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Regulation of bone minerals by FGF23/klotho axis related to osteocytic function
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Signaling linked to a klotho/FGF23 is predominantly found in the proximal renal
tubules, where it inhibits Pi reabsorption and la -hydroxylase activity. Therefore disrupted function of
FGF23/a klotho in kl/kl mice and a klotho-deficient (a klotho-/-) mice results in hyperphosphatemia and
hypercalcemia. Despite of elevated concentration of serum Pi, bone minerals around several osteocytes
were disappeared. KI/KI mice fed with low Pi diet showed improved bone matrix, but, o klotho-/- mice
still demonstrated patched unmineralized areas in the periphery of the osteocytes. In the kidney of kl/Kkl
mice fed with low Pi diet showed increased expression of o klotho. Therefore, it seems likely that
improved histology in bone in kI/kl mice may be due to increased expression of a klotho, but not
normalized concentration of serum Pi.
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