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Development of novel chimeric antigen receptor-expressing T cells promoting
immune cell infiltration and survival in the tumor tissue
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The goal of this project is to generate a novel cancer therapy using the
next generation chimeric antigen receptor (CAR)-expressing T cell that exerts anti-cancer effect
more effectively than the conventional one. So far, the following results have been obtained;

1) The next generation CAR-T cell that concomitantly expresses CAR specific to a tumor antigen, a
cytokine committing to T cell survival, and a chemokine inducing migration of T cells was generated.
2) The next generation CAR-T cells exerted more potent anti-tumor effects than the conventional one
in several murine tumor models. 3) Molecular mechanisms underlying the potent tumoricidal efficacy
of the next generation CAR-T cells were elucidated.



1981
3.5
Chimeric
Antigen Receptor: CAR T
CAR-T
CAR
T
CAR-T
CAR-T
1
CAR
cD28
4-1BB
CD3z
CAR-T

. CAR-T

. CAR-T

CAR-T
T CAR
CAR-T "
CAR-T
CAR-T
. CAR-T
T T
. CAR-T
CAR-T
2 CAR-T “ ”

<N




CAR

“ auto-cleavable linker”

2A
2A
18 ~ 22
-D-V/1-E-(X)-N-P-G-P-
G-P
26 CAR
CAR-T
invitro
CAR-T
27
CAR-T
28
CAR-T
CAR-T
26
2A
CAR
T
CAR
T
CAR
ELISA
CAR-T
CAR-T

CAR-T CAR-T

CAR-T

CAR-T
CAR-T
CAR-T
T
CAR-T
CAR-T
3 CAR-T CAR-T
100 ®
= g0 T X
60 1 [ | CAR-T
40 1 o CAR-T
20 1 u
0 0 28 56 84 112 140
( )
CD20 hCD20
hCD20
CAR-T
CAR-T 6
CAR-T
27
CAR-T
T
CAR-T
CAR-T
CAR-T in vivo
CAR-T
CAR-T
CAR-T
CAR-T
CAR-T in
vivo



28
CAR-T

CAR-T

CAR-T

CAR

CAR-T

4 CAR-T

CAR
i
N\

(mm?)

hCD20

(CAR

400 A

200 1
| &

JIN
AN

¢ ————————

(mm?)

la}

400 4

ob

200 “1

CAR-T

300 1
200 A1

100 A

T
IAN
F N

o
]
[N
~

CAR-T

hCD20

RN

0

CAR

300 1§
200 4

——

0 7 14

CAR
hCD20

1

Keishi Adachi, Yosuke Kano, Tomohiko
Nagai, Namiko Okuyama, Yukimi Sakoda,
Koji Tamada

IL-7 and CCL19 expression in CAR-T
cells improves immune cell
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