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Mechanism of statin-induced skeletal muscle damage and the unique role of
cholesterol metabolism in skeletal myogenesis
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Analysis of skeletal muscle-specific HMGCR-KO mice revealed that skeletal
muscle ATP levels are reduced prior to myofiber damage. Therefore, C2C12 cell lines KO"d with HMGCR
or Rosa26 were generated using Crispr-Cas9 and screened for restoration of ATP levels in siRNA
knockdown of Rab small GTPases, particularly in HWGCR-KO C2C12 Although an increase in ATP levels
was observed in a group of Rab 8A, 8B, 10, and 13, there was a lack of improvement in myofiber
morphology, and we have not yet determined the molecule responsible for the rhabdomyolysis
associated with KO of HMGCR.
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