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Identification of cell death mechanism involved in multinucleated giant cell
death induced by syncytial oncolytic HSV
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3,500,000
HSV  CRsyn-oHSV
MLKL
MLKL RIPK3
RIPK3 CRsyn-oHSV RIPK3
RIPK3 MLKL

HSV
HSV

HSV
HSV

We investigated whether necroptosis is involved in death of the
multinucleated giant cell formed by conditionally-replicating oncolytic herpes simplex virus
(CRsyn-0HSV). MLKL, a molecule executing necroptosis, was expressed in all cancer cell lines
examined, while RIPK3, which phosphorylates MLKL, was absent from most cell lines. In contrast,
RIPK3 was expressed in fibroblast cell lines. When a CRsyn-oHSV-infected RIPK3-deficient cancer cell

line was co-cultured with the fibroblast cell line, but not with the cancer cells themselves, MLKL

was phosphorylated and syncytial death was induced. These results indicate that necroptosis is
induced iIn multinucleated giant cells formed by CRsyn-oHSV.
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