C15

Geranylgeranylpyrophosphate is required in transforming growth factor-betal expression in cultured rat
mesangial cells. S.7. Kim, and H.B. Lee, Hyonam Kidney Laboratory, Soon Chun Hyang University, Seoul, Korea.
We have shown that lovastatin affects rat mesangial cell (RMC) signaling directly leading to suppression of high
glucose-induced TGF-B1 and fibronectin mRNA expression and their protein synthesis. It was suggested that the
down regulation of TGF-B1 and fibronectin expression by lovastatin may be linked to signaling of small GTPases
and mediated by the limitation of isoprenoids such as famesylpyrophosphate (FPP) and
geranylgeranylpyrophosphate (GGPP) in RMC. However, it was not clear which isoprenoid and small GTPases play
a key role in TGF-B1 and fibronectin expression. To determine the isoprenoid involved in TGF-B1 expression, FPP
and GGPP were added alone or together in RMC culture treated with lovastatin. The suppression of TGF-Bl
expression by lovastatin was reversed effectively when GGPP was added alone or together with FPP but not by the
addition of FPP alone. These data indicate that Roh family small GTPases rather than Ras family small GTPases

may play a key role in the TGF-B1 expression since the geranylgeranylation is involved in the localization of Rho
family small GTPases.
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