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Regulatory mechanism of sclerostin, a bone-specific Wnt signaling inhibitor, on
organ-selective cancer metastasis
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In this stud%, we examined the effect of sclerostin, which is mainly
produced by osteocytes and has a high bone specificity, on cancer bone metastasis. In a mouse model,
only bone metastases of cancer cells responsive to canonical Wnt ligands were significantly
increased by treatment with anti-sclerostin antibodies. A significant increase in the number of
osteoclasts was also observed. In addition, canonical Wnt ligands promoted sphere formation of
canonical Wnt ligand-responsive cancer cells. These results suggest that sclerostin blockade
activates canonical Wnt signaling in canonical Wnt ligand-responsive cancer cells, thereby promoting
their bone metastases by enhancing stem cell-like properties and osteoclastogenesis.
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