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EEESL (EX) Investigation of bone resorption by osteoclasts: aiming at therapy
regulating osteoclastic bone resorption.
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WFZeR SR OMEEE (3E30) @ Osteoclasts are bone—degrading cells playing an exclusive role
in bone remodeling but molecular mechanism of osteolysis is poorly understood. Here we
established a traceable and reproducible 7n vitro analyzing system for osteolysis using
human osteoclasts because we found that an energy molecule ATP acts as a specific
osteolysis initiator via P2X7-nucleotide receptor. We further show that deacetylation
of «a-tubulin is a critical reaction for osteolysis. Pharmacological inhibition of
a—tubulin deacetylation resulted in defective bone resorption, accompanied by (1)
failure of sealing—zone formation and (2) ceased secretion of osteolytic granules.
Furthermore, kinetics of deacetylation was found to be regulated by Syk. These data
suggest a novel P2X7-Syk—acetylation/deacetylation pathway for therapeutic targets in

osteolytic diseases
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secretion of lytic granules via Syk
dependent deacetylation of alpha tubulin.
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