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< Oncolytic Virus >
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< Engineered T-cell Therapy> ]

siTCR vector technology

TCR gene

—- siTCR Gene Therapy -

TCR: T cell Receptor
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Collection
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CAR gene
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: Expansion

Culturing
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Engineered

Administration

CAR Gene Therapy
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CAR : Chimeric Antigen Receptor
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: Adeno-asso : Retrovirus
Adenovirus : ) Herpesvirus ..
-ciated virus [ Lentivirus

248 (Family) Adenoviridae  Parvoviridae  Herpesviridae =~ Retroviridae
YL RE dsDNA ssDNA dsDNA ssRNA
7L HA4X 38-39 kb 5 kb 120-200 kb 9-10 kb
F A& in vivo in vivo in vivo ex vivo
DAILAKFERE 70-90 nm 18-26 nm 150-200 nm 80-130 nm
BEEBE~D _ _ _ n
T ) LD HIAH
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DHRE (FEn M) (GER M)
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Apheresis product
wash/fractionation

/E)‘E:E 2991, Cell Saver 5,

LOVO,Elutra, Sepax, Prodigy

Apheresis collection

/

r infusion CAR-T cell manufacturing

T-cell cryopreservation

&Zontrolled-rate freezer

T-cell formulation

Dynabeads & MPC,

CliniIMACS, Prodigy

T-cell selection

AAPCs, Dynabeads, ExpAct Treg beads)
TransAct beads, Expamer

T-cell activation

Retroviral and lentiviral vectors
Transposon/transposase
mRNA electroporation

Gene transfer

COBE 2391, Cell Saver 5,
LOVO, Sepax, Prodigy
T-cell expansion

WAVE, G-Rex, Cell
culture bag, Prodigy

NETEERELOPESE
VARSI R—arv DRl
v YEWNDRALIE

(Wang X and Riviere I,
Molecular Therapy-Oncolytics, 2016)
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ol Transduction method RBV-LTS RBV-Spin RBV-Static RBV-LTS method
____________________________________________________________________________________________________________________ | RN-coated vessel |
MT-MFR3, 2.9 x 108 IFU/ml, 1 mi/wel
40?6&? 32°C, 2h 25°C, 3h Permalife PL325 (360cm?)
rp ZGI‘JU 2 g 1 5 g (OriGen Biomedical Inc.)

(reciprocating shaker)

| Virus Pre-Loading Step |
SUP-T1 cells SUP-T1 cells SUP-T1 cells
5x 105 cells/ml,  5x 105 cellsiml, 5 x 108 cells/ml, prwre

180 mi/bag 1 mifwell 1 mlfwell at 4 °C, 50rpm for 16hrs

m 2h N/A N/A Ly

| Transduction Step

Four days after the transduction, transduction efficiency cell
y was evaluated by measuring the proviral copy number.

B e O Turn
After 1hr incubation,
turn over PL325 bag

Gene Transfer Efficiencies
)
o

| T

25 - - U
' Incubate for overnight or 5hrs
2.0 -
1.5
0.5 -
0.0 -
8h 12h

16 h 20 h 24 h 48h | RBV-Spin |RBv-5tatic
RBV-LTS (PL325) (24-well plate)

(Vector copies/cell)
[=

Dodo et al. PLOS ONE (2014) 9, e86275
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KING SKYFRONT (40ha)
Tonomachi International Strategic Zone

KAWASAKI QITY
March 2016

Life Sci & Envi t h center(LiSE) ICON
(0.7ha) The operation starts TR
_ in March 2013 || Innovation Center Of NanoMedicine (iCONM)

Central Institute for Experimental Animals, (0.8na) The operation starts in April 2015

3 Medical and New Drug c -
CIEA Development Research Center ¢

(0.8nha) The operation starts in 2011

3
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Create Medic Co, Ltd (0.3ha)
aenwe Will be starhng in 2016
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wi Japan Radiolsotope Association

CYBERDYNE Inc. (1.5ha) {1.0ha) Will be starting in 2017

Swooecsful bid deolcion in 2014.8.8
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Tokyo Internatonal Alrport
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Life Innovation Center (Kanagawa pref.)
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PEPTIDREAM INC. |5

@ '\ ;Nm INNOVATIVE PERTIDE THERAPEUT ICS
PEPTIDREAMING ( 0.47ha)
Will be starting in 2017.8
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