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Studies of the Anti-angiogenesis and Anti-cancer Effects of Terbinafine (I)

FTRBIA RIS G » R EhAPE NS(C93-2320-B038-018
BRSSPI

9308 ~ 9407

6 Fl * fPIE
Y A iﬁ’ﬁ’"ﬁ Lee, Wen-Sen; Ho, Yuan-Soon

Pl F“ s~ Pt = P GEe

fly

—EL
i

Anti-angiogenesis, Anti-tumorigenesis, Endothelial cell; Terbinafine (TB),

25 P TP A3 LT 9 |36 Terbinafine(TB).S! #  FIFIE & =00 e & (O8] o W~ - Emmgaf i (o [ )
i‘ﬁ%ﬁl P TB R REIRE@ T pS3 Srf IPVASLN (RLAE p21 g IPYEATL Tﬁﬁﬁ ﬂ]fﬂj cyclin-dependent kinase 4 (CDK4)F{ [t - fflia oy

Wi GO/GL S B - fb i i 2[R IERERE e %+ < pudsfl (Lee et al. 2003) o v 7 F " LA @ER &l 1> o TB - [ S Rf e ps3 » p21
Sep IPVAS I CDK2 poiets - A e iy GO/GL R - et i = [L ? AR o SO #]]7] Tube formation » chick
embryo chorioallantoic membrane(CAM)ijfEfﬁB % ﬂlf’ﬁ?éf TB a:fi' F[' oty ok 2UF I (Ho et al. 2003) » 4 FHF{IFVE F[JEIH}[ﬁJ’ﬂJF'J“Elqw
Jj = EPUSEUTE > S WP TB puT e IR e EE E VISR o A HRRE Y ISR TB i I (AT B A s

I T AL =R R (adhesion) B 872 (migration) IV 54 - [ E\i‘f ERK » FAK [ (“H1T ¥ TB £HIp9F 5 > bI9E - 507" RAS £
R I 1 TB A7 o [ LA (B8] > SEATHEET ERK ~ FAK % RAS [IUFRELIAELE T Goii e 2 TB S e+ 10
ﬂ]ﬁfulﬂ' FIH] RT-PCR pu k2G50 25 7 TB %iE 6 JEJT.& p21 mRNA % Eﬁ“@ RS B TB ) p2l pJ%‘j@Li R
transcription °

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.



