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Probucol decreases mevalonate pyrophosphate decarboxylase in the rat liver

Akihiro Michihara, Makoto Sawamura®, Yukio Yamori**, Kenji Akasaki,
and Hiroshi Tsuji

ABSTRACT : It is known that cholesterol biosynthesis in the liver is inhibited by the effects of
probucol. This inhibition mechanism by probucol is caused at least in part by a decrease in 3-
hydroxy-3-methylglutaryl (HMG)-CoA reductase activity. In this study, we examined serum
cholesterol, and the change in the activity or protein level of mevalonate pyrophosphate
decarboxylase (MPD), which is involved in cholesterol biosynthesis, in the livers of rats fed
probucol. The results indicated that serum cholesterol, MPD activity and MPD protein were
decreased by 70%, 50% and 60% by probucol, respectively, as compared with those in rats fed
on normal chow. These data show for the first time that probucol, decrease the level of an
enzyme involved in cholesterol biosynthesis other than HMG-CoA reductase.
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