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Fibroblast growth factor 23 (FGF23) is a bone-derived hormone that plays an impor
tant role in phosphate (Pi) transport in the proximal tubular cells. Klotho forms a specific receptor com
plex with FGF receptor that transmits signaling of FGF23 in the distal tubules. FGF23/klotho signaling lea
ds to down-regulation of sodium-dependent Pi cotransporter (NaPi-lIl1 ) in the proximal tubules. In the pre
sent study, we investigated the mechanisms of down-regulation of renal Pi transporter by FGF23/klotho syst
em and the production of FGF23 in bone cells. We show that klotho expression in the proximal tubules is in
duced by several conditions. Furthermore, inactivation of NaPi-llc by PKC is the first step of FGF23/kloth
0 dependent down-regulation of the transporters. Thus, FGF23/klotho signaling in the kidney-bone axis is e
ssential for Pi homeostasis.
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