NEW PROCEDURES FOR REVIEWING RESEARCH PROTOCOLS

Background

The Research and Development (R&D) Committee provides oversight for all research studies involving VA patients, staff, or facilities.  Members of the R&D Committee have dual responsibilities: on the one hand, they are charged with reviewing protocols for scientific quality, protection of human or animal subjects, safety, and adherence to federal and other regulations; on the other hand, they are asked to act in a constructive manner with the goal of helping investigators perform better research.  Individual members of the R&D Committee differ in how they interpret these responsibilities, which may be reflected in their protocol reviews.  In order to enhance greater uniformity of these critiques, new procedures for analyzing protocols have been developed.

Types of Protocols

Research  protocols generally fall into three broad categories: 

1.) VA-Funded Studies.  These protocols are submitted to VACO by a VA investigator for competitive funding.  Examples include Merit Review, HSR&D, RR&D, and Career Development applications.  These protocols require more thorough review than other types of protocols analyzed by the R&D Committee because they will be reviewed by VACO.  The scientific merits of these grants will be evaluated by a panel of experts in the appropriate discipline.  The quality of our IRB, IACUC, Biosafety and Radiation Safety reviews will be analyzed by individuals with the necessary expertise appointed by VACO.  

2.) Other Investigator-Initiated Studies.  These protocols, which are quite heterogeneous, include studies such as student or trainee research projects, unfunded protocols by investigators, and studies funded by non-VA organizations.  Although these protocols require less intense scrutiny than VA-funded protocols, consideration of scientific quality is equally as important as consideration of protection of subjects, safety, and adherence to regulations.  

3.) Multicenter Clinical Trials.  These studies, which are the most common protocols reviewed by the R&D Committee, include protocols funded by pharmaceutical companies and VA Cooperative Studies when our VAMC is one of the participating sites.  (VA Cooperative Studies that are developed by investigators at our VAMC are considered VA-funded studies.)  Typically the experimental design, sample size, informed consent, and other major aspects of these protocols have already been established before they are submitted to participating institutions.  Although the scientific quality of these protocols should be analyzed, scientific concerns raised by VAMC R&D Committees are very unlikely to have any impact on the sponsors of the protocol.  A good example of this situation is when a pharmaceutical company wants to get FDA approval for its own drug, which will compete with several other already-marketed agents of the same class.  Since the new drug may offer only modest benefits over existing agents, the scientific value of the study is marginal.  However, this should not impede approval of the study by R&D Committees because clinical trials of any new drug are a legitimate academic activity. It is more useful for R&D Committees to focus on protection of subjects, safety, and adherence to regulations.  If there are concerns about the adverse effects of the drug, then questions about risk-to-benefit ratio of the study become more important.  Similarly, scrutiny of the informed consent statement is also a major part of the review.

Procedures

Each protocol is reviewed by two members of the R&D Committee using the enclosed format.  If the protocol is new, the reviewers are asked to submit their analysis electronically or on a disk.  Communicating in such a matter will provide better feedback to investigators and help expand the R&D Committee minutes to more accurately reflect what took place at the meeting.  If the protocol is a resubmission or there are no comments to make, it may be filled out by hand.  

As in the past, the names of the reviewers will ordinarily not be given to the PI of the protocol.  However, situations can arise where complex or controversial issues about a protocol are best resolved by a face-to-face meeting between the reviewers and PI.  If the reviewers agree, their names will be passed on to the PI.  

Analysis of new VA-funded protocols should be performed following the guidelines described in the enclosed format.  Reviewers may modify the guidelines to meet the needs of their critique as long as they cover the essential points in the guidelines.  The guidelines do not have to be used for revised or resubmitted protocols.  

Reviewers are also asked to briefly describe issues involving approval of the study under the “Major Comments/Concerns” section of the format even if they are covered in their analysis alone.  These issues cover new as well as revised protocols, and help focus the attention of other R&D Committee members and Research Service administrative staff.

The analysis of other (non-VA) protocols is shorter and simpler than the analysis of VA-funded protocols.  Reviewers are asked to provide a brief summary of new studies, but are free to write as much as they like.  No summary is needed for revised or resubmitted protocols.  

The subjects needing the most attention are the “Major and Minor Comments/Concerns” sections.  Reviewers should confine their remarks under “Major Comments/Concerns” to those issues that directly affect approval of the protocol.  The PI is obliged to address these issues and his/her response will be returned to the reviewer who raised the issues or to the Research Service for re-review.  

All other issues and concerns about the protocol should be placed under “Minor Comments/Concerns.”  This section is intended to allow reviewers to raise issues that should be considered but that do not require a response or a re-review.  One situation that occasionally arises is when a reviewer believes that a multi-center clinical trial is poorly designed.  As mentioned above, the chances that the sponsor of the trial will alter the protocol are very remote.  Assuming that other aspects (e.g. protection of subjects) are satisfactory, the “Minor Comments/Concerns” section provides a venue for reviewers to express their doubts about the scientific value of a study without interfering with the approval process.  

The final part of the format involves recommendations about the protocol.  Recommendations fall into the following categories:

1.) Full approval.  This means that the reviewer is recommending approval of the protocol in its present form.  If this recommendation is confirmed by the R&D Committee, full approval is granted.

2.) Acceptable.  This designation means the reviewer recommends full approval when additional information is obtained.  The most common situation is when a protocol lacks approval from one of the R&D subcommittees (e.g. IRB, IACUC).  The reviewer should describe the information needed under “Major Comments/Concerns” because it affects approval of the protocol.  However, confirmation that the information has been obtained can be made by the Research Service.  (The reviewer will only be contacted if the subcommittee does not approve the protocol.)  Once the needed information is obtained, full approval of the protocol will be granted by the R&D Committee at the beginning of its next meeting.  

3.) Deferral.  This means that the reviewer finds things about the protocol that fall into the “Major Comments/Concerns” section.  These issues must be addressed by the PI and re-evaluated by the reviewer and the R&D Committee.

4.) Disapproval.  This designation means that concerns about the protocol are so significant that the study is not simply deferred, but must undergo a major overhaul before it will even be considered again by the R&D Committee.  

