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Control of GVHD by HSV-TK/GCYV suicide
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Overview

HF10 — A Broadly Active Novel Cancer Therapy

Oncolytic virus for the treatment of solid tumors

Spontaneous mutant strain of HSV-1 with attenuated virulence and lack of
neuroinvasiveness

Potent tumor killing ability in vivo and in vitro
Also effective for non-injected lesions

Acceptable safety and antitumor efficacy shown in completed and ongoing
clinical studies in Japan, and in Phase 1 trial in US in patients with solid tumors
(completed)

Additive or synergistic efficacy in animal models in combination w/ immune-
checkpoint inhibitors such as ipilimumab and nivolumab

Phase 2 trial in patients with melanoma in combination with ipilimumab (ongoing)
Issued US, JP and EP patent covers composition of matter and utility
Licensed rights for the global development of HF10 from Nagoya University
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Mode of Action

Two methods of tumor

ki"ing Virus sprea l
. ©
Local oncolytic tumor N
destruction
Tumor cell o v;:::uastes " Tutm'or celtl
Systemic anti-tumor o...m.,,t.c i e Vy e

virus

|_.°_.°_.

immune response

(Activation of innate and/or

adaptive anti-tumor Healthy cell Virus dose not Healthy cell
) . replicate undamaged
immunity)

Oncolytic Cancer Therapy

Treatment for cancer, using replication-competent viruses
with relative tumor selectivity
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Redirect T cells toward tumor

Redirect patient T cells by expressing clonotypic anti-tumor TCR genes

with defined specificities and affinities.

TCR gene transfer
using retrovirus

Anti-tumor
TCR

T cell

Tumor antigen

Tumor cell
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TCR gene therapy

Drawing
blood Autologous
> I perlﬁheril 2 Tumor antigen-
ymphocytes specific T cell clone
Activation ' Cloning of TCR gene
with a-CD3 Ab
/IRetronectin
preﬁ of O Retrovirus vector for
T
subblied IL-2 CR gene transfer

Retrovirus for
ICik gene
transter

Tumor cells Genetically
redirected T cells REREERERE
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* Engineered T Cell Therapy
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