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Myostatin is a negative regulator of skeletal muscle mass. We previously identified
several microRNAs differentially expressed in skeletal muscle of myostatin knockout mice.
However, the role of the microRNAs in the regulation of skeletal muscle mass remains
unknown. In this study, we analyzed the function of microRNA in myostatin—deficient muscle
hypertrophy. We especially focused on miR—486, since miR—-486 is reported to be a positive
regulator of IGF1/Akt signaling in skeletal muscle. We showed that canonical myostatin
signaling negatively regulates miR-486 expression at the transcriptional level.
Furthermore, gain and loss of function of miR-486 demonstrated the involvement of miR—486
in the regulation of C2C12 myotube size. Our results suggest that miR-486 is a potent
intermediary molecule that connects myostatin and IGF1/Akt signaling in the regulation
of skeletal muscle mass.
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