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The roles of downstream factor(s) of cancer cell-derived Klotho on bone
mineralization
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Soluble Klotho (sKL) was detected in the several cancer cell lines and stimulated
ERK signaling in vitro in the combination with FGF23 which is derived from bone. However, sKL-mediated
ERK signaling was tissue-specifically regulated because of the presence of the protease(s) by which FGF23
was processed.
Downstream factor of sKL and FGF23, X, was identified by DNA microarray. X inhibited bone matrix
mineralization in vivo and in vitro, but did not affect on proliferation and differentiation in both
osteoblast and osteoclast cell cultures. X was stron?Iy detected in bone matrix. osteoblasts and
osteocytes with immunohistochemistry by anti-X polyclonal antibody.
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