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Treatment of metastatic tumors by systemic injection of tumor-retargeted
oncolytic herpesviruses
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The route of administration of oncolytic herﬁes simplex virus (HSV) in the
majority of clinical trials to date has been direct injection into the tumor. This appears to be one
of the factors that may limit the therapeutic potential of oncolytic HSV as a single agent against
systemically metastatic tumors. To overcome this limitation, we have developed a receptor-retargeted

oncolytic herpes simplex virus employing a single-chain antibody for targeting tumor-associated
antigens (RR-0HSV) and its modified version with additional mutations conferring syncytia formation
(RRsyn-0HSV) . Here, we investigated the in vivo anti-tumor effects of RRsyn-oHSV using human cancer
xenografts in immunodeficient mice. Intra-venous administration of RRsyn-oHSV resulted in robust
anti-tumor effects even against Iar%e tumors. These results strongly suggest that cancer patients
with distant metastases could be effectively treated with our RRsyn-oHSV.
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