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2~ o 7z [Zinc finger AN1-type domain 3 (ZFANDS3) |
WFEHL % L7k, %L T ZFAND3 % < 7 X Jif i
CHEWTERKEX 5 LT, MEfEs XS v
20 vETIESSET L RO LEL
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It is truly an honor to be
bestowed with the Excellence
Award of the Anges Young
Researcher Encouragement

Award at the prestigious JSGCT

conference held in Osaka in
2023. I am deeply grateful to those who support and
encourage young researchers, fostering their dedication
to the betterment of gene and cell therapy research.

We would like to present our research titled ‘Novel
armed oncolytic HSV exhibits strong antitumor effects
that lead to complete tumor regression’ at the 29th
Annual Meeting of the JSGCT.

Canerpaturev (C-REV) is an attenuated oncolytic
herpes simplex virus-1, which demonstrated a potent
antitumor effect in various preclinical models. For
enhancing C-REV antitumor efficacy, we generated

two triple-cytokine armed-C-REVs: one is IL-7-CCL19-

IL-21 armed-CREV, and another is IL-15-CCL19-IL-21
armed-C-REV. The cytokines were selected among
various combinations for the induction of a more
potent antitumor effect. Intratumoral administration
of cytokine viruses led to a dose-dependent antitumor
effect in SCC-VII and Pan02 murine tumor models.
In the SCC-VII model, three of six mice treated
with IL-7-CCL19-IL-21 armed-C-REV and two of six
mice treated with IL-15-CCL19-IL-21 armed-C-REV
achieved complete tumor regression, whereas only
one of six mice achieved complete tumor regression
after treatment with C-REV. In the bilateral tumor
models, the growth of the contralateral tumor was
suppressed, suggesting that the antitumor response is
due to immune responses caused by tumor-infiltrating
lymphocytes. Infiltration of cytotoxic T cells and
c¢DC-1 was increased on both tumor sides, whereas
T-regulatory activity was decreased in the tumor.
Furthermore, no increase in blood cytokine levels was
observed after cytokine virus treatment. In conclusion,
cytokine-armed C-REVs are safe oncolytic viruses with

a strong antitumor effect.
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