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[ Z] HI: HITA stathmin 8 5EREHTARISEAZEE Y sl 106 F 0 T8 40 22 HepG2 MM GIMEIME . T775: DIR
A BE AT stathmin S50 U CEAZIEA BIALRSRZG L RIR A FHZ9 4L, 53 A INZG 128 T BRAL, 43 3R T F HepG2 4
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Inhibitory effects of anti-stathmin monoclonal antibody combined with paclitaxel
against proliferation of human hepatocellular carcinoma cell line HepG2

YUAN Shao-fei' , DU Hong-yan’, CHEN Xiao-ting', WANG Sen-ming', LI Ming’"( 1. Department of Oncology, Zhu-
jiang Hospital, Southern Medical University, Guangzhou 510282, Guangdong, China; 2. College of Biological Technolo-
gy, Southern Medical University, Guangzhou 510515, Guangdong, China )

[ Abstract ] Objective: To investigate the inhibitory effects of anti-stathmin monoclonal antibody combined paclitaxel on
the proliferation of human hepatocellular carcinoma cell lines HepG2. Methods: HepG2 cells were treated with anti-
stathmin monoclonal antibody, paclitaxel or their combinations; untreated cells served as control. 24, 48, 72, and 96 h
after exposure, the numbers and morphology of cells in different groups were observed under inverted microscope. Prolifer-
ation and apoptosis of HepG2 cells in different groups were studied by MTT and Annexin V/PI staining, respectively. Re-
sults: The numbers of HepG2 cells were decreased in all treated groups; and the cells in these groups showed morphologi-
cal changes: some with round shape, some with nuclear chromatin condensation; but HepG2 cells in the control group did
not show abnormal morphology. Anti-stathmin monoclonal antibody, paclitaxe alone or in combinations dose-dependently
inhibited the proliferation of HepG2 cells, and the inhibitory rate in the combination group was significantly higher than
those in the two single drug groups ( P <0.05 ), suggesting a synergistic effect between the two drugs ( P <0.05 ). Anti-
stathmin monoclonal antibody, paclitaxe alone or in combinations induced apoptosis of HepG2 cells, and the apoptosis in
the combination group was higher than those in the two single drug groups ( P <0.05 ). Conclusion: Anti-stathmin mono-
clonal antibody, paclitaxe alone or in combination can inhibit proliferation and induce apoptosis of HepG2 cells, and a
synergistic effect is observed between anti-stathmin monoclonal antibody and paclitaxe.
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SRR ) A0 )V FH S e ) R AR, A R 3
TIRIAE FH B 18] 4 S, X 240 6 8 A ) 400 1 A 522
WikhsE . YEFH 72 h J5, XF HepG2 4i g 3% 4 il B K
R HM(30.3+1.6)% (F£1).

1 Stathmin B 5EEGER & EMEER
3 HepG2 M ASTL( x100 )
Fig.1 Morphological changes of HepG2 cells after treatment

with anti-stathmin and paclitaxel in different groups( x100 )
A: Control group; B: anti-stathmin antibody, 48 h; C: paclitaxel,
48 h; D: anti-stathmin antibody combined with paclitaxel, 48 h

F1 HAMA stathmin B FEEHEST
HepG2 4G TERI M FI1E A
Tab.1 Inhibitory effect of anti-stathmin monoclonal

antibody on proliferation of HepG2 cells

Proliferation inhibition rate ( % )

mAb

Cpu/ pg-ml™) oy 48 h 72 h 96 h
10 10.1£0.9 13.421.2 14.6=1.1 16.2 1.4
20 12.51.1 17.6 1.4 18.1+1.3 19.3=1.7
40 14.0£1.1 21.51.4 23.0£1.3 23.9£1.6
80 16.1£1.3 23.7+1.3 26.7+1.2 28.1£2.0

160 20.3+£1.2 25.0+1.5 30.3+1.6 33.1+2.0

2.3 A EAEEAT HepG2 2u a3 58 44 34 4

RS AZEEXT HepG2 4H i 184 57 114 400 i V6 FH IR 522 e
) A BRI . MR 72 h X HepG2 4 it 44 7
B e KA R M 60.7 £2.0)%( %2 ).

R2 BRZEY HepG2 AL EKMIMNFIIEA
Tab.2 Inhibitory effect of paclitaxel on proliferation of HepG2 cells

Paclitaxel Proliferation inhibition rate ( % )
(py/ mg-ml™) 24 48 h 72 h 96 h
0.1 20.1+1.7 28.4+1.6 36.4+1.6 42.6+1.4
0.2 23.5+1.6 31.6+1.7 40.9+1.4 48.3+1.7
0.4 29.1+1.9 36.5+1.6 49.0+1.9 52.9+1.9
0.8 34.3+1.8 41.7+1.9 54.7+1.6 57.12.1
1.6 38.0+1.9 49.8+2.0 60.7+2.0 67.2+1.9

2.4 BL stathmin B g R BT AR F1ES A2 B IC T X
HepG2 2 g 384 78 )41 i1l V5

P stathmin B30 PR AN AZ B A 1EH T
HepG2 205 , XoF 41 i 38 5 1% 410 1] £ FH 4 79 245 Bk
iR B R, B geit 2= B (P <0.05 ); 1
FH 72 h X} HepG2 41 fitd 33 7 14 f KA il 28 (72, 3
+2.2 )% . FH factorial analysis 43T 4 25 B¢ FH A9 4
B, B R WIR AW B AL HERN(P <
0.05), H AW FEEHCE3 ),

2.5  #HA stathmin S % & F R A0 R A BEER A 2T
HepG2 2a it 44 2 A = 1E )

A FHZYVER] 24 48 72,196 h J5 , £5 SE 50 2034
PR [R5 B2 1) 4 L T 15 00, 22 e 12 b B, JiE S 4
Mo TR A S R F = 0. 636, P = 0.001 )FI5]
i r=0.746, P =0.000 JHCHiPE RS LA AT
RN 24 48 .72.96 h 5, 45 SEI vk B 2H 5 %) IR
H R ZE R IA G (P <0.01 ); FEAHTR] B [a]
BLAARMEALE, ZFA5RITFEX(CP<
0. 01 ) Zh1m LA, A Rk B2 FH 48 .72 F1196 h S51EH
24 h ML ZERAGT R (P <0.01 X £4.5.6 ),

&3 #A stathmin B52EHAF ZAZEZEL AXT HepG2 48 A& 5E M HI1E A

Tab.3 Inhibitory effects of anti-stathmin monoclonal antibody combined with paclitaxel on proliferation of HepG2 cells

Mb Paclitaxel Proliferation inhibition rate( % )

(py/ pg-ml™ ) (py/ pg-ml™) 24 h 48 h 72 h 96 h
10 0.1 30.3+1.7 36.4+1.5 45.4+1.8 52.6+2.0
20 0.2 33.9+1.8 40.6 2.1 50.5+2.0 58.3+1.9
40 0.4 38.2+1.9 46.3 1.8 58.0+2.1 64.9+2.1
80 0.8 42.3+1.6 55.7+2.1 65.7+1.6 69.1+2.2
160 1.6 50.9+1.9 63.0+1.9 72.3+2.2 77.2£2.0
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4 A stathmin BIEEHEIERE HepG2
AR T R
Tab. 4 Apoptosis rate of HepG2 cells after treated

with anti-stathmin monoclonal antibody

mAb Apoptosis rate ( % )
(pp/pg-ml™") 241 48 h 72 h 96 h
10 5.1£0.4 6.4x0.6 7.6+0.7 8.2+0.6

20 6.5+0.3 7.6+0.5 9.1+0.5 10.3+0.8

40 7.4+0.5 8.5+0.4 10.6+0.6 12.9+0.3
80 8.2+0.3 10.7+0.4 12.7+0.6 14.1+0.5

160 9.6+0.8 12.1+0.6 15.3+1.1 19.5+1.5

*® 5 EMEERAS HepG2 HARA T R T
Tab.5 Apoptosis rate of HepG2 cells after treated with paclitaxel

Paclitaxel Apoptosis rate ( % )
(py/pg-ml™) 24 48 h 72 h 96 h
0.1 5.1+0.3 6.4+0.4 8.3+0.5 10.6+0.4
0.2 6.5+0.3 8.6+0.6 10.4+0.4 12.3+0.4
0.4 8.1£0.6 10.5+0.8 12.1+0.6 14.6 0.7
0.8 9.3+0.8 12.7+0.6 14.6+0.8 17.9+0.9
1.6 10.7 1.1 14.5+0.9 17.3+0.9 22.4 +1.3

F 6 HA stathmin BEEHREMEMESR
S Bk A /S HepG2 HAAEA T A E
Tab.6 Apoptosis rate of HepG2 cells after treated with

anti-stathmin monoclonal antibody combined with paclitaxel

Apoptosis rate ( % )

Group

24 h 48 h 72 h 96 h
Control 5.9+£0.2 6.2+0.5 8.2x0.6 12.0x0.8
mAb
9.6+0.8 12.1+0.6 15.3+1.1 19.5+1.5
(160 pg/ml)
Paclitaxel

10.7+1.1 14.5+0.9 17.3+£0.9 22.4+1.3
(1.6 pg/ml)

mADb + Paclitaxel 13.5 +1.4 18.4 2.0 21.8 2.3 25.3+2.0
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