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SiVRHa2— > 50% (Asano et al. Mol Ther 2002)

o EA DL IWARGR— > 50% (Sasaki et al. Gene Ther 2005)
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(Sasaki et al. Transplantation 2005)
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Problems in Hematopoietic Stem Cells
Gene Therapy

Safety: Adverse effects caused by vector integration site

Improvement of vectors

Development of the safety device

Efficacy: Low gehe transfer efficiency to the HSC

Mini-transplantation with conditioning

Combinational use of SAG and BMR withdut |
conditioning -




Concept and Mechanism of SAG

Molecular
Switch

Signal
Generator

Growth Signal

Importance of Engraftment of the
Transduced Cells with SAG

Transplantation




‘Bone Marrow Replacement (BMR)

‘Study Design of Non-Human Primate BMT

Transduced Gene Transplanting Method

X

PLI:non-expressing

Intraveneous transplantation
marker gene - P

Bone marrow replacement

SAG (EPOR-Mpl)




Schema of Marking Studies

No conditioning

selection

Harv/a A4F o
of CD34" cells intravenous

transplantation
Transduction with 1.7

PLI+BMR

Harve Y selection el
of CD34+* cells BMR femurs
: humerses

Transduction with FL.1

Schema of Marking Studies

No conditioning

Harvest and selection ‘infravenous
of CD34* cells transplantation

Transduction with ..

SAG+BMR
D ——

Harvest and selection BMR femurs
Transduction with 72




PLI+IV:Low Level at PB

% Gene modified CFU in BM
10% 6% 7% 0% Sy 26%

% Gene-modified cells
o
I

% Gene modified cells in PB

Days after transplantation Days after transplantation

onavec

Corporatinn

PLI+BMR:Long Preservation in BM
and Low Circulating in PB

% Gene modified CFU in BM
19% 36% 6% 2%20%6% 2% 19% 33% 2% 20%

% Gene modified cells in PB

Days after transplantation Days after transplantation




