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Analysis of mechanism of bone fragilitK and effects of drugs in osteogenesis
imperfecta using a graft model for enchondral bone formation
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We obtained fibroblasts and iPS cells from patients with osteogenesis
imperfecta (01). Collagen type 1 from fibroblasts and osteoblasts differentiated from 1PS cells were
analyzed by SDS-PAGE and LC/MS. The glycosylation-overmodification of collagen type 1 was found.
4-phenyl butyric acid improved overmodificatin and accumulation of collagen In ER. TGF-b signaling
was slightly different between osteoblasts induced from normal and Ol patients derived iPS cells.
The concentration of sclerostin was related to height and weight in 19 Ol patients. Variants
responsible for 0l was found in 36 out of 47 Ol patients. The significant genotype-phenotype
correlation was reported. The model mice having p.G810S were generated by the knock-in method and

proved to show fragile bone phenotypes.
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