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Augmentation of tumor specificity and kKilling activity of oncolytic herpes virus
vectors
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We previously reported a retargeted herpes simplex virus (HSV) platform that
incorporates single-chain antibodies (scFv) into gD to mediate entry solely via cancer antigens. In this
study, we introduced syncytial mutations, known to confer hyperactivity in cell-cell fusion, into our
retargeted HSVs, and found that the mutations enabled extensive formation of syncytia and enhanced
killing activity on human tumor lines that express the target molecules. Furthermore, we took advantage
of our collection of monoclonal antibodies selected for targeting activity as components of gene delivery
vectors. We derived an scFv from a hybridoma clone that produces an anti-epithelial cell adhesion
molecule (EpCAM) antibody, and inserted it into our retargeted platform, and found that the virus showed
EpCAM-dependent virus entry and spread. Our strategies may be useful to develop a widely applicable
oncolytic HSV platform that confers powerful oncolytic activity and stringent tumor selectivity.
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