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actin, PARP . 5 —HrEEHu 445 B [ 22 5 K . Santa Cruz Biotechnology ., LI-COR A H] .
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M, BALAINA 500 pl 40 M FE M5 5553 0. 20 9 10 mM LiCL 12, 5 M SB, 10 MOI ZD55-TRAIL L}
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ZD55-TRAIL 4 ¥4, 2 d J5 .4 Hoechst33342 A 96 FLEFFRAR AYEE I3 (LR 1 pg/ mL) , 46 SE7E
37°C.5%CO, Kig#fa R S% 30 min, B oG B 0 T WA IR,
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e Hi (1 : 15000 # B . =i 1 h, TBST BEKE 10 min X 3 i , 2L 4MAHE{Y (odessay infrared imaging sys-
tem) 941 H R YR
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2RI JE PG Caspase-3, RN T, Caspase-3 fix FE IV EY) &£ B (ADP-Z ) K& i PARP, 1% [iff
5 DNAESE R 2B A ¢, RT3 3, 116 kD iy PARP #% Caspase-3 8§ P18 31 kD FlI
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A, SRR T. . GSK-3 R4 5 A Bl BERA AR T 1 (oA 57 32 B 177 GSK-3 410 il 7] 00 ] 52 1 418 1k
T 8 AR AR ot A 5 A v BE O VR . GSK-3 BREAR A N R ZFI 5 515 R R M S m s i, e 1)
3l RN -5 1 22 M LA A5 R0 A 2 % D A 2R g ) i A T L BT R U R L BURE MRS b
BREAT 2, GSK-3 #0500 il — s R B Ly FH T3k SE R 3R 7 » (ER B SR EE & AR I RPN R . AR
%I ZD55-TRAIL 1] L 53 PARP KA 85Y), 155 Caspase-3 MM 1 40 L8 T GSK-3 141 1 1] LA fef 3¢
FPOR T 1G58, (HE GSK-3 515 TRATL W) (2 1F e 40 M 08 7 9 A ELAE FH AL v A 56 208 28 A 1Rk
— T

B2 R TRATL LR IR 2 & GSK-3 4RI #4747, BE Al LIS TRAIL H 7 i
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T 40 1 T35 33X Sk L 1) 6 PR BEEEK - A7 23R 7 TR T RE T T & 42 .
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Enhanced Killing Effects on Hepatoma Cells by TRAIL Armed Oncolytic

Adenovirus and Glycogen Synthase Kinase-3 Inhibitors
XIE Guo-liang , XIAO Lian-li, LI Xin, HE Guo-qing , CHEN Lei, XI Lu, ZHANG Kang-jian, WANG Yi-gang
(Xinyuan Institute of Medicine and Biotechnology, School of Life Sciences,
Zhejiang Sci-Tech University, Hangzhou 310018, China)

Abstract; The study explores the combinational killing effects of oncolytic adenovirus-mediated
TRAIL and chemotherapeutic agent GSK-3 inhibitors(LiCl and SB-415286) against human hepatoma cells
in vitro. First of all, MTT assay tests the growth inhibition effects of combinational therapy with LiCl/
SB-415286 and ZD55-TRAIL on hepatocellular cell lines HepG-2, BEL-7404 and normal cell lines 1.02,
QSG-7701; Further, the cytopathic effect assay demonstrates the efficacy and the safety of the combination
therapy and the apoptosis of BEL-7404 induced by the viro-chemotherapy is observed through Hoechst
33342 staining under fluorescent microscope. Finally, western blot analysis detects the changes in apopto-
sis signaling pathway of hepatocellular cell line HepG-2. The results show that the killing effects of ZD55-
TRAIL on hepatocellular cell lines HepG-2, BEL-7404 are significantly improved when in combination
with low dose of LiCl and SB-415286, while the toxicity against normal cell lines .02, QSG-7701 is not ap-
parent. In conclusion, the data demonstrated that the resistence to TRAIL on hepatoma cells can be great-
ly alleviated by GSK-3 inhibitors, and the killing effects of oncolyitc adenovirus-mediated TRAIL are obvi-
ously enhanced.

Key words: oncolytic adenovirus; TRAIL; LiCl; SB-415286; combined therapy
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