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Abstract: [ Objective | To investigate the normalization time window of recombinant human endo-
statin (rh-endostatin) in mouse gastric cancer xenografts and its possible mechanism. [ Methods ]
Fifty MFC mice bearing gastric cancer xenograft were randomly divided into control(NS) group
and Endo(rh-ES) group(n=25 in each group). Mice in NS group were injected with normal saline
(0.2ml/d) via the tail vein,while mice in rh-ES group were intravenously administered with 20 mg/
(kg+d) rh-endostatin ; batches of 5 mice in each group were sacrificed at d1,d3,d5,d7,and d9 af-
ter treatment. Tumors were harvested,and the tumor volume changes of each group were observed
and measured. The tumor growth curve was drawn and the tumor inhibition rate was calculated.
The microvessel density (MVD),the expression of collagen-IV ,RGS5 and HIF-1a in each group
were detected by immunohistochemistry. [ Resulis ] Compared with the NS group,the rh-ES group
had slower tumor growth and higher tumor inhibition rate. In the rh-ES group at d5~9,the MVD
(CD34 expression) and RGSS expression were decreased,the expression of collagen-IV increased
and HIF-la decreased significantly compared with NS group ( all P<0.05). [Conclusion] When
endostatin acts on gastric cancer mice,a transient normalization time window of tumor microves-
sels was produced at the 5th to 9th day. During this time window,the hypoxia of tumor cells is
improved ,in which the MVD, collagen-IV ,RGS5 and HIF-1a.. may be involved.
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2.2 MVD %k bbik

BHEAYSdERERERMK Y, RiEL MVD £
BB RA LK, ERERTES Td X3 R
1%, 5 *F BB 20 Wb 85 A %3t 5 £ 7 (P<0.001) , /£ 52 %
% od imk & R A %A Y MVD Fik #5875 A (P<
0.001)(Table 1),

Table 1 The expression of MVD in two groups

. MVD
Time P
Test group Control group
d3 15.2+2.1 14.6+3.2 0.38
d5 11.6+2.9 16.4+2.3 0.02
d7 8.4+1.8 20.2+3.8 <0.01
d9 10.6+2.9 25.0+4.0 <0.01
d11 14.2+2.7 25.0£3.6 <0.01

2.3 Collage-1V & £ rb 4z
EBERHH 59, mbEizh e R FENY
Jm, PR Y, Collage-IV 2. 3 & ik, 548 o 2T FR 2810
BA Gt F £ F (P<0.05), £ B E A% % 11d Col-
lage-IV & i B4k, 55 xR 4048 1o | 42 3t 2 £ (P>
0.05)(Table 2),
Table 2 Distribution of collage-IV in two groups

. Collage-IV
Time P
Test group Control group
d3 5.8+1.4 4.4+1.1 0.13
ds 14.0+1.8 6.6+1.8 <0.01
d7 20.6+4.9 8.0+2.9 <0.01
d9 15.0£2.2 8.8+3.4 <0.01
di1 11.2+1.6 9.0+2.7 0.16

2.4 HIF-1e & ik b #g
EEERLE 5~0d B2 A KA LA, KL
TLEBERMGEE Td Z R ERY R HIF-la £k
R, 5 AL A st 5 F L (P<0.05), £ B
B %% 11d, HIF-la R X3 e, 2P 53R E KA,
5 st g 4a A8 vk 483t 5 £ F (P>0.05) (Table 3),
Table 3 Expression of HIF-1a in two groups

. HIF-1a
Time P
Test group Control group
d3 3.6+0.5 3.8+0.8 0.67
d5 24+1.1 4.6+1.1 0.02
d7 1.8+0.8 5.2+1.3 <0.01
d9 3.4+0.5 5.8+0.8 <0.01
dl1 5.4+0.5 6.2+0.8 0.11

2.5 MEaet RGS5 & ik wbik
EBERSE S50d, M thii ke X BER
Je, R Y RGSS EAK K A, b 2 B 28 AR b A St
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FEF (P0.05), £&EMZH% 11d RGSS &k 3g
Je, 5 2t B4R YL R4t 5 £ 5 (P>0.05) (Table 4)
Table 4 Expression of RGSS in two groups

Time RESS P
Test group Control group
d3 3.4+1.1 3.6£1.1 0.78
d5 2.2+0.8 4.6x1.5 0.02
d7 1.8+1.3 5.2+1.3 <0.01
d9 3.2+0.8 5.6x1.3 <0.01
d11 5.4+1.1 6.0£1.2 0.45
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