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1 1 000 r/min 3
min. 1 mL
1.1 . 1) KM 0.2 mL
DMEM . .PBS 1~2
° ( 1 000 r/min 3 min
): CCK -8 ( DOJINDO) :
ADM( ) s PAC( 95%
):2) ; ( 1x10"  /mL. 100
) ( SANYO) ; ( XiangYi) ; 18~22 ¢ 0.1
( ) ( mL .3d
) ( Thermo FC) ; 3) 5 :PAC 10 mg/kg <PAC 5 mg/kg PAC 2.5
SMMC — 7721: Bel — 7402; MCF — 7/ADR; HCT — ma/ks  ADM 2.5 me/ke (
116: Hela: SiHa; SKOV3: HO — 8910: K562; H22. ) 3
KM ( ). . . 3d
1.2 10
1.2.1 PAC ADM
PAC
15%. 10
PAC 150 25 °C 60% . SPF
am 13 ( )
1.2.2 CCK-8 PAC
1.2.4 PAC 120 KM
105 /mL 96 12 10 PAC
100 pL 5 000 ADM 19. 69.26. 25.35. 00+
37 C 5% CO, 12 h 46.67.62.22.82.96 mg/kg 0.75.
3 ADM .PAC . : ADM 8.00.10.00.12.50.
ADM (8.4.2.1.0.5. 15.63.19.53.24. 41 mg/ke 0.8.
0.25 pg/mL) . PAC 14 d
ADM (8.4.2.1.0.5.0. 25 LDS0( 1.D50)
pg/mL) 4
2
. 37 °C.\ 5% CO, 21 PAC 8
48 h. 90 L PAC 8
10 pl. CCK -8 SMMC — 7721 Bel
37 C 5% CO, 2h 450 nm I
(o0 ) 7402 \HCT — 116 SiHa.SKOV3 . K562 . HO — 8910
: ADM (P >0.05)
ADM 4 L
_ (0D, -0D ) -(OD -0D ) 50(78 he/m ADM VICF
(0D, - 0D ) c
~7/ADR ADM( P <0.05) .

1.2.3 PAC H22
H22 37 C
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Fig. 1 The proliferation inhibition rates of PAC on various tumor cells
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908 ( ) 39
. 2 3
1 PAC H22 (Xx5s %)
Table 1 Effect of PAC on immune organs of H22 ascites mice( X +s %)
/( mg/kg) /g 1% 1%
NS / 34.14 £1.47 0.003 5+£0.001 5 0.130 £0.026
PAC 10 25.55+1.30" 0.001 8 +£0.000 6* 0.052 +0.014"
5 26.18 £0.96" 0.002 9 +0.0014% 0.084 +0.025*
2.5 30.94 £1.81* 0.003 1 £0.001 6% 0.092 +0.031*
ADM 2.5 25.74 +0.96" 0.001 3 £0.000 8 ** 0.041 +0.024* *
NS *P<0.05 **P<0.01; ADM #P<0.05 #P<0.01.
151
e S ePAC 10 mygkg
E ol ok - PAC 5 mgkg
: & =PAC 2.5 mgkg
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Fig. 2 Effect of PAC on H22 ascites and survival time (X+s, % )
2 PAC 3
Table 2 The dosage of PAC and the number of death mice
/( mg/kg) / /
10. 69 10 0 1
26.25 10 0
35.00 10 0
46.67 10 4
62.22 10 4
82.96 10 10
3 ADM
Table 3 The dosage of ADM and the number of death mice »
/( mg/kg) / /
8.00 10 0 . . 16
10.00 10 0
12.50 10 3
15.63 10 7
19.53 10 9
24.41 10 10

" ADM
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Study on Anti4tumor Activity of Pectin-adriamycin Conjugate

ZHANG Xuemei' > TANG Xiaohai' >  ZHANG Guangxiang'
RAN Maosheng®  HUANG Yuanfang® PENG Lin'*

(1. College of Life Science Sichuan Normal University Chengdu 610101  Sichuan;
2. China Chongqing Lummy Pharmaceutical Co. Lid. Chongqing 401336)

Abstract: Pectin-adriamycin conjugate( PAC)  was made by amidation condensation between pectin and adriamycin and its anti—
tumor activity was studied. PAC nano suspension was made by high pressure homogenization and freeze drying. The in vitro antitumor
effect of PAC against eight kinds of tumor cells were evaluated by CCK-8 method. H22 ascitic tumor bearing mice were used to investi—
gate the effects of PAC on tumor ascites thymus spleen and survival rate. Then the acute toxicity of PAC was detected using adria—
mycin as comparison. PAC could effectively inhibit the growth of eight tumor cell lines. The growth inhibition rates of PAC on these
tumor cells reached more than 50% when adriamycin equivalent concentration of PAC between 4 —8 pg/mL. H22 ascites tumor was
significantly inhibited by PAC. As the adriamycin equivalent doses were 2.5 5 and 10 mg/kg  the volumes of the ascites were 3.32 +
0.41 0.96 £0.17 and 0 mL respectively. The negative effects of PAC on the immune organs was obviously smaller than adriamycin.
After 45 d observation the survival time of the mice from each groups was different. The survival rates were 60% 75% and 100% at
2.5 5 and 10 mg/kg of adriamycin equivalent dose while none of the mice in the untreated group were alive in 25 d. The LD50 of PAC
on KM mice was 49.32 mg/kg while the LD50 of adriamycin was 14.70 mg/kg. Therefore PAC could effectively inhibit the cells
growth and H22 ascites and prolong the survival time of mice with ascites carcinoma showing a good antitumor activity. The LD50 of
PAC was increased 2. 36 times compared to adriamycin and the toxicity was greatly reduced. The PAC could be expected to be devel-
oped into polymeric prodrug with high efficiency and low toxicity.
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