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10 February 2003

MEMORANDUM FOR Principal Investigators at Walter Reed Army Medical Center

SUBJECT: Gene Therapy Protocol Submission, Review and Approval Process-Institutional 

Biosafety Committee (IBC) 

1. Any experiments conducted at or sponsored by WRAMC involving the deliberate transfer of (1) recombinant DNA or (2) DNA or RNA derived from recombinant DNA into human subjects (human gene transfer), are required to be reviewed and approved by the WRAMC Institutional Biosafety Committee (IBC).  This review will occur after the Clinical Investigation Committee (CIC), the NIH Recombinant DNA Advisory Committee (RAC), and the Human Use Committee (HUC) approval. 

2. IBC Membership Establishment


The establishment of the WRAMC IBC membership and standard operation procedure was reviewed by the National Institutes of Health Office of Biotechnology Activities (OBA—formally Office of Recombinant DNA Activity (ORDA)), on 18 January 2000 and determined to be in compliance with the NIH Guidelines for Research Involving Recombinant DNA Molecules (NIH Guidelines).  The WRAMC IBC consists of 7 affiliated members and 7 non-affiliated members.  LTC Kent E. Kester is designated as the Chair and LTC Craig D. Shriver is the Assistant Chair. 

3. IBC Meeting Schedule and Submission Deadline: 

Unless otherwise notified, the IBC will meet once quarterly on the second Thursday of every third month (i.e., March, June, September, and December).  See the DCI website for IBC meeting dates and submission deadlines for PIs to submit protocols.  

4. Gene Therapy Protocol Submission, Review and Approval Process: 

a.   Amendments to the NIH Guidelines dated October 10, 2000 from Director, Office of Biotechnology Activities (OBA), Department of Health & Human Services (DHHS) had changed the timing of review of human gene transfer research protocols by the Recombinant DNA Advisory Committee (RAC).  Now, RAC review of human gene transfer research protocols will occur before local level approvals are obtained.   In some cases, it is recommended that the protocol be reviewed by the CIC prior to the submission to RAC.  The intent of the CIC review prior to the RAC is to provide investigators the internal peer review to ensure that the science and the medical issues are well delineated.  The process for gene therapy protocol review and approval by the appropriate committees is depicted in the following diagram:  CIC (  RAC  (  IBC.  HUC review will occur prior to or following review by IBC given that HUC meets twice a month and IBC meets quarterly.  If the protocol has not been approved by RAC, it is necessary to be reviewed by the CIC to assure the medical, scientific and statistical issues are well delineated.  The WRAMC HUC/IRB will be the final institutional approval board. DCI will then forward the final protocol to our military Clinical Investigation Regulatory Office (CIRO) for file and approval.

b.
Prior to review by CIC, the protocol is submitted to the Research Review Service, DCI, which performs an administrative review of the protocol to ensure all necessary documents are complete. One original and two copies of the following are required to be submitted to the Protocol Coordinator of RRS, DCI, Building 6, 4th floor:

· Cover memorandum

· Application

· Impact Statement detailing the proposed disposal plan for any generated hazardous waste or medical waste associated with the protocol, such as syringes, contaminated bedding, etc. Investigators should also address the questions listed in the NIH Guidelines for Research Involving Recombinant DNA Molecule, April 2002 Appendix M, section M-II-B-4 entitled Public Health Considerations when completing this impact statement. Specifically, items such as potential transmission of added DNA to other patients, family member, or health care professionals should be addressed in a thorough fashion. 

· Investigator Compliance Memo

· Responsibilities of PI

· A 2-page CV for each key professional person in the study.

· Consent Form

· FDA approval form for an investigational new drug study (FDA Form 1572) as applicable

· If applicable: Pathology Impact, Pharmacy Impact, Documentation (e.g., Cooperative Research Development Agreement (CRDA) or letters of support from funding institutions, drug sponsors, loan of equipment; data collection sheets; memo re: acceptance of loan/gift/donation; questionnaires), Conflict of Interest Statement, and Advertisement request.

· For further information please refer to the Principal Investigator’s Guide from DCI.  The guide, application forms, and instructions are available at http://www.wramc.amedd.army.mil/departments/dci/. A copy of Appendix M is also available at this website under the subheading Download Protocol Template in the Gene Therapy Research folder. 

c.
Following administrative review, the protocol is then reviewed by CIC. For extramural funded protocols, fourteen copies are needed for CIC committee members. After the CIC meeting, the PI is notified of the committee’s decision when he/she telephones the study coordinator the following day.

d.
For NIH RAC review, the following documentation must be submitted by the Principal Investigator in printed or electronic form to the Office of Biotechnology Activities, National Institutes of Health, 6705 Rockledge Drive, Suite 750, MSC 7985, Bethesda, MD  20892-7985 Telephone: 301-496-9838, Facsimile: 301-496-9839, E-mail: rosenthg@od.nih.gov. NIH OBA will confirm receipt within three working days after receiving the submission.

· Cover letter on institutional letterhead, signed by PI that: 

(1) acknowledges that the documentation submitted to NIH OBA complies with the requirements set forth in Appendix M-I-A, Requirements for Protocol Submission

(2) identifies the IBC and IRB at the proposed clinical trial site(s) responsible for local review and approval of the protocol

(3) acknowledges that no research participant will be enrolled until the RAC review process has been completed, and that IBC, IRB and all applicable regulatory approvals have been obtained.

· Scientific abstract detailing your proposal

· Non-technical abstract

· Proposed clinical protocol, including tables, figures, and relevant manuscripts

· Full, written, responses to each of the questions listed in Appendix M (sections M-II through M-V) Description of the Proposal, Informed Consent, Privacy, and Special Issues of the NIH Guidelines for Research Involving Recombinant DNA Molecules, April 2002. When composing your responses, please do not refer back to specific pages in your protocol, rather include the information in your answer. A copy of Appendix M is available on the DCI website http://www.wramc.amedd.army.mil/departments/dci/ under the subheading Download Protocol Template in the Gene Therapy Research folder. 

· Proposed Informed Consent Document (see Appendix M-III, Informed Consent)

· CV of PI (no more than two pages in biographical sketch format).

Individual RAC committee members may request additional information relevant to the protocol. Initial RAC review shall be completed within 15 working days of receipt of a complete submission. NIH OBA will notify the PI in writing about the results of the RAC’s initial review at the end of this review period. For further information, please see Appendix M of the NIH Guidelines for Research Involving Recombinant DNA Molecules, April 2002.
e. For IBC review, nineteen copies of the materials listed under 4b should be submitted to Ms. Debbie Kessler, DCI protocol coordinator (Room 4042, Building 6, 782-7880) on or before the above deadlines.  DCI will confirm receipt of these documents within two days.

f. For HUC review, please provide approval letters from RAC review plus twenty-two copies of the materials listed under 4b ten days prior to the HUC meeting so that HUC members have sufficient time to review the protocol.  These copies are submitted to the RRS Study Coordinator for distribution.  After the HUC meeting, the PI is notified of the committee’s decision when he/she telephones the study coordinator the following day.

5.  Two IBC members will be designated as Primary and Secondary Reviewers to

thoroughly review each protocol.  You are advised to be present for the committee’s initial discussion of your protocol. The committee will then deliberate in a closed session and vote to (1) approve, (2) conditionally approve with required revisions, or (3) disapprove the study.  HUC will be the final approving board, with approval pending for IBC approval. Investigators should contact their DCI protocol coordinator the next day to find out the results of the IBC’s deliberations.

6.  No research participant may be enrolled in a clinical study until the RAC review process is completed and WRAMC IRB and IBC approvals are obtained.

7.  No later than 20 working days after enrollment of the first research participant, the investigator must have provided to NIH Office of Biotechnology Activities: 1) the final human gene transfer research protocol, as approved by the WRAMC IRB and IBC and as authorized by the FDA along with the IND number; 2) a copy of the informed consent document approved by the WRAMC IRB; 3) the NIH grant number(s); if applicable; 4) a copy of the IRB and IBC approvals; 5) as applicable, a written response addressing each of the RAC recommendations resulting from public review and discussion of the protocol; and 6) the date of the initiation of the trial.

8.   Investigators must inform the OBA, as well as the WRAMC IRB & IBC, the FDA and any sponsoring 

NIH institutes or centers of any modifications to the protocol and adverse event. Serious adverse events that are unexpected and possibly associated with the gene transfer product should be submitted to OBA within 15 calendar days of sponsor notification, unless they are fatal or life threatening, in which case they should be reported within 7 calendar days.  Adverse events are reported using the template available on the OBA’s web site at: http://www4.od.nih.gov/oba/rac/documents1.htm.

9.   Investigators must file an annual report with OBA, as well as the WRAMC IRB & IBC, the FDA and         any sponsoring NIH institutes. The format of this annual report can be found in Appendix M-I-C-3 of         the NIH Guidelines. 

10. Investigators must also notify OBA of any additional sites that are conducting the trial, and submit for  

      the new site: 1) approval (from the clinical trial site); 2) IRB approval; 3) the IRB-approved informed  

      consent form; 4) curriculum vitae of the investigator(s); and 5) NIH grant number(s), if applicable.
11.  A copy of the standard operation procedure of WRAMC IBC, and Appendix M of NIH Guidelines, April 2002 may be obtained from the DCI web-site 

http://www.wramc.amedd.army.mil/departments/dci/ under the subheading Download Protocol Templates in the folder entitled Gene Therapy Research. 











AUDREY S. CHANG, Ph.D.
 

Chief, Research Review Service

Department of Clinical Investigation
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*This version supersedes WRAMC PI Instructions, dated 2 March 2001.
