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Isolation of cancer stem cells and radiosensitizing effects of mTOR inhibitors
in canine tumor cell lines.

Hosoya, Kenji
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Presence of cancer stem cells (CSCs) are thought to be one reason to explain
local recurrence after radiation therapy for malignant tumor. The aims of this study were to
establish isolation method of CSCs in canine tumor cell lines, to elucidate mechanism of
radioresistance, and to identify agents to reverse CSCs" radioresistance.

We have shown the cells isolated by spheroid culture method express characteristics of CSCs. These
CSC-rich population was shown to be more radioresistant than the original cell line, the mechanism
for which was shown to be due to increased function of mitochondria in resopnse to irradiation.
Metoformin, an anti-diabetic agent, was found to inhibit mitochondrial function and thereby
reversing the radioresistance of CSCs.
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