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In this project, we perform a phase Il investigator-initiated clinical trial in patients with glioblastoma in order
to test the efficacy of a triple-mutated, third-generation oncolytic herpes simplex virus type 1, G47A, that exhibits
enhanced replication capability in a variety of cancer, efficient induction of specific antitumor immunity, and high
safety features.  Prior to this phase Il trial, a first-in-man clinical trial was performed from 2009 to 2014. The FIM
study proved the safety of G47A when injected into the human brain.  The phase Il trial was registered in July 2014
and patient accrual started in December 2014.  So far, the treatment has been well tolerated, and the study is ongoing
as planned. In 2016, G47A was designated as a ‘Sakigake’ breakthrough therapy drug by the Ministry of Health,
Labour and Welfare of Japan, allowing its priority review and fast-track drug approval. In this project, we also
perform GMP production of clinical lots of G47A at the Therapeutic Vector Development Center of our institution.
Besides the clinical trials in glioblastoma, we started a single arm phase | study in patients with castration-resistant
prostate cancer and another study in those with recurrent olfactory neuroblastoma, both in 2013. The trial for
prostate cancer was recently completed, which again proved the safety of G47A when injected into the prostate. \We
made a new clinical protocol for malignant pleural mesothelioma, in which G47A is injected into the pleural cavity
repeatedly. The protocol has recently been approved by the internal review board, so the trial is expected to begin
within the coming academic year.

This project seeks the strategy for the earliest drug approval of G47A in Japan. This project further focuses
on expansion of the clinical application of G47A to a wide variety of cancer in the most efficient way possible. By

organizing a nation-wide study group with an international standard of techniques and knowledge, we continued to
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investigate the usefulness of oncolytic virus therapy and collected preclinical data in various cancer including gastric

cancer, head and neck cancer, blood cancer and liver cancer.
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