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Cell Differential Agent- I[ Potentiate Arsenic Trioxide-induced Apoptosis in Hepatoma cells LIU Jian-we'.
TANG Yi', Shen Yan', ZHONG Xue-yur’s OU Qingjia’. (1. Departmnt of General Surgerys Guangz hou Red Cross Hopital,
Ji-nan University, Guangzhou 510220, China; 2. Department of Pathology. Medical College of Jinan University, Guangzhou
510632, China; 3. Department of General Surgery. Second Affiliated Hospital, Sun Yat-sen University, Guangzhou 510120,
China)

Abstract: [Objective] To illustrate the possible role of cell differential agent II (CDA-1I) on the apoptosis of hepatoma cells in-
duced by arsenic trioxide (As;03). [ Methods] Hepatoma cell lines BEI-7402 and HepG2 were treated with As;O3 together with
CDA-1I. Cell surviving fraction was determined by MTT assay; morphological changes w ere observed by immunofluorescence stain-
ing of Hoechst 33 258 cell cycle and the apoptosisindex were determined by flow cytometry (FCM). [ Results] Cytotoxity of CDA-
IT is low. Nevertheless CDA-1II could strongly potentiate arsenic trioxide-induced apoptosis At 1. 0 g/ L of CDA-1I, TCspof As03
on hepatoma cell lines was reduced from 5. 0 #mol/ L to 1. 0#mol/ L. ( P<T 0 01). The potentiation of apoptosis was dependent on
the dosage of CDA-II. FCM study indicated that in hepatoma cell growth w as inhibited by CDA-II at lower concentration (<2 0 g/
L) primarily by arresting at S and G phase, and at higher concentrations C> 2 0 g/ L) apoptotic cell and cell cycle arresting at G
phase increased proportionally. The combination of two drugs led to much higher apoptotic rates, compared to separate usage of either
drug alone. [ Conclusion] CDA-II can strongly potentiate A s;03-induced apoptosis in hepatoma cells, and two drugs can produce a
significant synergic effect
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Table 1 Survival rate of hepatoma cell lines HepG 2 treated with drugs (x £s %)
eny/ (Pmol°L™H D or p|w/(g°L71) 2
G roups
L0 2.0 30 40 507

A(Controls) 100 100 100 100 100
B(A$;03 cp) ¥ 80. 06£3 27 70 585 42 67. 82£3.43 59 33+£7 33 49 12+4 25
C(CDA-TI, ep) © 92 41£4 25 8L 2247 34 70. 2342. 32 68 22+4 56 67. 129 23
D(B+Cio V7 50, 673 56 47 8816 42 47.3444.25 45 5448 22 41 554+3 75

D cuw/ Pmol° L™ Y is for group B (As;03 ¢p); 2) Puc/ (g°L™ 1 is for group C(CDA-II, €); 3) Group D (B+Cj o) refers to every each
group B(As,03 aw) plus Pec=10g° L5 4) Concentration grades effect: F= 32 270, sig. = 0. 000, P<_0. 05; 5) Main effect for group B
(As,03 cw: F=22 856, sig. = 0. 000, P<0. 05; 6) M ain effect for group CCCDA-1I, Pw. F=0. 831, sig. =0. 059, P> 0. 05; 7) Interaction

effect for group D(B+C, o): F =27 178, sig. =0. 000, P<0. 05
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» 1.0 Pmol/ L , L0 g/L CDA-II+1.0
(P=0063 2, CDA-TI Pmol/L AO3 As03 5.0
30gL Ymol/ L .
( P<<0. 05) c 2.3
2 BE1-7402
Table 2 Apoptotic rate of hepatoma cell lines BEL-7402 treated with durgs (x+s %
eny/ Pmol° LD or Opo/ (g°L™H
G roups
L0 2.0 30 40 5.0

A(Controls) 9 4441 11.1£3 2 931+3 6 7.94+1 8 8 8E2.8
B(As;03 cp) " 13 1£2.3 33.6+1 8 39 242.0 44 0£3 1 50.4+1 7
C(CDA-TI, ep ¥ 8 7£3.1 15.64+2 8 25 7+2.2 27.2+29 29.4+2 1
D(B+Cy o) ¥ 42 14+2.2 51 0%£2.8 59.3+3.5 61.4+4 3 66. 86 1

1) Main effect for group B(As,03 c»): F=0. 387, sig. =0. 063, P> 0. 05; 2) Main effect for group C (CDA-1II, Pw»):. F =0. 670, sig. =
0.785 P> 0.05; 3) Interaction effect for group D(B+ Cy ): F =22 450, sig. = 0. 000, P<0.05
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Fig 2 The comparison of different groups for DNA on 4 d
after treatment with drugs

1: Controls; 2: 1.0g/L CDA-II; 3: 5.0¢/L CDA-II; 4: 1.0
Pmol/ L As,0y5 5: 5. 0Mmol/L As,03 6: 1. 0 ¢/L CDA-1I + 1.0
tmol/ L As,05 V: compared with the controls, p<C0.05
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Fig 3 Flow cytometry on day 4 after treatment with drugs
A: Control; B 1. 0#mol/L As;03 C: 1.0 g/L CDA-1I; D:
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