National Institutes of Health
Recombinant DNA Advisory Committee (RAC)
Building 31, Conference Room 10
Bethesda, Maryland
June 28-29, 2000
DRAFT Agenda’

June 28, 2000
I. Call to Order and Opening Remarks . ......cvviiiiiinirasrasassiastanasananasanas 9:00 a.m
RAC Chair: Claudia Mickelson, Ph.D.
Tab 2134 For Your Information
— Cover memo (Page 2}
- Notice of Meeting (Page 4 )
— Conflict of Interest Statement (Page 5)
1L Minutes of the March 8-10,2000, Meeting .........covotiiiiniirnniracirnairnenns 9:10 a.m
RAC Reviewers; Jon Gordon, M.D,, Ph.D.
Eric Juengst, Ph.D.
Tab 2135 Minutes, March 8-10, 2000 (Page 6)
111 Update on Recent Events and Issues in Human Subjects Protections and
Gene Transfer Research .. ... ... .. ... i iiiiiiiiiiiiiinrscssannsssrsneacacrnes 9:15a.m
Presentation: Lana Skirboll, Ph.D., Associate Director, Office of Science Policy, NIH
Tab 2136 Testimony from May 25, 2000 Hearing (Page 72)
April 2000 OIG Report (Page 112)
New Department of Health and Human Services (DHHS) Initiatives on
Human Subjects Protections .. ... ... ot e 9:30 a.m
Presenter: William Raub, Ph.D., Deputy Assistant Secretary for Science Policy, DHHS
Tab 2137 May 23, 2000 DHHS Press Release (Page 141)
May 23, 2000 Statement by the President (Page 147)
New Food and Drug Administration Requirements and Activities . .................... .. 9:45 am
Presenter; TBA
L= oL T 9:45 a.m

Presenter; TBA

'All times on this agenda are estimates. The actual time for consideration of an item may be earlier or later than
indicated.
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1v.

Product Manufacturing Requirements/March 6, 2000 memo .. ........ .. ... ....
Presenter: THBA
Clinical Trial Monitoring Plans .. ... ... ... ...
Presenter: T84
Inspections PrOgram . ... ... .
Presenter: T84
QUESLIONS L . L. e e
Tab 2138 FDA Press Release (Page 149)
March 6 memo (Page 152)
Break ...
New National [nstitutes of Health Activities ... ... ... .. .. . . i ..
Presenter: T84
Tab 2139 May 5 memo to IBCs (Page 155}
May 5 memo to Sponsors (Page 156)
April 2000 letter to Pls (Page 157)
American Society of Gene Therapy Position Statements and Policies ... ............. .....
Presenter: Savio Woo, Ph.D., Past President, American Society for Gene Therapy
Tab 2140 ASGT response to DHHS initiatives (Page 228)
ASGT Statement on SAEs (Page 229)
ASGT Statement on financial conflict of interest (Page 231)
ASGT ethical policy on clinical trials {Page 233)

Clinical Investigator Training Program: Principlesand Models . ............. ... . ... . ...
Presenter: Cynthia Dunn, M, D., Director, Clinical Research Institute,
University of Rochester Medical Center

Tab 2141 Excerpt from the Journal of Women’s Health and Law: (Page 236)

Mandatory Training in Ethics and Regulation for Clinical
Investigators at the University of Rochester

Final RAC Review of Summary Recommendations of the Adenoviral Safety and

Toxicity Working Group . ... oo ettt it iiiaaa st tanin i ianrannas

Tab 2142 Roster (Page 241)
Recommendations (Page 242)

Data Management ............. Bt taiaaaratatisasaraasesesesesartaerrarataranee

Report: Jay Greenblatt, Ph.D., RAC Member

10:30 a.m.

10:45 a.m.

1145 am.

12:10 noon.
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Tab 2143 Protocol List (Page 246)
Protocols Not Requiring Full RAC Review (Page 309)
BreaK . e 2:45 p.m
VL. Discussion on Human Gene Transfer Protocols #0005-396 entitled: 4 Phase I Study of the Safety,
Tolerability, and Activity of the Intrahepatic Arterial Injection of Escalating Doses of NV1020, a
Genetically Modified Herpes Simplex Virus, in Patients with Hepatic Metastases of Colon Carcinoma
Phase [ oo i i i i it e i b e e 2:45 p.m.
Pl Yuman Fong, M.D., Memorial Sloan Kettering Cancer Center
Sponsor: Jeffrey M. Ostrove, Ph.D., NeuroVir Therapeutics, Inc.
RAC Reviewers: Xandra Breakefield, Ph.D.
Dale Ando, M.D.
Nancy King, J.D,
Ad hoc: Robert Warren, M.D., University of California, San Francisco
Tab 2144 Protocol (Page 400)
Tab 2145 OBA Summary {Page 598)
OBA Letter to PI on RAC Public Review (Page 601)
RAC Members Recommendation {Page 602)
Reviews from Breakefield, Ando, King {Page 606)
Sponsor’s Response (Page 618)
Vil. Endof Session.......... i ittt ittt it ciraerraaassirrananaane. 5:00 p.m.
June 29, 2000
VIIL. Opening Remarks ......... ..o iiiiiininrniveas. et ae e e 8:00 a.m.
RAC Chair: Claudia Mickelson, Ph.D.
IX. The Role of NIH in Gene Transfer Research: Looking to the Future

Report from Advisory Committee to the Director--Working Group on NIH Oversight

of Clinical Gene Transfer Research ... ... . . o 9:00 a.m.
Presenter: Stuart Orkin, M.D., Co-Chair of ACD Working Group
QUESIOTIS L o e 10:00 a.m.
Tab 2146 ACD Roster (Page 679)

Charge {Page 680)

Interim Report (Page 690)

ACD Working Group Principles {Page 695)



Page 4 - DRAFT RAC Agenda - June 28-29, 2000

Break ... e 10:30 a.m

X. Report from the RAC Serious Adverse Events Working Group ................ ...t 10:45 a.m,
Presenter: Claudia Mickelson, Ph.D., RAC Chair
Tab 2147 Proposed Change by Estuardo Aguilar-Cordova (Page 706)

Statutory and FDA regulatory definitions (Page 707)
LN L e 11:45 a.m

XL Discussion on Reassessing the Criteria and Process for Selecting Protocols for
In-Depth RAC Review and Public Discussion .................. crrsrreereraraar by 1:00 p.m
Tab 2148 Draft table summarizing rationale for RAC

review of protocols (Page 714)

XIi. Announcement of and Time-Tables for Other NIH Initiatives ........................ 2:00 p.m
Review and Assessment of the Scope and Content of the NIH Guidelines ... ............ ..., 2:00 p.m
Presenter: TBA
Clinical Trials Database . .. ... ... .. . e 2:15p.m
Presenter: 784

XIIl. ChairsClosing Remarks ... ... ... ittt iiierrrrraaerraaaanras 2:30 p.m
RAC Chair; Claudia Mickelson, Ph.D,

X1V.  Future Meeting Dates, AnnoURCEmEntS .. ...y iiiininiinrnnnsarasncrasnsnnancsansnn 2:35 p.m
RAC Chair: Claudia Mickelson, Ph.D.

Tab 2149 Future Meeting Dates (Page 730)
FYI:
— OBA Letters regarding RAC discussion of Protocols
#0001-337, 345, 358, 363, 366, 371, and 381 (Page 732)
-- Sponsor Letter regarding RAC discussion of
Protocol #0001-374 {Page 746)
— Investigator letter regarding Protocol #0001-322 (Page 747)
- Paper by Theodore Friedmann (Page 755)
— Paper by Leon Rosenberg and Alan Schechter {Page 760)

XV. Adjournment ....... 000 iiiiiiiiiiiaraenn e i e, 3:00 p.m

RAC Chair: Claudia Mickelson, Ph.D.
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Visit the OBA Web site at:
http.//www.nih.gov/od/oba/

For current information on Guidelines, Protocols, Principal Investigators, Meetings, and

information about upcoming Gene Therapy Policy Conferences
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