Y%7 Chinese Journal of Cell Biology 2008, 30: 629-634

http://www.cjcb.org

6- RBEEFEZZE BVANOS 1% % BFiE=20 A HepG2

g5 B IR 5T

LaRRTILT

% B X K X B HREH ktE AFH”
(TR R S AR B TR, MU T S 2T 20 %, IR 100850)

WE HRAELEMAS P 6- 2 RAF 2 E(BVANOS) T L7 KM B A RFEL R
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KEMFEFENZEEAR. LRPRIENE
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B, K 40 MO BELF AR 22 20 348, T LO2 41 444y
gt E N, EREHEERA, TTRERBTIE
W MMAALE BB R SR S HLE, BB E4a
MBS RSB RIMERE . B R R R R
oI 40 0 £ R (A 5 ) 5 B A AR R B B, R IR 40
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Bnun, Gy/M HIREHZIR, AR Ey. i
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ZFHET, BRI, FoxM1 24 Bis VR T S 45 T 88 503,
RATHIBFF LI BVANOS AT LU B 452 FoxM1
WFRIE, TRESARMEMETLYHE. BahEL
HBRBFETHE R . HETE G,-M W F
B4R HI 5 B B1/Cdkl B &Y BIE, fE40 i
B3RP, B R EBE, AN
EYEENRARER B1/Cdkl E&YIE TR
{0, i BAERLORA T, 41 F #A5 & B1 & FoxM1
B AS T FELIRATR R T 0
H B1 #1 Cdk1 Hj3Rik, KIN4 M E 495 5 B1 #1 Cdk1
BARRIE T M, 40 M8 38 24 R b EM
B AR A R B A B1/Cdk1, (ERRARABEAL B
5K 24 h IR G/M HIREHE, RUAL A T AL
RAERBITMARBANT —MNABRAERE., mHLL
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. The Spindle Damage and Mitotic Catastrophe in Hepato-carcinoma
HepG2 Cells Induced by Bromovanin BVANO08

Bo Zhang, Lin Wang, Yu Wang, Qin-Zhi Xu, Shi-Meng Zhang, Ping-Kun Zhou *
(Department of Radiation Toxicology and Oncology, Beijing Institute of Radiation Medicine, Beijing 100850, China)

Abstract To investigate the induction of bromovanin (6-bromine-5-hydroxy-4-methoxy-benzaldehyde,
BVANOS) on the spindle damage and mitotic catastrophe of cancer cells and its related mechanism, and to provide
more solid evidence and experimental data for exploring bromovanin as anticancer new drug. Cellular morphology
changes after bromovanin treatment were observed by light microscope, ﬂbw cytometry was used to detect cell
cycle, ‘spindle checkpoint analysis and immunostaining experiment were performed to investigate the effect of
bromovanin on process of mitotic division and spindle structure. Western blot analysis was used to determine
protein expression changes. The results demonstrated that HepG2 cells were become rounding and detached quickly
after treated with 20—60 pmol/L of bomovanin, and at last dead in a dose-dependent manner. Bromovanin treatment
resulted in a G,/M arrest, increased mitotic index and considerable ratio of non-diploid or polyploidy cells. Our result
also demonstrated the destruction of spindle structure as expressed by multiple centrosome. FoxM1, a cell cycle
control associated transcription regulation factor and its downstream target molecules cyclinB1 and Cdk1 were
down-regulated, and accompanying with the mitotic catastrophe. This study demonstrated that bromovanin de-
stroyed spindle structure, induced mitotic arrest and catastrophe. Inactivation of FoxM1 protein could involve in the
effective mechanism of bromovanin.

Key words mitotic catastrophe; spindle structure; cell cycle checkpoint; FoxM1
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