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Development of replication-selective oncolytic viral vector using modified
mammalian orthoreovirus
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Mammalian Reovirus (MRV) has important capacity that MRV show selective oncolytic
activity in cancer cells. Currently, wild type T3D-C strain, which displays significant oncolytic
activity, is developed as viral oncolytic agent.

To develop improved oncolytic MRV reagent, we established reverse genetics system for T3D-C strain, the
known strongest oncolytic strain. We generated recombinant RGD-MRV which has integrin-interactive RGD
motif in MRV sigmal protein to enable infection to MRV-resistant cancer cells via MRV receptor
independent manner. This RGD-MRV exhibited enhanced infectivity and oncolysis of reovirus-resistant
cancer cell. Next, we have generated reporter-MRV which express exogenous Luciferase (NanoLuc) transgene.
Infection and replication site of Nanoluc-MRV in mice model could be monitored by in vivo imaging system
(IVIS). Further, when NanoLuc-MRV were injected intravenously to human cancer xenograft mice, IVIS
revealed that NanoLuc-MRV selectively infected in tumor.
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