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Pathogenesis of ectopic calcificaion in disorders of calcium and phosphate
metabolism.

Kinoshita, Yuka

3,200,000

fibroblast growth factor 23 (FGF23)
FGF23

TIO
FGF23 RNA Klotho
Klotho/FGFR1c MAPK TIO
FGF23 Klotho/FGFR1c FGF23
TIO Klotho FGF23
Klotho TI0 Klotho
TIO Klotho TIO

We have investigated the mechanism of how mesenchymal tumors in
tumor-induced osteomalacia produce fibroblast growth factor 23 (FGF23), which is one of the hormones
usually secreted from the bone. We have performed RNA-sequencing analysis using an FGF23-producing
tumor in the parotid gland and found the elevated expression of Klotho in the tumor. Additionally,
we have seen the activation of MAPK signaling pathway in the tumor. Therefore, we assume that FGF23
secreted from tumors may activate the receptor complex of Klotho/FGFR1c and facilitate further the

production of FGF23 in tumors by a positive feedback mechanism.
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Summary of immunohistochemical and RT-PCR analyses of tumors.
Case Klotho p-Erk
HC RT-PCR HC
1 + + +
2 + N.E. +
3 + + +
4 + N.E. +
5 + + +
6 - N.E +
7 + N.E. +
8 - N.E. +
9 + N.E +
10 + N.E N.E.
11 - - N.E.
12 - N.E. +
13 + NE +

IHC, Immunohistochemistry; -+, positive; —, negative; N.E., not examined.
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