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[ Abstract | Objective: To study the anti-tumor effect of neo-gambogic acid (NGA) on Hep G2 xenograft
in nude mice in vivo and its mechanism. Method; Sixty healthy BALB/c-nu mice, transplanted by Hep G2
hepatocarcinoma cells, were divided into 5 groups, including model group, 5-FU (10.0 mg -kg™') group and
three groups of neo-gambogic acid in high dose, middle dose and low dose (8.0, 4.0, 2.0 mg -kg™'). The mice
were executed after fourteen days of treatment every other day (god) and tumor tissues were excised. The size of
tumor tissues was measured and tumor inhibition rate was calculated. Immunohistochemistry was used to detect the
expressions of Bax, Bel-2, p-ERK1/2 and p-MEK1/2. Result; the tumor weight of NGA groups was reduced
remarkably compared with control group. The tumor inhibition rate of NGA high-dose (8.0 mg kg™ ') group was
83.75% , which excelled the tumor inhibition rate of the 5-FU (10.0 mg -kg™') group (46.54% , P <0.05).
The expression of Bax was up-regulated by NGA dose dependently while the expression of Bcl-2 was down-
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regulated. The expressions of p-ERK1/2 and p-MEKI/2 in NGA groups were reduced remarkably compared with

control group (P <0.05). Conclusion: NGA exerts exact anti-tumor effect on Hep G2 xenograft in nude mice in

vivo. lIts mechanism correlates with that the cells in Hep G2 xenograft are induced apoptosis via up-regulating the

Bax/Bel-2 ratio and that the phosphorylation level of mitogen-activated protein kinase (MAPK) signal transduction

pathway is down-regulated.
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2.1 JIFJ HepG2 Bit/IN BUBS AR I A% 70 1) 8 37 B DUl
febrn  ZHSCHR[3 ], B 80UE K Hep G2 41,
JBEREIH AL S L PBS PRk 2 ROFIR &, 85 T it 8k,
ML BE N 6.0 x 10°/L, A H# /N RT3 i
S AN 0. 2 mL, B 4 BUFPARR 4 B2k 1.0
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R PH A 240
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—— PR

—— 5.FU(10.0mg -kg ™)
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—t4—NGA(8.0mg -kg™)

16.00
14.00
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10.00
8.00
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AR B8 44 / mm?3
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E1 #HEEEmBY Hep G2 /NRBHEBEK

MM (x+s,n=12)

F1 FEHESRX Hep G2 B/ NRBEBMEERRNEM(x£s,n=12)
W8 Ak B/ mm’® A X T g2
45 4/ mg-kg ™! A X e 85 442 o
oy 2T W )E BB/ %
T 98 Xof HRL - 119.75 +40. 62 1215.92 +288.13 10.72 £4.83 100. 00
5-FU 10.0 103.92 +29.17 750.08 +110.76" 7.57 £2.24" 70.59
NGA 2.0 111.50 +37.58 769.79 +97.19" 7.02 £1.94" 65.50
4.0 117.67 £53.58 238.92 +42.05% 2.52 £1.37% 23.49
8.0 105.08 +37.86 129.67 +35.64% 1.34 +0.36% 12.52
T SRR X AL I P <0.05,2 P <0.01(F£2~4 ),
K2 FEHEEERX Hep G2 F/NRBEBEHIYEEBHEM(z+s,n=12)
5] 7] RE/g I8 IO 98 %
ZH 01
/mg-kg ™! ZH T S /g /%
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5-FU 10. 0 22.12 £1.65 26.92 +2.68 0.69 +0.17% 46. 54
NGA 2.0 22.17 £0. 69 25.85 +1.01 1.00 +0.28" 22.14%
4.0 22.02 +1.33 24.77 +1.56 0.41 £0.17% 68.09%
8.0 22.75 £1.36 21.47 +1.91 0.21 £0. 07 83.75%
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x4 FEZE®HI p-ERKI/2 1 p-MEKL/2
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Uie 5 Bel2 #H . Bel2 KR A MU BE 5 B
TR =BRSS5 — R AR B8 1 55 VIAR G, XY Mg
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Fhis, B A A . 25 4R R NGA 157
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MM A 1E S P A5 M B8 ( extracellular-signal
regulated protein kinase, ERK) f1#% ERKI 1 ERK2,
JEAT AN A F1 Cyclin D1 3205 A9 B B , 006
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G55 Ak 0T O 40 A R AR K R S (CDK)
PR IR 40 B I B G, /S W% e, 51 % 40 i 34 5 A 30
SV I W p-ERKL/2 2 ERK 1 3% 1 7E
3, SCEG 45 B ok NGA 75— @ F L W, ol il
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