AD HOC REVIEW COMMITTEE

RECOMBINANT DNA ADVISORY COMMITTEE

Executive Summary of Findings and Recommendations
SEPTEMBER 8, 1995

Dr. Harold Varmus, Director, National Institutes of Health, appointed anad hoc review committee to review
the activities of the NIH Recombinant DNA Advisory Committee (RAC). The Director asked the committee
to provide recommendations about the changing role of the RAC, the ways it may need to modify its
operations, and how it should function to coordinate and facilitate productive gene therapy research.

The committee finds that:

1. Gene therapy represents a special development in medical research because of its potential for
modification of the human genome and for the creation and dissemination of novel transmissible
pathogenic vectors. In addition, there is the possibility of controversial extensions of this work, such as
modification of the germline or the use of gene transfer for enhancement purposes. Thus gene therapy
differs in major ways from other clinical technologies in use or under development and is, therefore,
deserving of continued public scrutiny.

2. The RAC has served -- and continues to serve -- several important purposes for the scientific community
patients, and the general public. In particular, by focusing its attention on the emerging field of gene
therapy research and helping to set appropriate scientific safety and informed consent guidelines for
investigators. As a public forum of discussion, RAC has provided an enormous service not only to the
general public, researchers at academic and similar institutions and within the biotechnology industry, but
also to officials at the Food and Drug Administration (FDA). In addition, RAC continues to be a credible
forum for airing a wide range of public concerns about this emerging field of medical research.

Based on these findings, the committee recommends that:

1. To avoid duplication of effort and unnecessary delay, RAC should no longer carry out case by case
review of every clinical gene transfer protocol. This function is carried out by the FDA, which is required by
statute to review all such protocols before approval.

2. Review of protocols by the RAC in an open public forum should continue in several areas of concern in
which a particular protocol or new technology represents a significant degree of departure from familiar
practices. Such departures include, but are not limited to, the use of novel vectors, particularly in cases in
which modified human pathogens (such as herpes viruses or lentiviruses) are being evaluated; gene
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transfer in utero, potential germ line modification, and other similar manipulations; and gene transfer in
normal volunteers. In addition, review of protocols by the RAC is warranted in other situations which could
lead to the formulation of significant new policy.

3. The RAC should define the criteria and work out procedures for identifying specific protocols requiring
public review.

4. The RAC should continue to provide advice on policy matters revolving around gene therapy and other
recombinant DNA issues to the NIH Director, individual members of the research community, institutional
review boards, and the public. Moreover, that critical function should be extended, enabling RAC explicitly
to provide advice and recommendations on policy matters to FDA. However, the committee recommended
against reconstituting RAC or a comparable advisory body within the FDA, pointing out that several
important policy functions of RAC are outside the mission of that agency.

5. A mechanism should be devised to enable Office of Recombinant DNA Activities (ORDA), NIH and the
RAC to continue to be provided with the data needed for monitoring clinical gene transfer protocols.
Hence, the committee recommends that theNIH Director urge the FDA Commissioner to exempt the broad
area of gene therapy from many of the proprietary restraints reserved for ordinary therapeutic drug product
and biologics that come under FDA review. Such a broad exemption, similar to the one now in place for
products being developed for the treatment of individuals infected with HIV, would greatly expedite efforts
to monitor and evaluate gene transfer protocols and, ultimately, would accelerate progress in the clinical
application of gene therapy.
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