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We investigated the mechanism behind the statin-induced adverse effects on skeletal muscle. (1)
Fluvastatin inactivated Rab1 by inhibiting translocation of Rab1 from cytoplasm to sarcolemma in
cultured myofibers. Brefeldin A, a specific inhibitor of ER-to-Golgi traffic, mimicked
statin-induced vacuolation and cell death. Thus, we conclude that Rabl inactivation is involved in
statin-induced myofiber vacuolation and death. (2) We investigated the mechanism of
statin-induced muscle weakness. Myofibers cultured with fluvastatin showed reduced contractility
in response to caffeine, which stimulates Ca’" release from sarcoplasmic reticulum. We also
observed attenuation of Ca®" release and ATP in statin-treated myofibers. GGPP supplementation
with fluvastatin prevented ATP reduction, indicating that inactivation of small GTPases is also
critical for the ATP reduction. (3) We examined drug transporters (Oatps) responsible for
statin-induced myotoxicity. Skeletal myofibers were more sensitive to hydrophilic pravastatin and
lipophilic fluvastatin than fibroblasts and myoblasts. RT-PCR analysis revealed that Oatpla4/2bl,
which take up statins into cells, are expressed in skeletal muscles. Therefore, I conclude that drug
transporters in sarcolemma are necessary for the induction of myotoxicity by statins.
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