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Development of the novel ant-metastatuc therapy against circulating tumor cells
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Circulation tumor cells (CTCs) appeared in the early phase of metastasis and the
growth of metastasized cells in the target organs are critical during the multistep lung metastasis by
musclo-skeletal malignant tumors. We established the method to purify the living CTCs from osteosarcoma
(0S) bearing mouse using our previously reported highly metastatic 0S cell line LM8. By comparison
between CTCs from LM8 and primary tumor cells, we found the higher anti-anokis activity of LM8-derived
CTCs. We also found that vascular endothelial growth factor (VEGF) plays an important role of three
dimensional growth of 0S in soft-stiffness condition mimicking lung, compare to the hard stiffness
primary sites. Using the small molecules targeted to the VEGF signal, we confirmed the effective
inhibition of 0S lung metastasis in vivo syngeneic mouse orthotropic experimental metastasis model.
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