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[Abstract] Objective To study the inhibitory effect of recombinant human endostatin injection-endostar against lymphatic
metastasis of non-small cell lung cancer (NSCLC). Methods The mouse tumor model was established by subcutaneously
injecting 0. 2 mL. A549 human lung cancer cell suspension (12X 10”/mL) in the right armpit of nude mice. Fifty-six tumor-
bearing nude mice were randomly divided into eight groups(n=7), including control group (physiological saline 0.2 mL,1/d),
cisplatin group (cisplatin 20 ug, every other day), three endostar groups (endostar 2, 4, 6 mg/kg;1/d), and three endostar
plus cisplatin groups (adding cisplatin 20 pg to three endostar groups, every other day). The drugs were injected via the tail
vein for 14 d, and the animals were observed for 7 d following the last administration. Tumor diameters were recorded in each
group and the changes of tumor size were observed. The tumor tissues and suspicious lymph nodes were subjected to H-E
staining and immunohistochemical staining; the staining results were used to calculate the lymphatic metastasis rate, number of
metastatic lymph nodes and micro-lymphatic vessel density (MLVD) of each group. Results The pre- and post-treatment
differences of tumor diameters in all the experimental groups were significantly smaller than that in the control group, and those

of the three endostar plus cisplatin groups were significantly smaller than those of the three endostar groups or cisplatin group
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(P<C0.05). The lymphatic metastasis rate, number of metastatic lymph nodes and MLVD in three endostar groups and three
endostar plus cisplatin groups were significantly less than that in control group and cisplatin group (P<C0. 05). Lymphatic
metastasis positive rate, number of metastatic lymph nodes and MLVD in endostar plus cisplatin group were significantly lower
or smaller than those in the control group and cisplatin group(P<C0. 05); for the three endostar groups and the three endostar
plus cisplatin groups. the above three parameters in 6 mg/kg endostar group and 6 mg/kg endostar plus cisplatin group were
significantly lower or smaller than those in 2 mg/kg and 4 mg/kg endostar groups or 2 mg/kg and 4 mg/kg endorstar plus
cisplatin groups (P<C0. 05). Conclusion Both endostar and cisplatin can inhibit tumor growth, and combination of both has a
stronger inhibition than they are used alone. Endostar can inhibit tumor lymphangiogenesis and lymphatic metastases in a

concentration associated manner, which is not found for cisplatin.
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Fig 1 H-E staining of tumor tissue and metastatic lymph nodes
A H-E staining of tumor tissue; B: H-E staining of metastat-

ic lymph nodes. Original magnification: X 100
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Fig 2 Immunohistochemical staining of microlymphatic vessels of tumor tissue in each group

A ;Control group; B: Cisplatin group; C: Endostar 2 mg/kg group; D: Endostar 2 mg/kg + cisplatin group; E: Endostar

4 mg/kg group; F: Endostar 4 mg/kg+cisplatin group; G: Endostar 6 mg/kg group; H: Endostar 6 mg/kg- cisplatin group.

Original magnification; X 400
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Tab 1 Number of metastatic lymph nodes, positive rate of metastasis, and lymphatic vessel density in each group

n="7, x%s

Metastatic lymph node

Group

Microlymphatic vessel density

Number Positive rate

Control 2.7140.76 1.0040. 00 9.94+0.19
Cisplatin 2.71+1.38 0.86+0.01 9.294+0.29
Endostar 2 mg/kg 1.00+0.58" 0.71+£0.01* 6.30+0.34" "
Endostar 4 mg/kg 0.86+0.90" * 0.57+0.00"* 5.5540.39" "
Endostar 6 mg/kg 0.4340.79* * & 0.2940.00* * & 4.334£0.29* 4
Endostar 2 mg/kg+ cisplatin 0.96+0.69"* 0.71+£0.00** 6.39+0.29" "
Endostar 4 mg/kg+ cisplatin 0.86+£1.07*" 0.43+0.00"* 5.48+0.31" "

Endostar 6 mg/kg+ cisplatin 0.2940.49* * &

0.2940.00* * & 4.3540.25% 2

" P<C0.05," " P<C0. 01 vs control or cisplatin group; ~ P<C0. 05 vs 2 or 4 mg/kg endostar or 2 or 4 mg/kg endostar +

cisplatin group
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