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Effect of melittin on growth and proliferation of H:: hepatocarcinoma cells
LING Chang—quan, PENG Yong-hai, ZHANG Chen, HUANG Xue—iang, LI Bai
(Department of TCM, Changhai Hospital, Second Military Medical University, Shanghai 200433, China)

Abstract Object To observe the effect of melittin on the growth and proliferation of He: hepato—
carcinoma cells and study the possible mechanisms. Methods The proliferation inhibitory rate of Ho cells
treated with melittin was assayed by MTT. The volume of proliferating cell nuclear antigen ( PCN A)
expression of He cells treated with melittin was analyzed with flow cytometer after being stained with im—
munocytochemical methods. The antitumor effect of melittin was observed in He tumor-burdened mice.
Results The He cell killing by melittin was dose-dependent. After treatment with melittin, the fluores—
cence density of PCN A of He cells decreased significantly. Melittin can inhibit the growth of H: hepato-
carcinoma in vivo. Conclusion Melittin can inhibit the proliferation of H: cells both in vitro and in vivo.
Dow n—regulating the expression of PCN A of cells may be one of antitumor mechanisms.

Key words melittin; hepatocarcinoma; cells proliferation; proliferating cell nuclear antigen ( PCN A)

, , RPM 1-1640 Gib-
1#mol/L co .
" 1.2 : He
21 1.3 : \ (20F 2) g,
I3l
. 2.1 He :
1 b2 ., X 10'/ 96
1.1 : , , 200
( 9% )1, , ML, 7 , 2, 4,8,
, 001119; PCN A 16,32, 64,1281 ¢ /mL, 4 ,
IgG-FITC Sigma , , 8
(MTT)  Fluka ; , 37°C, 3 CO: 24,
* 1 2002-12-15
; ( 1957 ), (9,7BR04,4) E-mail Lingdhangquar@ hot mail. com



° 922 Chinese Traditional and Herbal Drugs 34 10 2003 10
48 h MTT (5 mg/mL) 20+ L, 3d . He2 ,
41, i , 1501 1, K 10 /mL,
, 10 min, 0.2 mL 5 24
492 nm (4) R R 3 iv 4.5,3,1.5
. mg /(kg° d), v 30 mg/
= (14— )< 100 (kg" d). ( ) iv .
0.2 mL 5d, 2d,
22 He PCN A 54, 104d ’
B, K10/ 24 ) . ,
, 2mlL, 2
, 2,6 0/mL, B
’ 241 = X 1000
48 h, , 1500 r/min 5 min, PBS 2.4 xts A
2, 0. 00%% Triton X-100 : v
20 min 20+ 1, (1% 100) PC- F R q
NA ,37°C 30 min, PBS 2, 3
20 L (1% 50) IgG-FITC ) 3.1 He2
PCN A . IgG-FITC 24,48 h, 4t g/m L e
,37°C 30 min, PBS 2 30% . 8tg/mL
, PCN A He2 , T0%
) 10 000 , ; 24, 48 h
H2
23 ez R 1
120 (20t 2) g, , 3.2 He2 PCN A
1 Hy (xt s)
Table 1 Inhibitory effect of melittin on growth of hepatocarcinoma H:: cells in vitro (;i‘ s)
A Mo
frg® mL~ ") " 24 h 48 h 24 h 48 h
128 4 0. 038+ 0. 004 * 0. 035+ 0. 001" * 100 100
64 4 0. 042+ 0. 004 * 0. 039t 0. 003 * 99.3 99. 9
32 4 0. 112+ 0. 005 * 0. 114+ 0. 004 * 85.8 90. 8
16 4 0. 123+ 0.024 * 0. 12H 0. 004 * 84.0 90. 0
8 4 0. 193 0.013 * 0. 284+ 0. 029 ~ 71.9 70. 5
4 4 0.39%8+ 0.012 * 0. 603t 0. 059 34.9 30.0
2 4 0. 461+ 0. 016 0. 665E 0. 038 23.5 22. 6
- 8 0. 5914 0. 002 0. 869t 0. 046 0 0
T p<0.05 " p<0.01
"P<0.05 " P <0.01vs control group
2,61 ¢/mL H 24,48 h 2 H»  PCNA (xts)
PCN A 24,48 h Table 2 Effect of melittin on PCNA expression
PCN A ; of hepatocarcinoma Hy cells (;i s)
PCN A
33 k2 © e /g ml= 1) 2% h 48 h
2 675. 34 10. 50 379. 28t 12 51*
1007 ’ 6 591 62- 13.28 255 1H- 15 53"
N - 1 016. 20+ 20. 32 919. 13+ 13. 82
(P<0.01), ;¥ P<0.05 ** P <0.01

’

" P<0.05 ** P<0 Olvs control group
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Table 3 Antitumor and prolonging survival time effect PCN A i
of melittin on subcutaneous inoculation mice
- DN A . ,
with Hz2 hepatocarcinoma cells (x= s, n= 12
P : ) He 24,481 |
2 I—bz 2
/(mg® kg~ 1) g o /d Mo
4.5 0.33 0. 13 84.3 24. 18- 1. 89 * 67. 30 DN A PCN A ?
3.0 0.645 0.07  69.5 1809 170" 1503 PCN A 2
1.5 2. 03+ 0. 41 3.3 16. 09t 1. 38 9. 04
30 0.0H 0.02* 96.7 23.63-1.69* 57. 06 ’
- 2.10k 0. 47 0 14. 45 1. 37 0 °
¥ P<0.05 ** P<0.01 References
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