PROCEDURES FOR CONDUCTING STUDIES

AT THE CINCINNATI VA MEDICAL CENTER

Background

The VA system has long been an excellent place to conduct studies involving human subjects.  Advantages include a well-defined patient population and database; support services for multicenter clinical trials (e.g., Cooperative Studies Program) and health services research; low cost to the investigator or study sponsor for administration of the protocol, patient visits, and use of the pharmacy or laboratory.  Traditionally, bureaucratic constraints of the VA have made it difficult to collect reimbursement for services performed by an individual VAMC or the use of its facilities.  This is in contrast to university or community hospitals where the cost of these activities is accepted by study sponsors as part of doing business.

Clinical research at the Cincinnati VAMC, which had proceeded at a rather fixed level for many years, has recently undergone substantial changes.  With the restoration of close ties between the VA Research Service and the UC College of Medicine, new investigators have been recruited, funding has increased, and more studies are being performed.  The multimillion-dollar National Institute of Drug Abuse (NIDA) grant has brought in new resources and created new opportunities for collaboration.  The VA non-profit corporation, the Cincinnati Foundation for Biomedical Research and Education (CFBRE), has expanded its activities to facilitate the interaction of the VA, UC, NIH, and private industry.  The General Clinical Research Center (GCRC) has been established along with a research pharmacy to provide care for patients on study protocols.

Along with these changes have been events that have made research more expensive and/or difficult to conduct.  Coincident with the increased clinical research, there have been increased reporting and oversight requirements imposed by VA Central Office (VACO).  The establishment of the Veterans Integrated Service Networks (VISNs) has been accompanied by changes seen in the private section: consolidation, downsizing, and fiscal constraints.  These forces have led to pressure for greater cost accountability for hospital services.  Thus, the costs for laboratory tests or pharmacy procedures for research protocols can no longer be absorbed as part of the clinical services, and have to have their own separate budgets.  Taken together, these events have suggested the need to revise our procedures for conducting clinical research.

Over the past year, the Research Service has given a lot of thought to these issues, and held discussions with investigators, Service Chiefs, CFBRE board members, and UC officials.  New procedures for conducting research involving human subjects have been formulated with the goal of balancing the needs to ensure proper use of VA facilities and generate revenues with the needs to remain user-friendly to investigators and facilitate their research.  Our goal is to encourage investigators to consider the needs of their protocol and the impact on VA while the study is being planned rather than when it is about to be conducted.  Please do not hesitate to contact the Research Service if there are any questions.

Submission and Approval of Protocols

VA regulations stipulate that all research involving VA patients, facilities, or personnel must be approved by the Research & Development (R&D) Committee that meets on the second Tuesday of each month.    Protocols should be submitted to the Research Service office at least 10 working days to be next scheduled R&D Committee to be considered at that meeting.  See the current meeting and submission schedule for specifics date.  The UC Institutional Review Board (IRB) must approve all studies involving human subjects.  Questions about IRB policies and procedures should be directed to the IRB.  A protocol may be submitted simultaneously to the R&D Committee and IRB, but approval by the R&D Committee will not be granted until approval has been obtained from the IRB.  On the other hand, approval by the IRB does not automatically translate into approval by the R&D Committee because there may be issues unique to the VA, which need to be addressed.  Examples include the VA financial statement on the informed consent form and the impact of the study on VA facilities.  These issues can usually be addressed without difficulty and approval by the R&D Committee follows shortly thereafter.

From time to time, questions have been raised about the appropriate signatures to be obtained for protocols submitted to the IRB.  If the studies involve VA and UC patients, the protocol submitted to the IRB should be signed by the appropriate UC Department Chair.  In cases where the protocol submitted to the IRB by a VA investigator only involves VA patients (e.g., Cooperative Studies), the following procedures apply:  if the investigator holds a UC faculty appointment, then the protocol should be signed by the UC Department Chair or the investigator’s Service Chief if this authority has been delegated: if the investigator does not hold a UC faculty appointment, then the protocol should be signed by the investigator’s Service Chief and the ACOS for Research or his designee.

The protocol does not have to follow a rigid format but should contain the following minimal information:  Statement of the problem; hypothesis; specific objectives; significance; methods; resources; collaboration.  The format used by the IRB has proven to be popular with investigators and is frequently used.

Evaluation of protocols by VA R&D Committee varies somewhat, depending on the nature of the study and source of funding.  Pharmaceutical protocols are usually developed by the company sponsor long before they are evaluated by the individual institutions participating in the trail.  The focus of the R&D Committee is on patient safety, adherence to VA regulations, and use of hospital facilities.  By contrast, VACO requires that grant applications involving VA-sponsored studies by reviewed by the local R&D Committee before they are submitted to Washington; in addition to the issues related to pharmaceutical studies described above, the R&D Committee evaluates the scientific quality of the proposals and offers suggestions for improvement.  Performance of these studies depends on whether the application receives a fundable priority score.  

Training Requirements

Prior to receiving full R&D Committee approval, all research personnel involved in human subject research must complete training in the VA Synquest System, VA specific HIPAA, Protection of Human Subjects and Good Clinical Practices.  The training utilized for the latter two will consist of either National Cancer Institute: Human Participant Protections Education for Research Teams or Collaborative IRB Training Initiatives: The Protection of Human Research Subjects and Good Clinical Practices. All of these computer based training modules are available via links on the VA website at http://www.va.gov/resdev/fr/stand-down/default.cfm. A certificate of completion will be required prior to the start of the protocol.  This training is an annual requirement and must be completed prior to the annual renewal date of the completion certificate.  Contact Diane Gillotte for questions regarding Synquest training.  Contact Ellen Graf-Jansen to reserve the HIPAA training tape, and obtain a verification form.

Use of VA Facilities

CFBRE.  Most clinical trials supported by pharmaceutical or biotechnology companies performed at our VAMC are administered by UC.  A $1,000 administrative fee has been instituted for the Research Service to process, review, approve, report and monitor these protocols.  The amount of work needed to accomplish these tasks is comparable to that performed by the IRB.   (The fee will reviewed on an annual basis by the Research Service Administrative Officer.)  Approval of the protocol by the R&D Committee is contingent upon payment of the fee.  The money should be paid to CFBRE following the instructions in the enclosed sheet.  The fee is waived for studies supported by government, urgent compassionate use of investigational drugs on a one-time basis, and unfounded protocols submitted by VA or UC investigators.  If a clinical trial is through CFBRE, then the $1,000 fee will become part of the 12% overhead charge.  (See the attached sheet for a full explanation of the CFBRE overhead charges.)

Pharmacy.  The VA pharmacy plays a central role in all drug studies.  The opening of the research pharmacy and the hiring of a research pharmacist have materially enhanced our ability to conduct clinical trails: investigators and their patients appreciate the administration of investigational drugs in a timely manner with minimal hassle.  If a study involves the use of the pharmacy, the enclosed pharmacy impact form must be filled out.  This form serves two purposes:  it notifies the pharmacy about the protocol and its impact on the hospital; it educates the investigator about the pharmacy and how it will function in the protocol.  The pharmacy routinely provides the following services:  preparation of protocol binder, nursing fact sheets, and drug dispensing guidelines; staff education of the study protocol; documentation of receipt of the study, perpetual inventory of the drug; storage and dispensing of the drug.  The pharmacy is capable of providing more complex services (e.g., patient randomization, drug compounding, patient education) in special situations.  A study initiation fee of $450 has been instituted for clinical trials supported by pharmaceutical or biotechnology companies that involve use of the VA pharmacy.  Additional per patient fees will be assessed depending on the complexities of the study (see Pharmacy Impact Form) Protocols exempt from the fee are the same as those for the administrative fee described above.  The fee does not have to be paid when the study is reviewed by the R&D Committee, but must be paid before the study can be initiated.  Payment should be made to CFBRE in a manner similar to that described for the administrative fee. The PI should contact the Investigational Drug Service prior to submission of studies to the R & D committee.

Laboratory.  If a protocol is going to involve the use of the clinical laboratory, the laboratory impact form, which is enclosed, must be filled out.  The investigator may be faced with questions such as which lab tests are part of routine patient care and which are part of the research protocol or which tests should be performed by the VA lab and which should be farmed out.  The PI should contact the Chief, Pathology and Laboratory Medicine Service, or his designee to discuss these issues and the cost of the needed tests. The Chief or his designee prior to submission of the form will sign the completed laboratory impact form.

GCRC.  The overall mission of the GCRC is to provide a site for the study of adults with complex medical or psychiatric disorders. The GCRC consists of about 3,000 square feet of space located on the 4th floor of the Cincinnati VAMC. Included in the GCRC are two monitored rooms that can house three inpatients; a fully equipped cardiac physiology laboratory; an investigational pharmacy; a phlebotomy room; a large shared work area for nurses, technicians, study coordinators, and other personnel; and five outpatient examination rooms. Additionally, the GCRC has –70º and 0º C freezers and a refrigerated centrifuge. Along with the Director and Associate Directors, the GCRC provides the services of an administrator, a research nurse manager, a research nurse, and a receptionist. The GCRC staff will assist researchers with grant submission and preparation, budget issues, regulatory issues, scheduling and managing of research subject visits, and medical support. The GCRC R&D Committee holds monthly meetings to review protocols submitted to the GCRC. For information on any GCRC issues (usage costs, submission dates, etc.), please contact Amelia T Nasrallah, GCRC Administrator at 513-558-2226, amelia.nasrallah@uc.edu.

Special facilities.  Some protocols may need additional VA facilities which can have an impact on the hospital in terms of cost or resource utilization.  Examples include:  radiologic or nuclear medicine tests; surgical or other invasive procedures; patient transportation; additional space (clinic, office, or lab).  As with the laboratory tests described above, it may be difficult to distinguish the needs related to clinical care from the needs related to the research protocol.  A special needs assessment form is included which must be filled out.  Discussion with the ACOS for Research or other appropriate individuals may be needed.

Non-VA Grants.  For many years, the R&D committee reviewed protocols as part of grant applications submitted to other governmental agencies or private foundations only after those studies became funded.  The reasons for this practice were that few of these protocols involved human subjects and those that became funded did not have a discernable impact on VA facilities.  However, in recent years there has been increased interest in problems (e.g.. Gulf War Syndrome, post traumatic stress disorders) which frequently or exclusively afflict veterans from investigators both within and without the VA.  In a few instances, grants have been awarded by non-VA governmental agencies to UC faculty members who have had a substantial impact on VA facilities.  Therefore, investigators who submit grants involving VA patients or the use of VA facilities to see other patients to government or private funding sources must fill out a VA impact assessment form.  The UC Office of Sponsored Programs provides this form in the grant information materials and it will alert the Research Service to special issues to be addressed prior to submission to the funding source.  Formal review and approval of the application by the R&D Committee can be done either before or after the proposal is funded.

RESEARCH SERVICE CHECKLIST

___  1.
Promise Packet Title Page 

___  2.
Request to Review Research Proposal/Project ___includes 3 MESH terms  ___Funding Codes  ___ Co-investigators

___  3.  
Investigator Data Sheet - VA Form 10-5368 - needs to be done annually

___  4.
Intellectual Property Agreement Acknowledgement Form (IPA) – needs to be done annually
___  5.
Abstract (<500 words) 
 ___electronic copy
___hard copy

___  6.
FORMS FOR HUMAN STUDY (IF APPLICABLE)


___ Protocol for Human Study 
 www.uc.edu/irb 


___Investigator Brochure (if applicable)


___ Documentation of Training for each staff member listed on the protocol
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___Copy of IRB Submission forms

___ IRB letter of approval

___ Report of Subcommittee on Human Studies VA Form 10-1223 signed by IRB chairperson 

(note:  this is for VA funded protocols only)


___ Informed Consent for Human Studies with current stamped IRB date VA Form 10-1086 

___ Conflict of Interest Statements (VA form) – required for initial R&D Committee review
___ HIPPA Authorization Form
___ Waiver of Authorization Form approved by the UC Privacy Board

___ Special Needs or GCRC Needs Assessment Form

___ Pharmacy Impact Form

___ Copy for Research Pharmacy – if applicable Research Service will complete

___ Investigational Drug Information Record VA Form 10-9012

___ FDA Form 1572 for all studies utilizing investigational drugs (under an IND)

___ FDA letter regarding IND

___ Laboratory Impact Form

___ Administrative Fees for Industry Sponsored Studies ($1,000):  

___ Invoice Requested  ___ Invoice sent  ___Invoice paid

___ Compliance Fees for Industry Sponsored Studies ($1,500):

___ Invoice Requested  ___ Invoice sent  ___Invoice paid


___ Contract received by Research Service

N/A  7.
FORMS FOR ANIMAL STUDY (IF APPLICABLE)


N/A Protocol for Animal Study 


N/A Documentation of training in Animal Care and Use

___ 8.
FORMS FOR BIOSAFETY (IF APPLICABLE)


___ Full SRS Form - electronic copy required for SRS review
___ Full SRS Approval Letter

*This item only needs to be submitted once by each PI
Research & Development Committee

Submission Instructions Packet
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