 1

LOI Acknowledgement
Letter

Dear Dr. [NAME]:

We have received your Letter of Intent entitled “[LOI TITLE]". Your submission will now
go through the LOI evaluation process.

Thank you for your interest in the VA Cooperative Studies Program.
Sincerely,

[NAME]

VA Cooperative Studies Program (125)

810 Vermont Avenue, NW

Washington, DC 20420

Ph: 202-254-0192
Fax: 202-254-0471

12



PROTOTYPE LETTER 2

Invite Letter for CSP LOI
Reviewers

Dear Dr. [NAME]:

The Department of Veterans Affairs Cooperative Studies Program (CSP) has received a
Letter of Intent (LOI) from Dr. [NAME] entitled "[TITLE]". This Letter of intent is a request
to CSP for approval and funding to plan a VA multi-site clinical trial. Given your
expertise, we would like to determine your interest and availability in providing a review
for the LOI.

The review would consist of a few written pages of your expert evaluation of the
proposed study's concept, applicability, and feasibility, along with any major or minor
concerns you might have. We also ask reviewers to provide a review within a month's
time, but can accommodate if more time is needed. If you are willing and able to review
this LOI, we will send it to you along with a review form.

[IF APPLICABLE]

Please note that Dr. [NAME] has also submitted your name as a potential planning
committee member for the study if approved for planning. If the LOI is approved and
you prefer to serve on this committee instead (i.e., you cannot provide a review because
of a potential conflict), please let me know.

If you are unable to be a reviewer, any suggestions for reviewers would be greatly
appreciated.

Thank you for considering this request.

Sincerely,

[NAME]

VA Cooperative Studies Program (125)

810 Vermont Ave NW

Washington DC 20420

Ph: 202-254-0192
Fax: 202-254-0471

13



PROTOTYPE LETTER 3

Reviewer Acknowledgement
Letter

Dear Dr. [NAME]:

We are glad you are available to review the Cooperative Studies Program Planning
Request submitted by Dr. [NAME] entitled “[LOI TITLE]". | have attached copies of Dr.
[NAME]'’s Planning Request and Curriculum Vitae, and the review guidelines.

Please contact me if | can be of any service.
[NAME]

VA Cooperative Studies Program (125)

810 Vermont Avenue, NW

Washington, DC 20420

Ph: 202-254-0192
Fax: 202-254-0471

14



PROTOTYPE LETTER 4

Review Acknowledgement
Letter

Dear Dr. [NAME]:

Thank you for reviewing the VA Cooperative Studies Program Planning Request
submitted by Dr. [NAME], entitled “[LOI TITLE]". Your help and effort are greatly
appreciated as the VA and Cooperative Studies Program continue our mission of
supporting high quality multi-site clinical trials to enhance the care we give to veterans.

Sincerely,

[NAME]

VA Cooperative Studies Program (125)
810 Vermont Avenue, NW
Washington, DC 20420

Ph: 202-254-0192
Fax: 202-254-0471

15



DEPARTMENT OF Memo randum

VETERANS AFFAIRS
PROTOTYPE MEMO 5
Date: Upon notification from
Director, Clinical Science
From: Deputy Director, Cooperative Studies Program (125) R&D of possible planrun.g
Subj: [title of LOI]
To:  Director, CSPCRPCC (151-1)
Director, HERC (152 MPD)
Director, DNA Bank

1. Enclosed is an LOI of a study by [LOI Principal Proponent] entitled, “[LOI title]”.

2. This LOI is being provided for your information to assist with planning purposes
and/or determining if resources need to be allocated for this study if approved for
planning.

3. To date, approval for planning has not been given. If and when approval for
planning is given, you will be notified along with the assigned CSP study number.

4. If you have any questions, please contact me at (202) 254-0252 or via e-mail at

grant.huang@va.qgov.

Grant D. Huang, MPH, Ph.D.

16



EXHIBIT 1

GUIDELINES FOR REVIEWING PLANNING REQUESTS
VA COOPERATIVE STUDIES PROGRAM (CSP)

In reviewing the enclosed proposal, please keep in mind that this is a request for
planning support. This is the initial review in the planning process. If planning
support is granted, the study will be assigned to one of the Cooperative Studies
Program Coordinating Centers. The principal investigator and a biostatistician at
the Center, together with the study’s Planning Committee, will develop the final
protocol. The Cooperative Studies Scientific Merit Review Board (CSSMRB) will
then review the proposed research plan. Details such as specific inclusion/
exclusion criteria, specific treatment regimens, follow-up techniques, data
collection forms, sample size estimation, data processing procedures and
statistical analyses need not be included in the investigator’s proposal at this
stage.

Please comment on the following:

1. DESCRIPTION

Briefly describe the proposed study and the specific objectives.

17



EXHIBIT 1 (cont)

2. CRITIQUE

a. What is your general impression of the importance and
timeliness of this study?

b. Are the objectives and the endpoints clearly stated?

c. Are there logical links between questions, data and endpoints?

d. Are there sufficient preliminary data from smaller studies to
justify a large scale multicenter clinical trial?

18



EXHIBIT 1 (cont)

. Is the population of subjects to be studied (or the unit of
analysis) clear and appropriate?

Is the estimation of the number of available study patients and
sampling strategy reasonable?

. Are the proposed methods, “state of the art™?

. Are there any ethical problems that may jeopardize the study
plan?

Are the drugs/devices or services to be studied likely to be
supplanted by newer drugs/technology or services prior to the
completion of the study?

19



EXHIBIT 1 (cont)

3. INVESTIGATOR QUALIFICATIONS

a. lIs the investigator trained and experienced in the types of
procedures/intervention proposed?

b. Is the investigator knowledgeable about the field of research
proposed?

c. What is the investigator’s record of achievement in scientific research?

NOTE: It is helpful, but not required, for the investigator to have
experience in cooperative studies. However, the scientific and
administrative support of the CSP Coordinating Center compensates for
an investigator’s lack of experience in large multicenter trials.

20



EXHIBIT 1 (cont)

4. RECOMMENDATIONS

Keeping in mind that this is a request to plan a cooperative study, please indicate
your overall assessment by typing your rating in the space provided using the
scale below as a guide.

A score in the mid-range indicates a judgement that the study should be planned,
but with specified modifications. Please add any additional comments.

RATING:
0 1 2 3 4 5
Reject Approve
Comments:
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PLANNING

I. Initial Startup of Planning Activities

A. Written Notification to Principal Proponent by CO

1. Planning activities start when CO approves a Letter of Intent, notifies the Principal
Proponent and assigns the CSPCC, CSPCRPCC, and HERC in writing. If there is a DNA
Bank component included, MAVERIC and Palo Alto should also be notified.

2. Tasks:
a. Record date of this letter on the Planning Checklist

| Reference: Checklist 2 - Study Planning Checklist Item 1

3. The official study title will be the one given on the Letter of Intent. If the title is changed
for the CSSMRB submission, the Proponent requests a change in writing to the CSPCC
Director.

B. Initial Contact with Principal Proponent by CSPCC

1. The CSPCC initiates contact with the Principal Proponent to provide an introduction to
CSP, an overview of planning stage activities, and to begin organizing a study planning
team.

2. Tasks:
a. The CSPCC Director sends Memo 6 to the Principal Proponent.
e This memo identifies the Biostatistician, Project Manager and other team
members for the study. The Proponent is asked to identify a Planning
Committee. The memo also requests that the Principal Proponent obtain
the signatures of his/her ACOS/Research and Development, the Chief of
Staff and the Medical Center Director, indicating that they have been
informed and approve of the Principal Proponent’s participation in the study.
(See Memo 7)

b. The CSPCRPCC Director sends Memo 8 to the Principal Proponent (if
applicable).
e This memo identifies the Study Clinical Research Pharmacist and/or Adverse
Event Specialist assigned to the study.
e Checklist 3 - CSPCRPCC Budget Requirements Checklist for items to be
considered for inclusion in budget to be sent along with Memo 8.

c. CSPCC Director or designee contacts the Principal Proponent by telephone.

d. CSPCC Director makes contact with the ACOS for R& D (Memo 9).
e This memo informs the ACOS for R&D that approval has been granted for
the Principal Proponent to begin working on a cooperative study.

e. Other CSP personnel make phone calls to Principal Proponent.
o After sufficient time has elapsed for Memo 6 to reach the Proponent, the
Biostatistician and Project Manager call to introduce themselves and to
review some of the items referred to in Memo 6.
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f. CSPCRPCC contacts Principal Proponent.
o After sufficient time has elapsed for Memo 8 to reach the Proponent, the
Study Clinical Research Pharmacist and/or Adverse Event Specialist will call
to introduce themselves and to review some of the items referred to in Memo
8. Checklist 3 - CSPCRPCC Budget Requirements Checklist will be
discussed with the Principal Proponent during initial contact by the Study
Clinical Research Pharmacist.

References:
- Checklist 2 - Study Planning Checklist Items 2 — 9
- Checklist 3 - CSPCRPCC Budget Requirements Checklist

C. Establishment of CSPCC and CSPCRPCC Central Study Files

1. The Central File serves to collect all key documents and approvals relevant to the study.
It is important that the file structure be established according to standard operating
procedures (see reference below).

2. Tasks:
a. The CSPCC establishes a central study file to include all materials generated
during the planning stage.
e Once the study has been approved and funded after CSSMRB, the complete
central study file can be established.
e Checklist 4 - SMART Checklist should be utilized to complete tasks
associated with monitoring.

b. The CSPCRPCC establishes a central study file to include all pharmacy or
regulatory materials generated during the planning state.
e Once the study has been approved and funded, the complete pharmacy and
regulatory study files can be established.

References:

- CSP Global SOP - 3.2.0 - Central Monitoring - Attachment 2: Guidelines for Contents of the
CSP Central Study File

- Good Clinical Practice: Consolidated Guidance (ICH-E6), Section 8 — Essential Documents for
the Conduct of a Clinical Trial

- Checklist 2 - Study Planning Checklist Items 10-11

- Checklist 4 — SMART Checklist

D. Announcement of Study Planning to VA Sites

1. Once planning activity is approved, an announcement is made to the field by VACO.
Interested sites will be asked to contact Principal Proponent (and/or Coordinating Center)
if interested in participating in study.

2. Task
a. CSP Deputy Director sends an email to the ACOS for R&Ds and posts relevant
information on the CSP website.

| Reference: Checklist 2 - Study Planning Checklist Item 12

E. Formation of Planning Committee

1. The planning committee will be key to the development of the full study and writing the
final proposal for review at CSSMRB.

2. Members of the Planning Committee include: the Principal Proponent, Biostatistician,
Health Economist (if applicable), Clinical Research Pharmacist, Coordinating Center
Director, Adverse Event Specialist, Project Manager, and Content Expert(s).
Pharmaceutical Project Manager will be a non-voting member.
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3. Tasks:

a. The Principal Proponent will submit the names and contact information of all
members nominated for the Planning Committee to the Project Manager.

b. The Project Manager will contact each member for their CV.

c. This material will be provided to the CSPCC Director for approval and then
forwarded to the Director, Clinical Science R&D for concurrence/approval.

d. When the Planning Committee members have been approved, the Project
Manager will initiate arrangements for the first Planning Committee meeting.

References:

- CSP Guidelines, Chapter Il, “Developing a CSP Study”, Section C., “Planning a CSP Study:
Participants”, Part 5, “Planning Committee” for a comprehensive list of Planning Committee

Members
- Checklist 2 - Study Planning Checklist ltems 13 - 15

| Il. First Planning Meeting

A. Preparation for First Planning Meeting

1.

The First Planning Meeting should be held within three months of the date that active
planning is approved. If this cannot be done, the CSPCC Director will request additional
time from the Director, Clinical Science R&D Service.

2. The First Planning Committee meeting will be held in the vicinity of VA Central Office,
unless, permission is granted by the Director, Clinical Science R&D Service to hold the
meeting elsewhere.

3. Tasks:

a. Project Manager will contact all of the Planning Committee members and
attendees to identify potential meeting dates.

e A minimum of 3 dates are to be identified.

b. Set up e-mail groups as needed (e.g., Planning Committee members,
Chairperson’s Office, Study Team).

c. Administrative Officer (AO) or Project Manager will then contact the CSR&D
Service (including CSP Deputy Director) with the proposed meeting dates.

d. CO will select the date of the meeting based on the availability of the CRADO,
Director, Clinical Science R&D, CSP Deputy Director, and other CO personnel.
Project Manager will initiate arrangements for First Planning Meeting.

e. Once CO has identified an agreeable date, the Project Manager will
communicate this date to the Planning Committee members and attendees.

References:

- Checklist 2 - Study Planning Checklist Items 16 - 21
- Additional instructions for the First Planning Meeting can be found in Exhibit 2 — Guidance for

CSP Study First Planning Meetings
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B. Suggested Agenda

1. An agenda is prepared for the First Planning Meeting to include as many of the following
topics as possible:

Primary Hypothesis e Human Rights Issues
Secondary Hypothesis (if any) e CSPCRPCC Issues/Budget Checklist
How to Communicate the Importance e Economic Analysis (if any)
of the Study e Study Forms

Treatment to be Studied e Budget Issues (to include info on study
Treatment Regimens personnel and participating sites)
Experimental Design e Core Laboratories (if needed)

o Patient Population e Quality Assurance Issues

o Inclusion Criteria e Assessment of GCP Monitoring or
Exclusion Criteria Auditing Requirements
Baseline Criteria e Publications
Follow-Up e Participating Centers
End Points — Primary and Secondary e Collaboration with Non-VA Groups
Sample Size Criteria e AE/SAE Safety Issues

2. Tasks
a. Prepare agenda for First Planning Meeting

Reference:

- Checklist 2 - Study Planning Checklist ltem 22

C. Planning Materials Sent to Committee

1. Prior to the First Planning Meeting, materials are to be sent to the Planning Committee
members in order to facilitate the meeting and ensure all individuals understand CSP activities.

2. Tasks
Project Manager will prepare and mail Memo 10 with the following materials. See
memo for distribution.

a.

CSP Guidelines (noting that they should pay special attention to Chapter I,
“Developing a CSP Study”, Sections A-D)

CSP Brochure

Planning Request - including relevant publications submitted by Principal
Proponent

Reviews of the preliminary proposal

Response to reviewers’ criticisms by Director, Clinical Science R&D Service (if any)
Detailed analysis of reviewers’ comments by Principal Proponent and/or Study
Biostatistician including a point-by-point response to the reviewers criticisms.

List of Committee members

Agenda

A review of the literature to provide the Planning Committee with a basis for design
decisions (e.g., effect sizes, estimates of variability, outcome measures). It will be
the responsibility of the Biostatistician to provide a “Concise Summary” of the
extensive clinical literature relevant to the study. The purpose of this activity is to
recognize potential duplicative (or nearly duplicative), completed, or ongoing trials
so the Director, Clinical Science R&D Service can fully assess the unique scientific
contributions of all new proposed CSP trials.

Key items to establish a CSP budget (see Checklist 5)
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References:

Resources for providing above information are:

- Cochrane Library (http://www.cochrane.org). You must subscribe to receive information from the
Cochrane Library (approx. $400). Abstracts only are provided.

- NIH trial database (http://www.clinicaltrials.gov). This NIH Clinical Trials database provides names of
studies, recruitment status and also provides some preliminary information about a trial.

- CSP Guidelines, Chapter I, “Developing a CSP Study”, Sections A-D.

- Checklist 2 — Study Planning Checklist ltem 23

- Checklist 5 - Key ltems to Establish CSP Budget

D. Travel/Meeting Details

1. Travel to and conducting the First Planning Meeting are the major activities of this phase.
CSPCCs need to determine that these efforts represent a good use of CSP funds and that the
meeting is organized to meet its goals.

2. Tasks
a. The Travel Manager/Travel Coordinator will transmit estimates of travel costs via e-
mail for all participants to the CSP Finance Officer and CSP Deputy Director, at least
four weeks before the meeting (See Exhibit 3).
¢ No sleeping rooms should be included as part of hotel contract. Exhibit 2 provides
more information regarding hotel accommodations.
e After Travel Authorization received from VA Headquarters, the Travel
Manager/Travel Coordinator should provide copy to Administrative Officers at
respective VA sites.

b. The Project Manager will provide an attendee sign-in sheet for each day of the
meeting. This sign-in sheet will be used to determine who actually attended this
meeting.

c. After meeting is held, the Travel Manager/Travel Coordinator must inform the CSP
Deputy Director and Management Analyst for Finance of who did not attend this
meeting.

References:

- Exhibit 2 — Guidance for CSP Study First Planning Meetings
- Exhibit 3 — CSP Meeting and Travel Information

- Checklist 2 — Study Planning Checklist ltems 24 - 28

E. Deviations from Original LOI

1. If significant deviations from the originally stated letter of intent occur during planning, the
Center Director must inform the Director, CSR&D and request approval for the changes.
Significant deviations may require an administrative review by the Director, CSR&D and/or the
consultants who reviewed the original Letter of Intent.

2. A significant deviation from originally stated intent is left to the judgment of the CSPCC Director.

| ll. Second Planning Meeting j

A. Requirements to Hold Second Planning Meeting

1. Funding for Second Planning Meeting is contingent upon a satisfactory first meeting.

2. Tasks:
a. Principal Proponent forwards an updated executive summary to the CSPCC Director.
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b. With the assistance of the CSPCC Director and Biostatistician, the Project Manager
prepares a request to either continue or discontinue planning. This request is sent
to the Director, CSR&D for the final decision on whether planning should be
continued.

e CSP policy requires that the Principal Proponent, with the assistance of the
Biostatistician, conduct a patient availability survey. Include this information in the
VACO request to continue planning. This survey is necessary before decisions can be
made about the number of participating sites and years of patient intake that will be
required to achieve the target sample. One approach is to search for patients with
appropriate clinical profiles in utilization databases such as the Patient Treatment File
(PTF), the Outpatient Care file (OPC), or the DSS National Data Extracts. Another
approach is to informally survey providers at potential study sites, asking them to track
patients over a defined period of time to determine how many meet the proposed
inclusion and exclusion criteria. A less valuable alternative is for those providers to
estimate the number of patients who will meet the criteria.

e If the Director, Clinical Science R&D Service requests additional information to make this
decision or disapproves continued planning, the information or any appeal to the
disapproval must be submitted to the Director, Clinical Science R&D Service within 30
days of notification.

c. The Biostatistician and Project Manager prepare the Principal Proponent for the
second meeting by sending Memo 11 (unless contraindicated) along with a sample
outline of a protocol.

d. The CSPCC and CSPCRPCC will develop a draft budget for discussion at the Second
Planning Meeting. See Section IV. Study Budget Development.

References:

- CSP Global SOP 2.1.0 Developing, Approving and Amending Protocols. See Attachment 2 (pages
20-22) for Sample Table of Contents for Protocols

- Checklist 2 — Study Planning Checklist Items 29 - 32

B. Securing Drug/Device Supplies — Planning

1. When a study involves drugs or devices, negotiations will begin during planning with industry to secure
commitments for the donation drug/device supplies for the study. This can be accomplished by the
CSPCRPCC clinical research pharmacist, or in conjunction with the Principal Proponent or CSPCC.
The clinical research pharmacist must attempt to secure a written commitment from each involved
company during planning or at least prior to CSSMRB review. A formal contract delineating rights and
privileges between the CSP and the involved company is not required during planning. But to facilitate
the completion of a formal agreement during Kickoff, the clinical research pharmacist should, if
possible, determine whether the company will require Intellectual Property be addressed in the final
formal agreement.

2. Inthe event industry’s support to a study will include funds to support the efforts of the CSPCRPCC for
the study, the CSPCRPCC Director and the Director, Clinical Science R&D Service must become
involved in the negotiations. In the event industry’s support to a study is beyond the donation of
drugs/devices and funds to support the CSPCRPCC'’s efforts (i.e., industry will donate funds to support
non-drug/device aspects of the study), the appropriate CSPCC Director, the CSPCRPCC Director, and
the Director, Clinical Science R&D Service, must become involved in the negotiations.

3. While a few mechanisms are available for enabling drug company provision of drugs/funds, the most
common one will be the Cooperative Research and Development Agreement (CRADA) (see CSP
Deputy Director for CRADA template). If the drug company requires agreements related to intellectual
property, the use of a CRADA will be required. Central Office will provide the lead for all efforts
involving any agreements, with the CSPCRPCC and CSPCC providing assistance.

| Reference: Checklist 2 - Study Planning Checklist ltem 33
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C. Identifying Date for Second Planning Meeting

1. The Second Planning Meeting should be held within six months after the first planning meeting.
If this cannot be done, the CSPCC Director should recommend to Director, Clinical Science
R&D Service that planning be discontinued or petition for an extension.

2. Tasks:
a. The Project Manager mails Memo 12 to all participants informing them of the
meeting.

e ltis obligatory that the second meeting be in the vicinity of the CSPCC to facilitate
Human Rights Committee review and attendance by CSPCC staff. This will
provide the opportunity for the Planning Committee and the Human Rights
Committee to review the protocol together. Note that some Centers may choose to
follow the “just-in-time” rule, therefore the Human Rights Committee Review may
not be necessary until after approval by CSSMRB.

3. [f additional planning meetings are required after the Second Planning Meeting is held, the
CSPCC Director will contact the Director, Clinical Science R&D Service.

| Reference: Checklist 2 - Study Planning Checklist Items 34 - 35

D. Preparation for CSSMRB

1. Planning activities are conducted to prepare for a protocol submission review to CSSMRB.
Near the time of the Second Planning Meeting, preparations for this submission should begin.

2. Tasks:
a. Shortly before the Second Planning Meeting, the CSPCC Director sends the
Proponent Memo 13 (or comparable e-mail) which deals with the preparation of the
submission to the Cooperative Studies Scientific Merit Review Board (CSSMRB).

b. Materials to be received from Principal Proponent, CSPCRPCC (if applicable) and
HERC (if applicable).

| Reference: Checklist 2 - Study Planning Checklist Iltems 36 - 39

E. Travel/Meeting Details

1. Similar principles for travel and meeting apply as for the First Planning Meeting.

2. Tasks:
a. The Travel Manager/Travel Coordinator will transmit estimates of travel costs via e-
mail for all participants to the CSP Finance Officer and CSP Deputy Director at least
four weeks before the meeting (See Exhibit 3).
¢ No sleeping rooms should be included as part of hotel contract. Exhibit 2 provides
more information regarding hotel accommodations.
e After Travel Authorization received from VA Headquarters, the Travel
Manager/Travel Coordinator should provide copy to Administrative Officers<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>