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COOPERATIVE CLINICAL TRIAL AWARD PROGRAM
1. PURPOSE
This Veterans Health Administration (VHA) Handbook provides policy related to the Cooperative Clinical Trial Award (CCTA) Program for the Clinical Science Research and Development (CSR&D) Service.

2. SCOPE
a. The Cooperative Clinical Trial Award Program is an intramural funding mechanism to support investigator-initiated clinical trials conducted by eligible VA investigators at VA medical centers or VA-approved sites. Following approval of a Letter of Intent (LOI), the principal proponent is assigned to work with the Cooperative Studies Program Clinical Research Coordinating Center (CRCC), which collaborates with the principal proponent in application development. Following completion of the application, if it is approved for funding, the CRCC continues to collaborate with the principal proponent through the implementation, conduct, final analysis and close-out of the study.  The CRCC provides clinical research methods support, and administrative and budgetary management. Clinical research methods support may include proposal development assistance, study implementation, central coordination of study conduct, data management, interim statistical analyses and study monitoring, and final statistical analyses for study publications. The CRCC also provides oversight to assure that the study is conducted in compliance with regulatory and VA policies.

b. The types of clinical trials appropriate for this program include: 1) trials typically funded by the Merit Review Award Program which require the resources of the CRCC in order to assure proper conduct of the trial, and 2) single or multi-center trials that are smaller in scope and budget than those typically funded by the Cooperative Studies Program. 

3. TYPES OF TRIALS
a. Trials considered for this program are small to mid-size randomized clinical trials proposed to answer an important clinical question.  These studies may involve from one to 5 sites and up to 400 subjects. 

b. In addition, the CSR&D Service will also consider applications of exceptionally high interest and scientific merit for the following:

(1) Phase II trials of drugs or devices (single- or multi-center). These are generally performed on groups of 20 to 300 subjects after the drug or device has completed phase I testing. Phase II trials are designed to assess how well the drug works, as well as to continue Phase I safety assessments in a larger group of volunteers and patients. Phase II studies of drugs are sometimes divided into Phase IIA and Phase IIB. Phase IIA is specifically designed to assess dosing requirements, whereas Phase IIB is specifically designed to study efficacy.
(2) Pilot trials (usually single site) needed to provide preliminary information about the effectiveness of a treatment.
(3) Feasibility trials (single or multi-site) needed to plan and justify a larger multi-center Cooperative Study. Such trials include those that will assess availability of study patients and methods to improve recruitment, determine whether the expertise needed to provide an intervention (such as a surgical or medical procedure) can be demonstrated at more than one site, assess patient compliance with the study interventions, determine follow-up rates and develop methods to minimize withdrawal rates.

(4) Early clinical testing (Phase I) of drugs or devices for which pre-clinical testing has been completed. These trials are the first stage of testing in human subjects. Normally, a small (20-80) group of volunteers will be selected. This phase includes trials designed to assess the safety, pharmacokinetics, and pharmacodynamics of a drug or the safety of a device. Phase I drug trials also normally include dose-ranging, also called dose escalation, studies so that the appropriate dose for therapeutic use can be found. Phase I trials most often include healthy volunteers. Waiver requests to conduct a Phase I study would be included with the Letter of Intent.
4. ELIGIBILITY

a. Eligibility to submit a proposal will be determined by CSR&D (reference VHA Handbook 1202.1) at the time of the LOI review. The VHA policy for eligibility to receive research support from the Office of Research and Development (ORD) is described in VHA Handbook 1200.15.

b. The CCTA Program is an intramural program supporting research conducted by VA investigators at VA medical centers or VA-approved sites. Each proposal must have a single principal proponent, who shall hold a M.D. or equivalent doctoral degree in medical, biological, or behavioral sciences. When the proposal is anticipated to bridge multiple medical disciplines, and the principal proponent does not have expertise in all the disciplines, then co-investigators may be identified to provide the additional expertise. 
c. It is expected that the principal proponent and VA co-investigators will perform all of the funded research in VA space or VA leased space. 
d. Submission of proposals to CSR&D is subject to the single project rule, whereby a principal proponent may have one active Merit Review from CSR&D, including this award. In addition, each principal proponent may submit only one Merit Review to BLR&D and either one Merit Review or one CCTA to CSR&D for any review round. A principal proponent may have a second BLR&D or CSR&D Merit Review or CCTA award in response to a special request for proposals (RFP) or a program announcement (PA), if specified in the RFP or PA. However, the total number of awards held by a principal proponent at any point in time, BLR&D and CSR&D services together, may be limited. For the current limit on total number of awards, refer to guidance document, Current Merit Review Guidelines and Submission Deadlines. For purposes of the single project rule, Centers and Research Enhancement Award Programs (REAP) are not considered Merit Reviews or CCTAs.
e. A proposal submitted to CSR&D may not be submitted simultaneously to any other component of ORD (RR&D, HSR&D, BLR&D or CSP).

5. LETTER OF INTENT SUBMISSION PROCESS
The application process starts with a Letter of Intent (LOI). A full proposal may not be submitted without an approved LOI. Applicants need to work with the local VA R&D Office to prepare the LOI and application. Refer to Guidance for Submitting a Cooperative Clinical Trial Award Letter of Intent.
6. LETTER OF INTENT EVALUATION CRITERIA
a. An LOI will initially undergo an administrative review by VA Central Office and may be scientifically evaluated for feasibility and relevance to the VA. It will also be evaluated to determine the contribution to the field in light of other ongoing clinical studies, potential treatment benefit and feasibility.
b. If the LOI is approved, the principal proponent will be notified of the approval and that the study has been assigned to the CRCC for planning support. The Director, CRCC, will receive a copy of this correspondence and will be responsible for contacting the principal proponent to initiate the planning process.

7. PROPOSAL PLANNING AND APPLICATION PROCESS
a. The goal of the planning process is for the principal proponent and the CRCC to collaborate on the development and completion of the application. Both the CRCC and the principal proponent are expected to work diligently towards developing the application to submit for review in a timely manner; however, the principal proponent should allow for adequate and sufficient planning time prior to any submission deadline. No funding support is provided to the principal proponent during planning. Services provided by the CRCC will be funded by CSR&D/CSP and may include funding of planning meeting(s) to facilitate planning. The need for and number of planning meetings will be determined by the Director, CRCC and is subject to approval by the Director, CSR&D.
b. Planning studies is a collaborative process that in some circumstances may be accomplished by establishing a planning committee to provide representation of different types of expertise and from participating study sites. The principal proponent, CRCC study biostatistician and CRCC study project manager would be included as members of the planning committee. The Director, CRCC is an ex-officio member. A research pharmacist from the Albuquerque CSP Clinical Research Pharmacy Coordinating Center may also be assigned to the planning committee if the LOI approval letter indicates this expertise is needed. Additions to the planning committee, such as co-investigators, an investigator representing the participating clinical sites or the head of a core laboratory can be recommended by the principal proponent to the Director, CRCC. Planning Committee nominations (other than CRCC representatives) should be submitted with the LOI. Final nominations are forwarded by the Director, CRCC to the Director, CSR&D for approval.
c. Completed applications require the approval of the Director, CRCC before they can be submitted. An approval letter from the Director, CRCC must be included with the application. Refer to Guidance for Preparing and Submitting a Cooperative Clinical Trial Award Application for information about the content and format of the application and submission instructions.
8. APPLICATION EVALUATION CRITERIA
a. An expert per review board will evaluate CCTA applications and make recommendations to the Director, CSR&D regarding the scientific merit and feasibility of the proposal. The review board can recommend 1) unconditional approval, 2) conditional approval, 3) revise and resubmit or 4) reject. If revise and resubmit is recommended, the application can be resubmitted up to two additional times. If the application is rejected, the application may not be resubmitted.
b. Decisions to fund applications are made by the Director, CSR&D. Decisions to continue planning support by the CRCC for applications receiving a recommendation to revise and resubmit are also made by the Director, CSR&D.

9. STUDY IMPLEMENTATION, CONDUCT AND CLOSE-OUT
Upon receipt of funds, the study implementation process will commence. The CRCC will continue to collaborate with the principal proponent to assure the successful conduct of the study. The principal proponent will provide scientific and clinical leadership for the study while the CRCC will be responsible for central coordination of study conduct, data management, interim statistical analyses and study monitoring, and final statistical analyses for study publications. 
10. STUDY OVERSIGHT
a. The principal proponent will be responsible for the conduct of the study, with all local oversight committee approvals, including Just-In-Time Compliance requirements. In all cases, annual progress reports will be required for central review. A CCTA may be assigned to the CRCC for oversight through an independent Data Monitoring Committee (DMC) that is nominated by the Director, CRCC and approved by the Director, CSR&D. Responsibilities of the DMC include:

(1) Reviewing the study protocol and monitoring plan prior to the start of patient recruitment.
(2) Reviewing the progress of the study at least annually and recommending whether or not the study should continue. The DMC will determine whether more frequent reviews of study progress are needed and the information to be reviewed. Progress reports will be jointly produced by the principal proponent and CRCC. Such reports will be forwarded to the DMC by the CRCC. For randomized trials, the principal proponent and other study investigators are blinded to any data reported for specific treatment groups until data collection and cleaning are complete. 
(3) Reviewing proposed protocol amendments, including study extensions. 

b. All communications to and from the DMC must go through the CRCC. Recommendations made by the DMC are forwarded to the Director, CRCC for concurrence. The final decision to approve DMC recommendations is made by the Director, CSR&D.
11. CHANGES TO FUNDED AWARDS
Requests for changes to an award, such as transfer or change of principal proponent, require approval of the Director, CSR&D. All such requests require the approval of the Director, CRCC before submittal to the Director, CSR&D. 
12. PROGRAM CONTACTS AND MAILING ADDRESSES
Inquiries about the CCTA may be directed to the appropriate CSR&D service contact listed on the VA Research and development website at http://www1.va.gov/resdev .
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