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Analysis of heterotopic ociffication in skeletal muscle
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Fibrodysplasia ossificans progressiva (FOP) is a rare genetic disorder

characterized by progressive heterotopic ossification (HO) in soft tissues, such as skeletal muscle,
especially after trauma. A gain-of-function mutation in ALK2, ALK2(R206H), is commonly found in
patients with typical FOP. ALK2 is a type | receptor of BMP and transduces osteogenic signaling. In
the present study, we observed that expression levels of BMP-2 and BMP-7 increased in injured
muscle. In vivo implantation of BMP-2 and BMP-7-containing pellets drove HO in skeletal muscle. We
analyzed their biological activity on ALK2(R206H) in vitro, BMP-7, induced BMP-specific luciferase
reporter activities In C2C12 cells expressing human ALK2(R206H). In conclusion, BMP-7, which
increased in injured muscle, contribute to the muscle trauma-induced HO in FOP.
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