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March 10, 1998 

I. Can to Order and Opening RemarkslMlckelson .•••••••••.••••..••.........•................... 9:00 a.m. 

Tab 1992 Notice of Meeting, Proposed Actions, & Actions 
_. Notice of Meeting, 2111198 
- Proposed Actions - Electronic Protocol Submission, 2/11/98 
-- Action - Section 111, Transgenic Rodents, 2/17198 
-- Action - Appendix K, Large Scale. 2/17/98 
- Action - Appendix M-I, Protocol Deadline for Submission, 2/17/98 

II. Overview of March 9, 1998, Gene Therapy Polley Conference entitled: LenUvlral 

(Page 8) 
(Page 9) 
(Page 12) 
(Page 13) 
(Page 14) 

Vectors fo, Gene Delivery . •...•••......••••••.•••............••.••......................... 9:10 a.m. 
Summary: Mcivor 

Tab 1993 Conference Announcement .,. CI"t\..o.t"',.,.., ~U.M~ (Page 17) 

III. Minutes of the December 15-16,1997, Meeting ..... ,', .... , ..... , .............................. 9:30 a.m. 
Reviewers: Gordon, Markert 

Tab 1994 December 15-16, 1997, Minutes (Page 20) 

IV, Data Management Update .••••.•••.•••..••.• , ••••• , , ..•••..• , •.•••••.• , ... , , ••.••....•...•. 9:40 a.m, 
Summary: Greenblatt 

Tab 1995 

Tab 1996 

Tab 1997 

Tab 1997A 

Tab 1998 

Update on Clinical Trials 
--Protocol List 
--Protocol Amendments 
--Safety Reports. Adverse Events, & Updates 
-Straus Letter to ORDA, 11/18/97 

Protocols Not Requiring Full RAe Discussion 
-~Protocols #207, 215, 216, 225, 226 

Gonadal Distribution & Risks of inadvertent Germ Line Alteration 
·-ORDA Letter to IBC Chairs, Pis, and Sponsors, 1/26/98 
-Responses to ORDA 1/26/98 Letter 
--Background Information on FDA 12115/97 Presentation 

--Additional Responses to ORDA 1/26/98 Letter 

Press Releases/News Articles/Publications 
--Schering Plough Research Institute. 11/20/97 
--CNN/New York Hospltal-Comell Medical Center, 1/5/98 
-New York Hospltal-Comell Medical Center, 1/5/98 
-Rlbozyme Pharmaceuticals, Inc., 1/8/98 
--Reuters/Michigan Medical Center, 213198 
- Ranga, et. aI., PNAS 95: 1201-1206,2/3/98 

(Page 111) 
(Page 146) 
(Page 148) 
(Page 150) 

(Page 152) 

(Page 183) 
(Page 184) 
(Page 266) 

(Page 679) 

(Page 275) 
(Page 277) 
(Page 279) 
(Page 281) 
(Page 283) 
(Page 284) 

V. Amendment to Appendix M-I, Submission Requirements· Human Gene Transfer Experiments ....... 10:20 a.m. 
Summary: Aguilar-Cordova 

Tab 1992 Proposed Actions - Electronic Protocol Submission, 2/11198 (Page 9) 

(Break) ....•.••••.• , •••••.• , •.•••••••..••..•....•....•.•••••••••••••.......•............ 10:40 a.m. 

-------------------------
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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VI. Chlmeraplasty: A Gene Modification Technology Employing Oligonucleotides ..................... 10:55 a.m. 
Speaker: Kumar 

Tab 2000 Background Information 
-ORDA Letter to Michael Blaese, 1/23198 (Page 307) 

(Lunch) ..•.........••••••••.•.......•...•.......•.....••.......•..••................... 11:55 a.m. 

VII. Discussion Regarding Protocol #9802-235 entitled: A Dose Escalating Phase' Study 
of the Treatment of Malignant Glioma with G207, a Genetically Engineered HSV-1 ................... 1 :00 p.m. 
Pis: James Markert, M.D., University of Alabama at Birmingham, and 

Michael Medlock, M.D., Georgetown University Medical Center 
Sponsor: Neurovlr, Inc. 

Tab 2004 -ORDA Summary 
--RAC Comments 
--Protocol 

VIII. Discussion Regarding Format for RAC Discussion of Human Gene Transfer Protocols 

(Page 478) 
(Page 481) 
(Page 495) 

and Related Issues ........................................................................ 2:00 p.m. 
Introduction: Skirboll 

Tab 1999 Correspondence 
-Letter from Michael Oxman to NIH Director, 1/16/98 
--NIH Director Response to Michael Oxman 
-Letter from Leonard Post to ORDA, 12/18/97 

(Page 299) 
(Page 301) 
(Page 304) 

(Break) ....••.....•.•••••••. __ •.......•...•..••.......................................... 2:30 p.m. 

IX. Discussion Regarding Enrollment of Children In Early Phase Gene Transfer Clinical Trials that May 
Involve Greater Than Minimal Risk .........................•................................. 2:45 p.m. 
Summary: Macklin 
Ad Hoes: Fost, Lantos 

Tab 2001 

Tab 2002 

Tab 2003 

Regulations 
--45 CFR46 - Protection of Human Subjects 
--45 CFR46 (Subpart D) - Additional Protection for Children Involved 

as Research Subiects 

Articles 
--In Loco Parentis - Minimal Risk as an Ethical Threshold for Research 

Upon Children 
--Assessment of Risk to Children 
-Children as Research Subjects 

Press Releases/News Articles - Canavan Leukodystrophy 
--The News-TImes, 12/19/97 
--Listener, 1110/98 
--New Zealand Herald, 1/15/98 
--New Zealand Herald, 1/17/98 
--The Salt Lake Tribune, 1/29/98 

Correspo ndence 
--Letter from Bruce Scoggins to the New Zealand Herald, 1/29/98 

Background Information on Protocols #9708-211 and 9711-222: 
Gene Therapy for Canavan Disease 
-Draft Minutes of the December 16, 1997, Meeting 
Freese Protocol #9711-222 
--ORDA Letter to Freese, 2/6/98 
--Freese Responses to ORDA, 1/16/98 and 1/26/98 
-ORDA Letter to Freese, 1/26/98 
--RAC Comments/Recommendations 
-ORDA Summary of Freese Protocol 
--ORDA Letter to Freese, 12/30/97 
-Freese Letter to ORDA, 12/22/97 

(Page 309) 

(Page 317) 

(Page 319) 
(Page 326) 
(Page 336) 

(Page 345) 
(Page 346) 
(Page 347) 
(Page 348) 
(Page 349) 

(Page 352) 

(Page 354) 

(Page 364) 
(Page 365) 
(Page 367) 
(Page 368) 
(Page 371) 
(Page 374) 
(Page 375) 
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-IBC Approval 
--IRB Approval 
~-Informed Consent Document 
-Responses to Appendix M, Points to Consider 
Seashora Protocol #9708-211 
-Rupp Letter to Seashore. 10/3/97 
--Ad Hoc Review-Matalon 
--Ad Hoc Revlew-Barranger 
--Seashore Response to RAG/Comments, 11/24/97 
~-Juengst Review 
-Wolff Review 
--Markert Review 
--Yale IBC Minutes, 8(29(97 
--Leone Response to Yale IBC Questions. 7/24/97 
--Yale Informed Consent Document 

(Page 376) 
(Page 377) 
(Page 378) 
(Page 390) 

(Page 432) 
(Page 435) 
(Page 437) 
(Page 439) 
(Page 447) 
(Page 451} 
(Page 453) 
(Page456) 
(Page 458) 
(Page 471) 

X. Update on the Gene Therapy Advl.ory Committee (GTAC). United Kingdom ........................ 4:45 p.m. 
Speaker: Taylor, GTAC Secretariat 

XI. Chalr's Closing Remarks/Mickelson ...........•..•.......................................... 5:00 p.m. 

XII. Future Meeting Dates/Mickelson •........•...•. , ••..•....................................... 5:15 p.m. 

Tab 2005 June 18-19, 1998/RAC/NIH/CR10, Bethesda, Maryland (Page 644) 

XIII. AdJournment/Mickelson .•••.••••.••.•... , , •.• , ... , , .••...................... , .. , , ....... , .. 5:30 p.m. 

FOR YOUR INFORMATION 

Tab 2006 

Tab 200BA 

-letter from Terence Flotte, M.D. to ORDA, 219198 
Publications 
--Reduction In SIV Replication in Rhesus Macaques Infused with AutOlogous 
Lymphocytes Engineered with Antiviral Genes, Nature Medicine, 2/98 
-Increased Expression of Adenylcyclase Type VI Proportionately Increases 
l3-adrenerglc Receptor Production of cAMP in Neonatal Cardiac 

Myocyte!. PNAS, 213198 
Press Releases/News Articles 
--Enzo Blochem, 12118197 
-Northwestern Memorial Hospital, 1/26/98 
-Scherlng-Plough Corporation, 214/98 
--Targeted Genetics Corporation 2/6/98 
--Reuters/New York Hospital-Cornell Medical Center, 2/17/98 
--UPI Science News/University of Pittsburgh Cancer Institute, 2/19/98 

--Safety Considerations for Viral VectorsJStraus 
--Genetix Press Release 

(Page 646) 

(Page 649) 

(Page 656) 

(Page 668) 
(Page 669) 
(Page 671) 
(Page 673) 
(Page 675) 
(Page 677) 

(Page 749) 
(Page 750) 

...... ""lril ...................... "" ............................ t •••• U: ••••• " •• ; .. , ......... *" .......... " ......................................... ". 
Visit the ORDA Web site at: 

http://www.nlh.gov/od/ordai 

for current Information on GUidelines, Protocols, Prlnclpallnveatlgators, Meetings, and 
upcoming Gene Therapy Policy Conferenc .. , 
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