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The investigation and identification of key molecules in the calcium
oscillation-independent osteoclastogenesis
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In this study, | found that direct contact between osteoclasts and osteoblasts,

especially membrane fraction molecule(s) of osteoblasts, is required for the induction
of Ca* oscillation-independent osteoclastogenesis. Moreover, | revealed that Cot, a
serine/threonine kinase, existing in osteoclast, was activated by cell-cell interaction
with osteoblasts, and directly phosphorylates NFATcl which is a critical transcription
factor for osteoclastogenesis. The phosphorylation by Cot increased the stability of
NFATcl resulting in up-regulation of their protein levels. Taken together, we propose
the new activation mechanism of NFATc1 followed by osteoclastogenesis, that is increasing
NFATc1 stability by Cot-mediated phosphorylation in the Ca?* oscillation-independent

manner.
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