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Identification of novel target molecules involved in spontaneous bone metastasis
of mouse breast cancer cell line.
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From a murine triple negative breast cancer cell line, 4T1, we established a
subclone, 4T1.3, which can metastasize to bone upon its injection into orthotopically. Using this
model, we reported that 4T1.3 cells induced the intra-bone accumulation of fibroblasts. We assumed
that fibroblasts in bone could supply a growth factor for cancer cells expressing a corresponding
receptor.
Compgehensive gene expression analysis detected enhanced expression of a certain receptor and its
cognate ligand in 4T1.3 cells and fibroblasts at bone metastasis sites, respectively.
The receptor gene deletion in 4T1.3 cells reduced their capacity to form intraosseous tumors while
the receptor gene transduction into 4T1 cells enhanced their capacity to form intraosseous tumors.
Even after bone metastatic foci developed, inducible suppression of the receptor molecule expression
suppressed metastasis formation. Thus, we identified a candidate molecule as a target for bone
metastasis of breast cancer.
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