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Our previous studies have demonstrated that terbinafine (TB), a newly synthesized oral antimycotic drug, exerts anti-tumorigenesis and
anti-angiogenesis activities. TB treatment caused cell cycle arrest at the GO/G1 phase through up-regulation of the p53 protein, which in turn caused
an increase in p21 expression, and finally inhibited the cyclin-dependent kinase 4 (CDK4) activity in various cancer cells including colon and liver
cancer cell lines. Moreover, administration of TB reduced the growth of tumors derived from human colon cancer cells in an in vivo setting. (Lee et
al. 2003). In the human vascular endothelial cells, treatment with TB also caused growth inhibition through up-regulation of p53 and p21 protein,
which in turn inhibited CDK2 kinase activity, and finally arrested cell cycle at the GO/G1 phase. Using tube formation and CAM assays, we further



demonstrated that TB exerts anti-angiogenic activity (Ho et al. 2003). Taken together, we results strongly suggest the potential applications of TB in
the treatment of human cancer. Although we are very happy with these exciting findings, several important issues still need to be further addressed
before it can be applied for the clinical uses. Accordingly, the proposed grant application is aimed to apply the cellular and molecular biology
techniques to further study the anti-cancer activity of TB in detail. In the present study, we found that TB dose-dependently inhibited adhesion and
migration of HUVEC. The levels of phosphorylated ERK and FAK were downregulated in the TB-treated HUVEC. Pretreatment of HUVEC with
TB prevented TB-induced inhibition of [3H]thymidine incorporation. Taken together, our data suggest that RAS, ERK and FAK might be involved
in the TB-induced inhibition of angiogenesis. Using RT-PCR technique, we also demonstrated that the p21 mRNA levels were up-regulated in
HUVEC after 6 hr treatment with TB, suggesting that TB-induced increase of p21 protein is at the transcriptional level.



