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Clinical Trials of Gene Transfer to Hematopoietic Stem Cells by Retroviral Vectors Cancer and HIV 03.03.03
Disease |PI Disease Source Gene n Dates # cells # CD34/kg % Gene Transduced Duration Reference
Gene Marking in Cancer/Leukemia CFU in Transplant
3A1 Brenner AML BM neo 27 1,2,3
3A2 Brenner Neuroblasto [BM neo 12 1,2,3
ma
3A3 Dunbar Breast Ca, [(BM/PBSC neo 24 12/92- 20-290e6 [0.1-4.0 1-55% cfu-gm 1-21 mo 4,5
MM 11/96
3A4 Cornetta Acute BM neo 5 5/92-8/93 (8e8-2e9 [n.d. 2.2-6.7% CFU-GM 5A
leukemia
3A5 Deisseroth CML PBSC neo 6
3A6 Deisseroth NHL BM vs PBSC [neo 3 9 mo 7
3A7 Verfaille-most CML PBSC neo 11 ?? .55-8.8e8 |0.7-6.9e6 <1% CFU <24 mo
complete data
Chemotherapy Resistance Genes
3B1 Cowan Breast mdr 4 8,9
3B2 Moscow Breast mdr/neo 6 10
3B3 Deisseroth Breast/Ovari mdr 18 11,12
an
3B4 Linch NHL mdr 3 not 13
detected
3B5 Hesdorffer Ca BM mdr 5 <3 mo 14
3B6 Abonour Germ Cell PBSC mdr 11 7/97-9/02 (1.6-8.3e8 |2.3-13.4 4-52% 9 mo 15
Ca
3B7 Croop Brain Tumor- (PBSC MGMT 9 8/98-6/00 (3.2-14.7e8|3.2-16.9e6 0-60% 0-13 mo
Ped/Adult
3B8 Gerson Sarcoma PBSC MGMT 1 10/02- 7.00E+07|1.08E+06 21% CFU not
detected
HIV-1 Resistance genes
3C1 Mitsuya HIV PBSC Ribozyme 10 2/98-1/00 1.3-10 0.4-57% 6->36 mo 16,17
3C2 Zaia HIV PBSC Ribozyme 5 18
3C3 Zaia HIV/Lympho [PBSC Ribozyme 5 0.6-3.2 13-26% <112 mo

ma
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3C4 Kohn Ped HIV BM RRE decoy 4 8/97-12/97 0.05-1.0 7-26% <6 mo 19
3C5 Kohn Ped HIV BM HuM10 2 11/00-1/01)|2.8-5.1e7 |1.2-1.6e6 15-34% 18 mo

Dominant-

nagtive Rev
3C6 Liu HIV 20
3C7 Systemix HIV Dominant-

negative Rev
Clinical Trials of Gene Transfer to Hematopoietic Stem Cells by Retroviral Vectors Genetic Diseases 03.01.03
Disease |PI Disease Source Gene n Dates # cells # CD34/kg % Gene Transduced Duration Reference
ADA-
SCID
3D1 Bordignon ADA BM ADA 2 1992 0.9-8.6 21-25% 21
3D2 Hoogerbrugge ADA BM ADA 3 1992|4e7-4e8 |1.6-2e6 1-12% CFU-GM 12 mo 22
3D3 Blaese/Kohn ADA UCBC ADA 3 1993 12-19% >9 yr 23,24
3D4 Aduiti ADA BM ADA 4 2000 0.9-5.3 25
3D5 Kohn/Candotti ADA BM ADA 4 8/01-1/02
XSCID
3D6 Cavazzana/Fische|XSCID BM GammacC 11 1999 14-38e6 31-53% >36 mo 26,27

r

3D7 Thrasher XSCID BM GammaC 5 2002
Jak3-
SCID
3D8 Sorrentino Jak3 SCID |BM Jak3 1 2002
LAD
3D9 Hickstein LAD PBSC CDi18 2 7/8/1999|2.7-13.3e8(0.48-2.8e6 12-16% ex vivo 0.02-0.04% in vivo [1-2 mo 28
CGD
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3D10 Malech CGD PBSC p47phox 5 7/95-12/95|3.8-7.5e8 |0.9-15e6 15-40% ex vivo 0.01-0.05invivo [1-6 mo 29,30
3D11 Malech CGD PBSC gp91phox 6 4/98-3/00 |6.5-30e8 |[10-50e6 (total for [49-81% ex vivo 0.02-0.15% in vivo |8-14 mo 31,32
1-4 cycles)
3D12 Croop CGD PBSC gp91phox 2 3/99-9/02 [6.4-8.2e8 |4.4-13.4e€6 17-41% 1yr
3D13 Thrasher CGD BM gp91phox 1 Nov-01 about 10e6 60% ex vivo 5-0.5% in vivo 14 mo
(with conditioning)
Gaucher
3D14 Karlsson Gaucher BM -1, PBSC- |GC 3 1993-1994 0.6-3.1e6 1.7-5.5% 3 mo 33
2
3D15 Barranger Gaucher PBSC GC 4 34
3D16 Schuening Gaucher PBSC GC 3 35
Fanconi
3D17 Liu Fanconi PBSC FANCC 4 5/95-3/98 |1.2-3.5e8 |0.05-4.3e6n.d 13 mo 36
3D18 Walsh Fanconi BM FANCA 4 2/00-9/00 |0.03-0.8e8|.005-.27€6 <1-10% 17 mo
Totals: 40 232
6 Non-US Data from PI
or literature:
29
31UsS data not
obtained, yet:
3




