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Anti — Tumor Mechanism of Asiatic Acid
CHEN Jinyuan' ,XU Hong'?,GONG Li*,SU Hua’,ZENG Xianbiao®
(1. Department of Gastrointestinal Surgery ,Longhua District People's Hospital ,Shenzhen , Guangdong ,China  518110; 2 Department of Pharmacy,
Longhua District People's Hospital ,Shenzhen , Guangdong ,China  518110; 3. Guangxi Institute of Chinese Medicine & Pharmaceutical Science,
Nanning . Guangxi ,China 530022
Abstract: Objective To investigate the anti — tumor mechanism of asiatic acid. Methods Tumor cell suspension (0.2 mL) was
prepared and subcutaneously inoculated in the left lower abdominal cavity and right upper arm of mice to duplicate ascites tumor
and solid tumor mice models. After successful modeling, the mice were randomly divided into the model group (equal volume of
normal saline),5 — fluorouracil group (123.3 mg/kg) and high —,medium — and low — dose asiatics acid groups (100,75,50 mg/kg),
the mice in each group were given normal saline or corresponding drugs (0.2 mL/ 10 g) by gavage once a day for 10 d. The
growth of body mass and survival time of mice in the ascites tumor model experiment were recorded,and the growth rate of body
mass and life extension rate were calculated. The body mass, tumor mass and organ mass of mice in the solid tumor model
experiment were recorded,and the tumor inhibition rate (IR),and the spleen index,liver index and thymus indexes were calculated.
Hematoxylin — eosin staining was used to observe the pathological morphology of tumor body and spleen tissue of mice. The
expression levels of heat shock protein 90 (Hsp90),vascular endothelial growth factor C (VEGF - C),and lymphatic vessel endothelial
hyaluronic acid receptor 1 (LYVE — 1) protein in the solid tumor were detected by immunohistochemistry and Western blot
respectively. Results In the experiment of model mice with ascites tumors,compared with those in the model group,the body mass of
mice increased slowly and the survival time of mice was significantly prolonged in each treatment group (P < 0.05),especially in
the high — dose asiatics acid group. In the experiment of model mice with solid tumors,compared with those in the model group,the
spleen mass and spleen index of mice reduced significantly,the IR was more than 70.00%,and the levels of Hsp90, VEGF C,and
LYVE = 1 protein in the solid tumor reduced significantly in the 5 — fluorouracil group and the high — dose asiaticosic acid group
(P < 0.05),the tumor mass of mice in each treatment group reduced significantly (P < 0.01),the structure of spleen medulla of
mice was complete,the nucleus of solid tumor cells was pyknotic,the cytoplasm reduced,and apoptotic and necrotic tumor cells were
visible in 5 = fluorouracil group and high — dose asiatic acid group. Conclusion Asiatic acid has a certain anti — tumor effect,and its
mechanism is related to regulating the expression of Hsp90,LYVE =1 and VEGF - C proteins.
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Fig.1 Growth of body mass in mice
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Fig. 2 Survival status of mice
F1 FHNMREGFHEREGTERKELE (0 =12)
Tab.1 Comparison of survival time and life extension rate of

mice in each group (r =12)

mp AAHEX+s,d) A A (d) it k& (%)
A 8.00+1.13 8.5

B4 18.83 + 4. 84" 20.0 135.42
C4 20.08 +4.34" 23.0 151.04

C, 4 18.17 £3.04” 20.0 127.08
C,4 16.08 + 4. 54" 18.0 101. 04

E: 5 A4E,P < 0.05,7P < 0.01,

Note: Compared with those in group A,"P < 0.05,”P < 0.01.

®2 BENRHEREBRMERLE(X £5,n=10)
Tab.2 Comparison of organ indexes and tumor inhibition rate of

mice in each group (X +s,n=10)

WA BEREE MIRIER RS BHRRAE() IR(%)

D4 0.44+0.11 0.11+0.02 4.57+0.27 1.50+0.24

E4 0.36+0.04" 0.13+£0.03 4.73+0.51 0.43+0.13% 71.21
FiZ8 0.36+0.04° 0.12+0.02 4.58+0.39 0.44+0.08% 70.36
F, 28 0.39+0.09 0.13+0.04 4.5620.65 0.76+0.24% 48.99
F, 28 0.39+0.07 0.13£0.04 4.65+0.33 0.89+0.17* 40.32

E: 5 DAE,'P < 0.05,"P < 0.01.B9F,
Note: Compared with those in group D,*P < 0.05,*P < 0.01
(for Tab.2 and Fig.9).
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Fig.3 Morphology of organs and solid tumors in mice
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Fig.4 Histomorphology of spleen in mice (HE,x 200)
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Fig. 5 Histomorphology of solid tumor in mice (HE,x 200 )
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Fig. 6 Expression levels of Hsp90 protein in mice ( x 400)
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Fig.7 Expression levels of VEGF — C protein in mice ( x 400)

B8 /INRLYVE-1 EE%&:_

|0

F, 40

W (% 400)

Fig.8 Expression levels of LYVE — 1 protein in mice ( x 400)
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Fig. 9 Expression of Hsp90,VEGF—-C and LYVE -1 protein of mice
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