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Mechanism elucidation and drug development of early-stage FOP respond to TGF-b
signaling using patient-derived iPSCs
Zhao, Chengzhu
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Fibrodysplasia ossificans progressiva (FOP) is a genetic disorder

characterized by progressive heterotopic bone (HO) formation in soft tissues. Early FOP lesion, also
knows as "flare-up’ , initiates by soft tissue injury, followed by endochondral ossification to
form HO. FOP patients harbor gain-of-function mutations in ACVR1, conferring overactivation of BMP
signaling which induces differentiation of stromal cells in flare-up tissue into HO. However, the
cause of flare-up formation has not been reported. In a this study, we established an in vitro
flare-up model by using FOP patient-derived induced pluripotent stem cells (FOP-iPSCs). Based on
this model, we found a "ligand A" specifically increased proliferation activity of FOP cells.
Besides, ligand A administration induced flare-up and HO in FOP model mice. The findings of this
project could add substantially to our understanding and provide a new therapeutic target of FOP.
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