
Recombinant DNA Advisory Committee 
National Institutes 01 Health 

Building 31. eonrenoce Room 10 
Bethesda, MaJ')'land 
~ber 4-Sf I99S 

Final Agenda' 

Decem~r 4, 1995 

I. Call to Order and Opening RemarksfWalters ....•......•..........................•..•• 9:00 a.m. 

Tab 1889 
1886 

1890 

19028 

Federal Register Announcement 
Recent Publications 
Science /Bbese/ ADA 
Science /BorWf}lon/ ADA 
Science/Crystal/Gene Therapy 
Nature Medicine/Kobn, Parkman/ADD 
New England JoumQ/ of MedicinefKnowies/CF 
New YOlk Tunes jCanavan's disease 
Human Gene Therapy/Crystal/Cystic Fibrosis 

(page 292) 'NI. 

(page 178) , ... , 
(page 184) 
(page 190) 
(page 298) 
(Page 3(6) 

• (page 315) 
(page 700) 

'~f_""""" 
_w~ a- nn..,/N-..I ..... .. 

-..--
-W .. Illfl-o...w'I DIll ............... .,. 

[I. Data ManagementfWahers ...•.............. .- .....•..•...•......•................. 9:25 a.m. 

"-

--

Tab 1887 

1892 
1888 

1902F 

FYljIBC & IRB Approvals from protocols not requiring 
full RAC review reported at the 9/95 RAC Meeting 
--#9507-114/Pl: Garner (Page 198) 
-#9.508-117/p1: Rosenblatt (Page 202) 
--#9508-119/p1: Ridden (Page W7) 
--19.508-Ul/pI: F'aglin (Page 2(9) 
--/pI: Connick-Deeks (Page 343) 
NUI/FDA Consolidated Review & Protocols Not Having Full RAe Review 
-Ur from ORDA to IDA (page 239) 
--#951l-134jPls: Gilbert, et.aJ./Phase 1 Study 10 Eva/uaJe the Safety 
&: In Vivo Persislence of Adoptively TTQJJSferred AuIOlogous CD4( + ) 
T Cells Genetically Modified to Resisl HIY Replication (Page 243) 
-#9511-135/P1s: Alvarez/Curiel: A Phose I Study 01 Recombinant 
Adenovirus Vector-MediaJed Intraperitoneal Delivery of Herpes 
Simplex VIIUS Thymidine Kinase (HSV-TK) Gene and IntTavenow 
Gandclovir for Previously Treated Ovarian and Exuaovarian Cancer 
PalientS (Page 250) 
-#95U-136/pIs: Yee/Greenberg: Phose 1 Study to Evahulle the 
Safety of Cellular Adoptive Immunotherapy using AJJlOIogous Unmodified 
and Genetically Modified CD8( +) Tyrosinase-5peciftc T Cell! in 
PQJienlS wiJh MetIlStatic Melanoma (Page 259) 
--#9511-133fPI: Brenner: Phase I Study to Cytokine Gene Modified 
Autologous Neuroblastoma Cells for Treatment 0/ Relilpsed/Refractory 
Neuroblastoma Using an AdenoviraJ Vector (Page 1:79) 
--#9509-126/pI: Chen: A Phase I Study 0/ Recombinant Vaccinia 
Vuus that Expresses Prostate Specific Antigen in Adult Patients 
with AdDwcarcinoma of the Prostate (Page 7l1J) 
--#9509-127/pls: Welsh, Zahner: Cationic Lipid Mediated Gene 
Transfer of CFTR.: Safety of a Single Administration to the 
Nasal Epithelia (Page 730) 

tAll 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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1893 

1891 

1902D 
19()2G 

--#9510-128/pI: Cole: Phase I Study of Recombinant CEA 
Vaccinia Vuus Vaccine with Post VaccinatiM CEA Peptide 
Challerage 
--#9510-129{Pls: Roshow, Hudson, Rooney, Heslop, Brenner: 
Administration of Neomycin Gene MDlked EBV Specific Cytotaxic 
T-Lymphocytes as Therapy for Palients Receiving a Bone Manvw 
Transplant for Relapsed EBV-Posmve Hodgkin Disease 
--#9510-13O/pIS: Roskrow, Hudson, Rooney, Heslop, Brenner: 
Administration of Neomycin Resistllllce Gene Marked EBV Specific 
Cytotaxic T-Lymphocytes 10 Patients with Relapsed EBV-Positive 
Hodgkin Disease 
--#9510-131/pls: Connick, Decks: A Randomized, Controlled, 
Phase II Study of the Activity and SafeCy of Autologous CD4-Zeta 
Gene-Modified T Cells in HW-Inlected Patknls 
-#9510-132/pIs: Paulson, Lyerly: A Phase I Study of Autologous 
HIlmlPl Inlerleukin-2 (IL-2) Gene Modified Tumor Cells in Patients 
wilh Locally Advanced or Metastatic Prostate CoIk;er 
-Resp. from Yee-Greenberg to LysaughtfMdanoma Protocol 
--Resp. from Alvarez-Curiel to Smith/Ovarian Cancer Protocol 
--Resp. from Alvarez-Curiel to Ross/Ovarian Cancer Protocol 
--#9303-fJ37jVaIl Gilder/Adverse Events (2) 
--#9312-063!Smol! Adverse Event 
--#9403-069 /Walker/Adverse Events (2) 
--#9403-069 /Walker /patient Violation 
--#94(}3.{)69/Walker/Death of Patients (2) 
--#9508-115/Chang/Adverse Event 
--Human Gene Therapy Protocol List 
--Amendments to Human Gene Transfer Protoeolffable 
--Review Level3--So1e FDA Reviewfrable 

(Page 733) 

(Page 736) 

(page 739) 

(Page 741) 

(Pagc 744) 
(page 356) 

. (Page 379) 
(Pagc 384) 
(Pages 319/321) 
(page 323) 
(Pages 329/333) 
(Page 335) 
(Pages 336/340) 
(page 723) 
(page 741) 
(page 763) 
(page 7(6) 

Ill. Minutes of the September 11-12, 1995, Meeting .•....•..•.......................•...... 10:00 a.m. 
Reviewers: Chase, DeLeoo. 

Tab 1898 Minutes (Page 559) 

(Coffee Break) .............•.......•.••.••••.•.••. _ •....•...... _ .... _ .... _ . . . .• 10:15 a.m. 

IV. Human Gene Transfer Protocol entitled: A Phase I Study 0/ the Safety of 
Injecting Malignant Glioma Patients with In-adioted TGF-p2 Antisense Gene 
Modified Autologous Tumor Cells • _ .•..•.•• _ ••.•.•.•.••........•.. _ .... _ ............ 10:30 a.m. 
PIs: Black and Fakhrai, UClA 
Reviewers: Ginsburg, Santulski, Meyers 

Tab 1882 

1894 

ORDA Cover Sheet 
RAe Minutes 3/95 
Fakhrai Proposed Experiments 
Ginsburg Response 
Protocol 
Ginsburg Comments 
Samulski Comments 
Meyers Comments 
Fakhrai Response 

(Page 4) 
(Page 6) 
(page 11) 
(Page U) 
(page 13) 
(Page 429) 
(Page 431) 
(Page 433) 
(page 434) 

IMJ,J --..... ........ 1'ft4IotoIi 
~R.cWcw~ ••.••••••••••••• 1111!1 

(Lunch) , ......................................... , .... , ...... , , ... ' .......... 11:30 a.m. 
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V. Human Gene Transfer Protocol entitled: Phase 1 Study 0/ ElA Gcne Therapy 
for Patients with Metaslatii: Breast or Ovarian Cancer that Overexpress HER-2/ncu. . ...••...•••.•• 12:30 p.m. 
PIs: Hortobagyi, Lopcz-Berestein, & Hung, U of Texas, MD Anderson Cancer Center, Houston 
Reviewers: Straus, Motulsky, Zanea 

Tab 1883 

1895 

ORDA Cover Sheet 
RAC Summary Minutes 9/95 
Protocol 
Straus Comments 
MotWsky Comments 
Zanen Comments 
Hortobagyi Response 

(Page 51) 
(page 58) 
(page 59) 
(page 440) 
(page 443) 
(page 445) 
(page 448) 

ItI.I:~ .......,.,. ..... ...-.. ---.,.""...., ........ c..... ............. +-'1 
-0... ........ >, ................. c ••••• L" l'i~ 

VI. Human Gene Transfer Protocol entitled: A Phase I Study of Adenoviral Vector 
Mediated Gene Transfer 10 Liver in Adults with PtUtio/ Omjthine Transcarbamylase 
Deficiency ..•....•••••.••.••.••..•.••••••••••••••.•••••..• , ...•....•••••.•..•.• 1:30 p.m. 
PI: Batshaw, Inst.. for Human Gene Therapy, U of PA Medical Center, Philadelphia 
Reviewers: Erickson, Hirschhorn, McGraw 

Tab 1884 

18% 

1902C 

ORDA Cover Sheet 
Protocol 
Erickson Comments 
Hirschhorn Comments 
McGraw Comments 
Batshaw /Raper {Wilson Response 
Batshaw /Raper /Wilson Response 

(Page 91) 
'(page 92) 
(page 511) 
(page 520) 
(page 523) 
(page 528) 
(Page 710) 

JtaL ................ 
~ ~/1rikt- .... ,. c •••••••••• In 
~··.-· ••••••••••••• c •••• c ••••• " 

(Coffee Break) ...........•....................•......... , ............. , ......... 2:30 p.m. 

VII. Discussion Regarding Fulfillment of RAC Stipulations for Protocol Entitled: 
Phase I Study 0/ Adenoviral Vector Delivery of the HSY-TK Gene and the 
Intravenous Administration of Ganciclovir in Adults with Malignant 
Tumor 0/ the Central Novous System •••..•••••..•.••.•........•...................•.. 2:45 p.m. 
PI: . Grossman. Woo, Baylor College of Medicine, Houston, Texas 
Reviewers: Samulsli, Smith, Zallen 

Tab 1899 
1902E 

Background Information 
GrossmanfWoo Letter 

(Page 610) 
(page 725) 

VITI. Amendmcnt-Semiannual Data Reporting to Annual Data Reporting ..•....................... 3:00 p.m. 
Presenter: Knorr, ORDAfNIH 

Tab 1885 Ltr from Knorr 
Ur from Nabet, U of Ml 

(page 146) 
(Page 148) 

IX. Discussion Regarding the Report from the Ad Hoc Review Committee ....................... , 3:15 p.m. 

x. 

Tab 1900 RAe Consensus Statement Re: Review Standards/June 1995 
Ad Hoc Review Committee/August 28, 1995fMinutes 
Ad Hoc Review Committee/Sept. 8, 1995fExecutive Summary 
Knorr Letter /November 2, 1995 

(Page 643) 
(Page 644) 
(Page 650) 
(Page 653) 

"NUt .... Kt.c .......... c......... 
.... sa....,o .... Natant- 0.. .. _ .....•.... tiS 
.-BIO~IAr •....•••.. c •••••• IU 

Chair CommentsfWaltcrs .......................................................... 5:00 p.m. 

---- Xl. End of Session . . . . . . . . . . . . . . . . . . • . . . . . . . . . . . . . . • . • . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 5:30 p.m. 



"-- Page 4 - RAe Final Agenda • December 4-5, 1995 

xu. Call to Order /Walters ............................................................ 9:00 a.m. 

XIII. Presentation on Ethical Issues Associated with In U/Uo Gene Therapy ..................•..... 9:15 a.m. 
Speaker: Dr. John C. Fletcher 

UUM ........ 7!7'1IoIdNII Kornfeld Professor & Director of the Center for Biomedical Ethics 
~""""""""""""",,"II 

University of Vuginia, Charlottesville, VA 

Tab 1901 Background lnformation (Page 657) 

(Coffee Break) . , . . . . . . . . • . . • • • . • . . • . . . . • . . . . • . • . • . . . . . . . . • . . . . . . . . . . . . . . . . . . . .. 10:15 a.m. 

XIV. Discussion oC Proposal to Treat Canavan's Leukodystrophy/Meyers .•..•......••.•.....•..•.• 10:30 a.m. 

Tab 1902A 

,~ I 

Meyers' Letter to Wivel dated 10/16/95 
Wivel's Response to Meyers dated 10/25/95 
Meyers' Response to Wivel dated 1O/']fj/95 
Wivel's Response to Meyers dated 10/30/95 

. (page 691) 
(page 695) 
(page 697) 
(page 699) 

XV. Future Meeting DatesjWaI[ers ..... , .................•...........•.................. 1:00 p.m. 
Next Meeting: Mar. 4-5, % NIH 31CjCRlO 

Tab 1897 List or Meetings (Page 557) 

XVI. Chair Closing RemarksfWallers ..................................................... 1:05 p.m. 

XVII. AdjournmentfWalters .........•........•.••......•.........•....•................ 1:15 p.m. 

., t 




