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G47A is an oncolytic virus that can replicate selectively in and destroys
only cancer cells, and provides high efficacy and effective antitumor immunity induction as well as
high safety. In 2021, G47A was approved as a new drug for malignant glioma in Japan. G47A is
effective against various types of cancer, and an expansion of applications is intended for cancer
that is refractory to current standard therapies.

G47A exhibits specific antitumor immunity in the course of replication in cancer cells, and thus
ast as an in situ cancer vaccine. In this study, we generated viruses that further enhances
antitumor immunity using G47A as a backbone, and confirmed the enhancement of the therapeutic
effect of newly constructed viruses.



HSV-1
G47A y 34.5
DNA I1CP6 G207
a 47 a 47
MHC class |

(Todo T et al. Proc.Natl. Acad. Sci USA, 2001) 2009
first-in-human G4ATA
(Ino Y, Todo T. Gene Therapy and Regulation, 2010) 2013

G4TA ]
2016 G4TA GA7A
GATA GATA
G47A
GATA
11
G47A
(1) G47A
G47A
bacterial artificial chromosome (BAC)
ELISA
CRISPR/Cas9 HSV-
HSV-1
PCR
HSV-1
T-01 in vitro
@
T-01

PCR

2021



(1) G47A 3
(T-IMF  Immunomodulatory factor 1, T-IMF2, T-IMF3)
bacterial
artificial chromosome (BAC)
ELISA In vitro
T-01
CRISPR/Cas9 HSV-
HSV-1 G47A-d1 HSV-1
PCR
In vitro G47A-d1 G47A
GATA G47A
1
A. 140 B. Cytopathic effect
120
2 moma £ 100 il
@ 10 — A 8 8- G477 MOI 0.1
S g g 80 - G47A MOI1
2 2 ¢
8 60 8
- o 40
g 40 £
S 20
20 3,
0 —=— - m— 0 1 2 3 4
24hr 4ghr -
1. 471 A B
@) T-IMF1, T-IMF2, T-IMF3
Neuro2a A/J cloneM3 DBA/2
Renca Balb/c
T-01 G47A-d1
4T1 Balb/c G47A
T-01
2
2,000 ~e-mock 0o =®-mock 2000 o mock
- 1:500 -e-T-01 1,500 1,500 -e-T-01
& 1000 ——T-IMF1 41660 1000 —*T-IMF3
500 500 500
0 0o & > .
0 3 6 912151821 0 3 6 9 12 15 5§ 5 @ ©§ i» 15 5B
2,500
2,000 2,000 2,000
& +,=00 1,500 1,500
5 Lo 1,000 1,000
g, 500 500
£ 0 st
§ 0 3 6 9 12151821 o 0
g 0 3 6 9 12 15 0 3 6 9 12 15 18
B2 (days)
2. cloneM3 DBA/2
PCR
PCR
T-IMF mock T-01
CD8 Cb4 3



9 CD8 DAB CDh4 Fastred



2 2 0 2

Sugawara K, lwai M, Yajima S, Tanaka M, Yanagihara K, Seto Y, Todo T 17

Efficacy of a third-generation oncolytic herpes virus G47A in advanced stage models of human 2020

gastric cancer.

Mol Ther Oncolytics 205-215
DOl

10.1016/j .omto.2020.03.022

Yamada T, Tateishi R, lwai M, Koike K, Todo T 18

Neoadjuvant use of oncolytic herpes virus G47A enhances the antitumor efficacy of 2020

radiofrequency ablation.

Mol Ther Oncolytics 535-545

DOl
10.1016/j .omto.2020.08.010

79

2020

G47A CTLA-4

79

2020




Preclinical safety studies of an oncolytic herpes simplex virus type | armed with interleukin-12.

25

2019

Therapeutic efficacy of oncolytic herpes simplex virus type 1 expressing an immunomodulatory molecule in mouse neuroblastoma
and melanoma models

24

2018

77

2018

1L-12

2017




(TODO Tomoki)




