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Establishment of animal models and treatment methods for drug-induced
rhabdomyolysis
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Rhabdomyolysis is characterized by elevation of plasma creatine
phosphokinase (CPK) level, and multiple organ disorders, especially renal failure. In the statin and
fibrate coadministration study, we found that coadministration of lovastatin and gemfibrozil under

a glutathione (GSH)-depleted condition by L-buthionine-(S,R)-sulfoximine (BSO) for 3 days induced
skeletal muscle injury with a CPK of 160,000 U/L. Coadministration of various statins and
gemfibrozil to mice demonstrated a comparison of the myotoxic potential of statins. In the study for
investigating the contribution of GSH to rhabdomyolysis, mice were treated with BSO twice daily for
7 days under a fasting condition. We found that the mice developed sever skeletal muscle injury.
Importantly, renal injury secondary to rhabdomyolysis was observed. The mouse models established in
this study would be useful in predicting myotoxic potential of drugs and in establishing remedies

for acute kidney injury in drug development.
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