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Novel therapeutic approach for osteolysis focusing on the regulation of
cytoskeleton

Ezura, Yoichi
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Focusing on osteoclast migration in osteolytic disease, we used osteoclast
specific conditional KO mice (Pfnl-cK0<OCL>) for Pfnl gene, one of the regulators of actin molecular
polymerization. This mutant line develops osteolytic skeletal deformities by the age of 4 weeks.
Cultured bone marrow-derived cells lacking Pfnl enhanced progenitor cell migration and bone
resorptive activity without clearly enhancing cell fusion or accelerating osteoclast
differentiation, and the enhanced migration and bone resorptive activity were suppressed by Arp2/3
inhibitors. Twice-weekly alendronate administration (0.1 mg/kg body weight) to the Pfnl-cKO<OCL>
mice from 5 weeks to 8 weeks of age markedly improved osteolytic lesions in the long bones and skull
and partially improved skeletal deformities.
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Alendronate Improves The Osteolytic Bone Phenotype Of The Osteoclast-specific Mutant Pfnl-cKO Ocl Mouse as A Model For
Recently lIdentified Severe Form PDB
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