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RECOMBINANT DNA ADVISORY CONHI~ 
NATIONAL INS':I'rlr.rES OF JlEALTlI 

BUILDING 1, WILSOH JlALL 
BETHESDA, MARYLAND 

FINAL AGENDA' 
,.-----------------------------------------------------------------------------------------------

DECEMBBa 3, 1991 

I. Call to Order and Opening Remarka from Chat'r . . . . . • • • . • • .. 9 :00 a.m. 

Dr. Hurray 

II. Minutes of the September 14-15, 1992 meeting . . . . ••••• 9:15 a.m. 

Tab 1553 (page 1389) Dr. Doi 
Dr. Dronamraju 

Sept 92 minutes 

III. Addition to Appendix D of the 'NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: RRetrovlral Mediated Transfer 
of the Human Multi-Drug Resistance Gene (HOR-l) into Hematopoietic 
Stem Cella During Autologous Transplantation after Intensive 
Chemotherapy for Breaat Cancerw/Dr. o'Shaughnessy • • • • • • • • • • • • 9:30 a.m 

Tab 1537 
1543/1 
1545 

1555A 

(Coffee Break. 

O'shaughnessy Prot. (Page 7) 
Federal Register (page 1138) 
Leventhal's Comments (Page 1155) 
Brinckerhoff Comm. (Page 1157) 
Rev. to Protocol (Page 1160) 
Sequencing Info. (page 1240) 
Resp. to Leventhal (page 1244) 
Reap. to Brinckerhoff(Page 1242) 
Capron's Comments (Page 1494) 

. . . . . . . . . . . . . . 

Dr. Leventhal 
Dr. Brinckerhoff 
Mr. Capron 

\5 ss Gr./<&if\U, Con--. I p~l '5'0 t 
C"()'\oo'\ c.,.....,/ &~ iSS.$"" 

. . 10:30-10:45) 

IV. Discussion regarding Coats Associated with Treatment for 
Research-Related Injuries/Ms. Meyers, Dr. Zallen • • • • • • • • • •• 11:45 8.m 

v. 

-

Tab 1542 
1543/VII 
1546 

(Lunch. .. • • 

Meyers/Zallen Ltr. 
Federal Register 
Draft Ltr. to Healy 

. . . . . . . . . . . 
(page 1133) Ma. Meyers 
(Page 1141) Dr. Zallen ) 
(Page 1251) \ ~ 5S j 1~tVJ. 'Or\*1 -h ~A\~ 1'", \5"8g 
. . . ••• 12:15-1:00) 

Addition to Appendix D of the NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: -Gene Therapy of the Respiratory 
Manifestations of Cystic Fibrosis using a Replication Deficient, 
Recombinant Adenovirus to Tranafer the Normal Human Cystic 
Fibrosis Transmembrane Conductance Regulator eDNA to the Airway 
Epithelium~JDr. Crystal ••••••••••••••••••••• 1:00 p.n 

Tab 1538 
" 1.543/II 
1547 

lS54A 

1S55B 

Crystal Protocol 
Federal Register 
Parkman's Comments 
Schaechter's Comm. 
Walters' Comments 
Resp. to Schaechter 
Resp. to Waltera 
Rev. Inf. Consent 
Resp. to Parkman 

"Sequencing Info. 
Ginsberg's Comments 
Resp. to Ginsberg 
Parkman's Co~ments 
Resp. to Parkman 

(Page 194) 
(Page 1138) 
(Page 1254) 
(Page 1262) 
(Page 1265) 
(Page 1268) 
(Page 1273) 
(Page 1280)' 
(Page 1458) 
(Page 1471) 
(Page 1489) 
(Page 1495) 
(Page 1501) 
(Page IS03) 

Dr. Parkman 
Dr. Schaechter 
Dr. Walters 
Dr. Ginsberg 

\ SSS)4/WP,\~rK ~""'1(,5 ISf'. 

'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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(Coffee Break. • • • ~ • . . . . . . . . . . . . . . . 3:00-3:15) 

VI. Summary Presentation on Protocol entitled: ~Ex Vivo Gene Therapy 
of Familial HypercholesterolemiaN/Dr. Wilson • • • • • • • • ••• 3:45 p.m, 

!l'ab 1548 Wilson's Updated Info(Page 1266) Dr. Wilson 

VII. Addition to Appendix D of the NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: -Gene Therapy of Cystic Fibrosis 
Lung Diseases Using E1 Deleted Adenoviruses: A Phase I 
Trial"/Dr. Wilson ••••••••••••• ' • • • •••••••••• 4:00 p.lO 

VIII. 

IX. 

Tab 1540 
lS43/IV 
1549 

Dr. DeLeon 
Dr. Haselkorn 
Dr. Zallen 
Dr. Ginsberg 

1554B 
1555C 

Wilson Protocol 
Federal Register 
DeLeon'S Comments 
Zallen's Comments 
IRB Approval 
sequencing Info. 
Ginsberg's Comments 
Additional Data 
Resp. to DeLeon 
Resp. to Zallen 
Resp. to Ginsberg 
Additional Data 

(Page 736) 
(page 1139) 
(Page 1294) 
(Page 1296) 
(Page 1299) 
(Page 1300) 
(Page 1491) 
(Page 1508) 
(Page 1512) 
(Page 1512) 
(Page 1514) 
(Page 1515) 

\ IIIjSS:I1 'tt-A~\ k(J~" ~I prj'S g 7 

End of Session . . . . . • " ...... 4 ..... • 6:15 p~rr 

DECEMBER 4, 1992 

Addition to Appendix D of the NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: ·Cystic Fibrosis Gene Therapy 
Using an Adenovirus Vector: In Vivo Safety and Efficacy 1n Nasal 
Epithelium"/Dr. Welsh. • • • • • • • • • • • • • • • • • • • ••• 8:30 4.J 

Tab 1539 
1543/111 
1550 

1554C 
1SS5D 

Welsh Protocol 
Federal Register 
Post's Comments 
Hirano's Comments 
Carmen's comments 
Resp. to Carmen 
Resp. to Hirano 
ltesp. to Post 
Adaitional Info. 
Ginsberg's Comments 
Post' B comments ' 
Response to Post 

-(Page 528) Dr. Post 
(Page 1139) Dr. Hirano 
(Page 1310) Dr. Carmen 
(Page 1318) Ma. Sue 
(page 1320) Dr. Ginsberg 
(page 1321) 
(Page 1321) 
(page 1324) 
(page 1345) 
(Page 1492) 
(Page 1566) 
(Page 1571) 

(Coffee Break. • • • • • • .. . . . . . . . •• lO:OO-lO:lS} 

Amendment to the Points to Consider Regarding Reporting 
Requiremente for Human Gene Transfer/Gene Therapy Protocols • • • 11:15 p. 

Tab 1543/V 
IS52 

Federal Register (Page 1139) Dr. Leventhal 
Update on PI's Resp. (Page 1386) \ '6 S S 'r< J k"C'ltM-l ~l p~ ''$8'7 

(LUnch. • • . . . . . . . . .. • •• 12:00-1:00} 

X. Amendment to the Points to Consider Regarding Safety of Delivery/ 
Expression system and Report on Murine Replication-competent 
Retrovirus (RCR) Assays/Dr. Anderson ••••••••••• 1:00 a 

Miller '~Sl/Al\IJ.t\~/(.¢ lS 
Gelduschek ~A 6.I.L.lA) lS! 
Barton ~~ 

Tab 1541 Anderson Report (Page 961) Dr. 
1543/VIII Federal Register (Page 1142 ) Dr. 
1551 Miller's Comments (Fage 1381) Mr. 

Barton's Comments (Page 1382) Dr. K11an (FDA) 
15SSE Geiduschek's Ccmm. (Page 1573) 



----

-

'" 
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XI. Amendment to the Points to Consider Regarding the Separation 
~f Gene Marking Information Consent Document from the Therapeutic 

XII. 

XIII. 

XIV. 

xv. 

Informed Consent Documents ••••••••••••••• • • • • • • • • 2: 00 p.m 

Tab 1543jVI Federal Register (Page 1140) Dr. Post 
Dr. ~o9stad 

Compassionate Plea Exemptions to RAe Review • • • • • • • • • • • • • 3:00 p.m 

Tab 1555F Barton"s Comments 
Royston Letter 
Barkin Letter 
Healy's Response 

(Page 1576) 
(page 1579) 
(Page 1580) 
(Page 1581) 

Dr. Walters 
Mr. Barton , 

t So SS M./wr..~ Cct'rt.4)p';; \ SCj~ 

RAe Review of European Protocol . . . ••••••...• . 3:30 p.rr. 

Dr. Wivel 
Dr. B1aeee 

Future Meeting Dates . . . . . . . • • • • • • ... .. • • • • ... • .. • 4: 00 p.n 

Tab 1544 List of Heetings (Page 1147) Dr. Hurray 
March 1-2, 1993 
NIH, 31/Conference Room 6 

Adjournment • • • ... .. • .. .. .. • • • .. ~ • • • • .. .. • • . • .. .. • ., 4: 10 p. r 

Dr. Hurray 
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(' ~ DEPARTMENT OF HEALTH & HVMA" SERVICES Public Health Se",'cc 

,.~f- ---~-

To: 

From: 

Subject: 

October 20, 1992 

Members 
Recombinant DNA Advisory Committee 

Executive Secretary 

December 3-4, 1992, Meeting - Mailing I 

National Institutes of Health 
Bethesda, Maryland 20892 

Office of Recombinant 
DNA Activities 

NIH, 31/4811 
BetheBda, MD 20892 
Phone 301-496-9838 
FAX 301-496-9839 

MEETING PLACE: NIH, BUILDING 1, 3rd FLOOR, WILSON HALL 

The Recombinant DNA Advisory Committee will be meeting on December 3-4, 1992, at the 
National Institutes of Health, Building I, 3rd floor, Wilson Hall, Bethesda, Maryland 20892, 
starting on December 3 at 9 a.m. (December 4-starting time will be 8:30 a.m.) and adjourning on 
December 4 at approximately 4 p.m. 

____ AGENDA 

A tentative agenda is included in this mailing. PLEASE CHECK THE AGENDA FOR YOUR 
ASSIGNMENTS. 

PROTOCOL REVlF.;WERS 

COMMENTS ARE DUE BY NOVEMBER 5 BY ORDA FAX (301-496-9839). 

The principal investigators have been instructed to limit their overview to :s 10 minutes, and their 
responses to reviewers comments and questions to s 10 minutes. 

BACKGROUND MEETING MATERIALS; 

Tab 1537 Human Gene Therapy Protocol/Dr. O'Shaughnessy 

Dr. Joyce A. O'Shaughnessy, National Institutes of Health, Bethesda, Maryland, has 
submitted a protocol entitled Retroviral Mediated Transfer of the Human Multi·Drug 
Resistance Gene (MDR·Z) into Hematopoietic Stem Cells during Autologous 
Transplantation after Intensive Chemotherapy for Breast Cancer. 

I 
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Tab 1538 

Tab 1539 

Tab 1540 

Tab 1541 

Tab 1542 

Tab 1543 

Tab 1544 

Human Gene Therapy Protocol/Dr. Crystal 

Dr. Ronald G. Crystal, National Institutes of Health, Bethesda, Maryland, has 
submitted a protocol entitled Gene Therapy of the Respiratory Manifestation of Cystic 
Fibrosis using a Replication Deficient, Recombinant AdenovilUS to Transfer the 
Normal Human Cystic Fibrosis Transmembrane Conductance Regulator cDNA to the 
Airway Epithelium. 

Human Gene Therapy Protocol/Dr. Welsh 

Dr. Michael J. Welsh. Howard Hughes Medical Institute Research Laboratories, 
Iowa Cjty, Iowa, has submitted a protocol entitled Cystic Fibrosis Gene Therapy 
Using an Adenovims Vector: In Vivo Safety and Efficacy in Nasal Epithelium. 

Human Gene Therapy Protocol/Dr. Wilson 

Dr. James M. Wilson, University of Michigan Medical Center, Ann Arbor, 
Michigan, has submitted a protocol entitled Gene Therapy of Cystic Fibrosis Lung 
Diseases Using £1 Deleted AdenovilUSes: A Phase I Trial. 

Report on Assays/Drs. Anderson, McGarrity, Moen 

Drs. W. French Anderson. National Institutes of Health, Bethesda, Maryland; 
Gerard J. McGarrity, Genetic Therapy, Inc., Gaithersburg, Maryland; and Robert 
Moen, Genetic Therapy, Inc., Gaithersburg, Maryland submitted a Report on 
Murine Replication-Competent Retrovirus (RCR) Assays. The RAC will discuss 
specific assay requirements and possible addition of new assays for more sensitive 
detection. 

Costs Associated with Treatment for Research-Related Injuries/Ms. Meyers, Dr. 
Zanen 

Ms. Meyers and Dr. Zallen submitted a statement during the November 21-22. 
1991, Human Gene Therapy Subcommittee. The RAe will be discussing this issue. 

Proposed Federal Register 

Note in Section VI, the RAe will also be discussing Separation of the Gene 
Marking Information Consent Form from the Therapeutic Information Consent 
Fonn. 

Future Meeting Dates 



Page 3 - December 1992 RAC MeetingfMailing I 

Room reservations have been made at the Marriott Hotel in Bethesda (301-897-9400) for those 
who requested accommodations. If you wish to change or cancel these reservations, please 
contact Becky Lawson/Christine Ireland in my office (Phone 301-496-9838, FAX 301-496-9839). 
For arrival after 6 p.m .• a deposit in the amount of $98.20 or a major credit card authorization is 
required. THE HOTEL WILL NOT HOLD TIlE ROOM PAST 6 P.M. WITHOUT A 
DEPOSIT. 

Please bring all these materials with you to the meeting. 

~kv#'~~ Nelson A Wivel,M~ 

Enclosures 



I. 

II . 

III. 

'-"-

IV. 

v. 

RECOMBINANT DNA ADVISORY COMMITTEE 

BA1'IOBAL IBS1'II'UTES OF HEALTH 
BUILDING 1, WILSON BALL 

BBTBESDA, MARYIJlJiD 

TENTA1'IVE AGENDA 1 

DECEMBBR 3, 1992 

Call to Order and Opening Remarks from Chair 

Dr. Murray 

Minutes of the September 14-15, 1992 meeting 

Tab Sept 92 minutes {Page } Or. Ooi 
Dr. Dronamraju 

Addition to Appendix D of the NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: "Retroviral Mediated Transfer 
of the Human Multi-Drug Resistance Gene (MDR-1) into Hematopoietic 
Stem Cells During Autologous Transplantation after Intensive 
Chemotherapy for Breast Cancer"/Dr. O'Shaughnessy •••••• 

Tab 1537 
1543/1 

O'Shaughnessy Prot. 
Federal Register 

(Page 7) Dr. Leventhal 
(Page 1138) Dr. Brinckerhoff 

Mr. Capron 

(Coffee Break. • • • • • • • • • • • • • • tit .. • • • 10:30-10:45) 

Discussion regarding Costs Associated with Treatment for 
Research-Related InjurieS/Ms. Meyers, Dr. Zallen •••••••.••• 

Tab 1542 
1543jVII 

(Lunch. . • • 

Meyers/Zallen Ltr. 
Federal Register 

(Page 1133) Ms. Meyers 
(Page 1141) Dr. Zallen 

• 12:1S-1:00} 

Addition to Appendix D of the NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: ~Gene Therapy of the Respiratory 
Manifestations of Cystic Fibrosis using a Replication Deficient, 
Recombinant Adenovirus to Transfer the Normal Human Cystic 
Fibrosis Transmembrane Conductance Regulator cDNA to the Airway 
Epithelium"/Dr. Crystal. • • . • •••••••.• 

Tab 1538 
l543/Il 

Cryatal Protocol 
Federal Register 

(Page 194) 
(Page 1138) 

Dr. Parkman 
Dr. Schaechter 
Dr. Bourquin 
Dr. Walters 

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

9:00 a.m. 

9:15 a.m. 

9:30 a.m. 

11:45 a.m. 

1:00 p.m. 
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-- (Coffee Break. . • • • • • . • • • . • ••••• 3:00-3:15) 

VI. Addition to Appendix 0 of the NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: KGene Therapy of Cystic Fibrosis 
Lung Diseases Using E1 Deleted Adenoviruses: A Phase I 
Trial"jDr. Wilson. • • • • • • • • • • • .•• 3:45 p.m. 

VII. 

VIII. 

IX. 

Tab 1540 
1543jIV 

Wilson Protocol 
Federal Register 

(Page 736) Dr. DeLeon 
(Page 1139) Dr. Haselkorn 

Dr. Zallen 

End of Session . . • • • • . • . • • • • • • • • • . . • • • • • • • . • 6;15 p.m. 

DECJ!iMBER 4, 19 n 

Addition to Appendix 0 of the NIH Guidelines Regarding a Human 
Gene Therapy Protocol entitled: "Cystic Fibrosis Gene Therapy 
Using an Adenovirus -Vector: In Vivo Safety and Efficacy in Nasal 
Epitheliumn/Dr. Welsh. • • • • • ••• 

Tab 1539 
1543/III 

Welsh Protocol 
Federal Register 

(Page 528) Dr. Post 
(Page 1139) Dr. Hirano 

Dr. Carmen 
Ms. Buc 

(Coffee Break •••••••••••••••••••• 10:00-10:15) 

Amendment to the Points to Consider Regarding Safety of Delivery/ 
Expression System and Report on Murine Replication-Competent 
Retrovirus (RCR) Assays/Dr. Anderson • • • • • • • • • • 

Tab 1541 
1543/VIII 

(Lunch. • 

Anderson Report 
Federal Register 

(Page 961) Dr. Miller 
(Page 1142) Dr. Geiduschek 

Mr. Barton 

•••• 12:30-1:45) 

Amendment to the Points to Consider Regarding Reporting 
Requirements for Human Gene Transfer/Gene Therapy Protocols • 

Tab 1543/V Federal Register (Page 1139) Dr. Leventhal 

8:30 a.m. 

11:15 a.m. 

1:45 p.m. 

5 
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.... 

XI. 

XII. 

Amendment to the Points to Consider Regarding the Separation 
of Gene Marking Information Consent Document from the Therapeutic 
Informed Consent Documents • • • • • • • • • • • • 

Tab 1543/VI Federal Register (Page 1140) Dr. Post 
Dr. Krogstad 

Future Meeting Dates . . . . . . . . . . . . 
Tab 1544 List of Meetings (Page 1147) Dr. Murray 

March 1-2, 1993 
NIH, 31/Conference Room 6 

Adjournment . . . . . . . . . . . . . . . . . . . 
Dr. Murray 

3:00 p.m. 

. . . . 4:00 p.m • 

. . . . 4:10 p.m. 


