T E R AR YR TR

2002 Sep; . 168 ~171
- 168 - Chin J Cancer Biother 2002 S°P 9(3): 168

[CEHRS] 1007-385X( 2002 )03-0168-04
Fmx/NRBE T ERNIER

WAk, FEA, R4S BN, B E (WA XFEFRBEHRSE, A& bk 515031)

[ ZE] BH: PR =AM As, O, DXMRAHT bR HESL R E R, FRRI R & As, O, V897 /DB . ik &
50 HUNERIE R 51341 0,2,4,6,8 wmol/g As, O, , M 2 MHFHAEAZ IS 58 1,2,3 wmol/g 7l i #ETH1I8 5255 ;80 H /MR
SN RS AL AT RE AN 1.5 x 10°4M# ), 0,1,2,3 wmol/g As, O, 4334 MR 5, & H 1 ¥k, 3% 10 k. 7E3ER TR 4N M5 56
30 RALFE/INERRG A SEUIE R/ INFIIR PEREVE SO - 855 « A b ELEETE ST As, O, 2B /N T ZEM0( P <0.05 ) RFEIFIEAE L,
AL 2 1 3 wmol/g As, O, ieg 5 & /N T X BRZH( P <0.001 ), ZEMIBIE 1 12 wmol/ g 2H b¥g8 T3 FRZH( P <0.05 ),3 wmol/
g HHHI( P <0.05 ), FIREHLHES AT . B PEREPEAE ISR, B, IR A5 F0 i o S MR AIG . Z548: As, O, 7E
38 ) £ R R R 2 L, X T MR SRR R — o R T . SRR R R PR IRYT iR A S R R S kAR .

[ XA ] /DR HEane; =% B

[ FESZES ] R735.1 [ XEFRIREG ] A

pzi

i3

The Effects of Arsenite Trioxide on the Transplanted Hepatic Carcinoma in
Mice

SHEN Jian, WU Min-hua, CHEN Ming-hua, LI Qiao-shan, SHEN Zhong-ying ( Department of Pathology,
Shantou University Medical College , Shantou 515031, China )

[ Abstract | Objective: To investigate the antitumor effects of arsenic trioxide ( As, 04 ) on solid tumor in vivo, the
transplanted hepatic carcinoma of mice were treated with various dosages of As,0;. Methods: After 50 mice were injected
intraperitoneally with 0,2, 4, 6, 8 wmol/g As, O;respectively for observation of acute toxicity, 1, 2, 3 wmol/g were se-
lected for this experiment. Eighty mice were transplanted with hepatic carcinoma cells ( 1.5 x 10° cells/each side ) into
both subaxillae. As,05;in0, 1, 2 and 3 pmol/g were injected into right subaxilla respectively once every day for 10 days.
At the 30th day after transplanted hepatic carcinoma cell, mice were killed and the size of solid tumors was measured. The
chronic cytotoxicity of As,O; was observed in these mice. Results: In right subaxillae tumors, which were injected directly
with As, 05, were apparent smaller than that in the left ( P <0.05 ). Comparing different dosage, the right solid tumors in
2 and 3 wmol/g groups were smaller than that in control group ( P <0.001 ). In the left the tumor masses of 1 and 2
wmol/g groups were larger than that in control group ( P <0.05 ) and 3 pmol/g group vice versa ( P <0.05 ). The mech-
anism of action of As, O; was inducement of cellular apoptosis. The damages of liver, kidney, spleen and decrease of
WBC were found by chronic toxicity of As,05. Conclusion: Our results suggested that As,O; in a convenient dosage and
in direct contact with tumor cells might be a useful, novel therapy for epithelial solid tumor and the permissible dosage and
the route of administration were emphasized in the anticancer therapy.
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Tab. 1 The mortality( % )of mice i. p. injection with

various dosage of As,O,

Dosage Animal no. Lethal no. Mortality
0 mol/g 10 0 0%
2umol/g 10 0 0%

4 pwmol/g 10 2 20%
6 pmol/g 10 5 50%
8 wmol/g 10 8 80%
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Tab. 2 The effect of As,O, in various dosages on the

weight ( mg ) of transplanted hepatic carcinoma in mice

Dosage Left Right
Lumol/g 1691.0 £439.7% 1303.0 +232.44
2 wmol/g 1639.0 +303. 9" 434.0 £369. 7™
3 pmol/g 1027.0 +130.0° 288.9 +159.6°

Control ( NS) 1273.5 £313.9 1288.0 £260.0

Multiple sample comparison of right tumors with left

( Post Hoc,SPSS 10.0 ) P <0.05; Single factor ¢ test,
compared with control group

At=2.44,P<0.05; A ¢t=0.136 P>0.05
0¢=2.65,P<0.05; W= -5.98 P<0.001
Ot=-2.516,P<0.05; @ t=-9.95 P<0.001
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Fig. 2 Pathological change of murine liver and kidney

E1 As,O0,FSAEMAmET
Fig. 1 Apoptosis of hepatic carcinoma cells induced by As, O, At the 30 th day after treatment with As,0, in 3 wmol/g
A': Hepatic carcinoma cell without arsenic treatment( EM, x 10K ); A: Partial cells of liver cells displayed fatty degeneration and

B: By treated with As, 0,in 3 pmol/g, hepatic carcinoma apoptosis ( HE, x200 ); B, The tubular epithelium of kidney

cells displayed apoptotic changes. ( EM, x 10K ) displayed locally coagulated necrosis ( arrow ). ( HE, x200 )
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F3 As,0,( 3 pmol/g )Xt/ R 1 28 B ) 545 M
Tab. 3 The effects of As,O,( 3 pmol/g )Jon blood cells in mice

Blood cells NS 1 pmol/g 2 pmol/g 3 pmol/g
WBC( %1000 ) 6.00 +1.35 9.50 £2.11"" 5.73+1.55 3.37£1.05°
RBC( x100 J3 ) 9.17 £0.62 8.34+£0.76 7.77 £1.10 8.27 +0.97

Hb (g/L) 127.00 8. 67 115.00 +7.94 115.00 =12.12 101.30 +26.65
PLT ( x 1000 ) 538.67 £119.56  551.33 +269.34 586.00 +224.35 383.00 £337.99" "~

¢ test, compared with control; *¢=4.86, P<0.01; % %x¢=4.42, P<0.01; =* % %x¢=1.37, P>0.05
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