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HMG- CoA Reductase Inhibitors-Associated Myopathy
Chang- Chen Tang*, ***, Li- Pin Chou**, and Tong- Rong Tsai***

*Pharmacy, **Cardiology, Sin- Lau Christian Hospital, Tainan, Taiwan;
***Graduate Institute of Pharmaceutical Sciences,

Kaohsiung Medical University, Taiwan

HMG- CoA reductase inhibitors, categorized as statins, are the most efficient drugs
for the treatment of hypercholesterolemia. Statins inhibit endogenous cholesterol
synthesis in the liver and increase the expression of LDL-receptors, resulting in an
increase in up-regulated catabolism of plasma LDL-C. Although the commonly
short-and long-term uses of statins can be well tolerated and considered relatively safe,
they can also cause liver dysfunction, myopathy and potentially fatal rhabdomyolysis.
Increased risk of rhabdomyolysis has been reported in statin use combined with other
fibric acid derivatives, such as gemfibrozil and CYP3A4 inhibitors, e.g., cyclosporin,
and erythromycin. The mechanisms of statin-induced muscle toxicity are little known.
One theory maintains that blocking cholesterol synthesis reduces the cholesterol
content of skeletal muscle cell membranes, making them unstable. Two other theories
maintain that reduced levels of isoprenoids, such as ubiquinone, or GTP-binding
regulatory proteins are responsible for muscle toxicity. The risk of muscle toxicity
with statins increases with serum concentrations of the medications. Factors affecting
the volume of distribution, such body size, sex, as well as factors reducing drug
metabolism, such as age, renal and hepatic function and some metabolic disorders,
such as hypothyroidism, debilitation, and diabetes, alter the risk of muscle toxicity.
Concomitant medications also affect the muscle toxicity risk by statin catabolism.
Recently, such drug interactions are generally attributed to effects on the CYP450
system, multidrug resistance protein 2 (MRP2), and hepatic glucuronidation pathway.
(J Intern Med Taiwan 2003; 14: 257- 263)



