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Survival mechanism of breast cancer cells in the bone microenvironment at the
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Transforming growth factor-beta (TGF-beta) plays a key role in bone
metastasis formation; we hypothesized the possible involvement of TGF-beta in the induction of
cancer stem cells (CSCs) in the bone microenvironment (micro-E), which may be responsible for
chemo-resistance. We found treatment with R1-Ki decreased tumor volume and cell proliferation in the

bone micro-E. The number of cells positive for the CSC markers, SOX2, and CD166 in the bone
micro-E, were significantly higher than those in the subQ micro-E. R1-Ki treatment significantly
decreased the number of CSC marker positive cells in the bone micro-E but not in the subQ micro-E.
Our results indicated that the bone micro-E is a key niche for CSC generation, and TGF-beta
signaling has important roles in generating CSCs and tumor cell proliferation in the bone micro-E.
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