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Lovastatin inhibits transforming growth factor-betal and fibronectin expression in cultured rat mesangial
cells. S.I. Kim, D.C. Han and H.B. Lee, Hyonam Kidney Laboratory, Soon Chun Hyang University, Seoul, Korea. We
have shown that the inhibition of HMG CoA reductase with lovastatin ameliorates diabetic nephropathy in STZ-
induced diabetic rat possibly through the suppression of glomerular transforming growth factor (TGF)-Bl mRNA
expression (Kidney Int. 48, Suppl 51 S61, 1995 and JASN 8, 637A, 1997, A2969). To determine if the suppression of
TGF-B1 expression was caused by reduction of circulating lipid or direct cellular effect by lovastatin, cultured rat
mesangial cells (RMC) were examined. When growth of RMC reached to 80% confluency, the cells were
synchronized and the cells were treated with control (5.5 mM) or high glucose (30 mM). Lovastatin (10 uM) or
mevalonate (100 uM) was added alone or together into the culture media. Lovastatin suppressed both control and
high glucose-induced TGF-B1 and fibronectin mRNA expression and protein synthesis by RMC. The down regulation
of TGF-B1 and fibronectin expression by lovastatin was reversed by mevalonate. To evaluate the effect of lovastatin
on the localization of p21 Ras, immunostaining was undertaken with polyclonal antibody against Ras protein.
Western blot analysis was also carried out with membrane and cytoplasmic fractions of the same cells. While the
amount of Ras proteins in RMC cultured with lovastatin increased in the cytoplasmic fraction, those in the membrane
fraction decreased. The altered localization of Ras protein induced by lovastatin was reversed by mevalonate and
membrane fraction stained strongly. How reduced farnesylation of Ras protein by lovastatin is translated into down
regulation of high glucose-induced TGF-B1 and fibronectin expression remains to be elucidated.
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