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[ Abstract ] Background and objective The aim of this study is to investigate difference of antiangiogenesis ablil-
ity and interaction about bevacizumab and endostatin in vivo in lung cancer animal model. Methods First, we construct a
Balb/c mice model with A549 lung adenocarcinoma cell. Then, we divide the mice into four groups randomly. Every group
has six mice. Control group: mice injected with normal saline every day aroud the tumor. Endostatin group: mice injected
with endostatin (Recombinant endostatin) injection (3 mg/kg) every day Peritumoral. Bevacizumab group: mice injected
with bevacizumab twice a week (biw/5 mg/kg) Peritumoral. Combing group: mice were injected with endostatin and
bevacizumab (dose just like single drug group). After 16 days, we executed mice and got the tumor tissue for next analysis.
Results Based on this experiment, we found bevacizumab and endostatin expressed the ability for inhibiting tumor growth
in vivo. Bevacizumab was more powerful (52.36% vs 38.68%). Combining bevacizumab with endostatin could get better
results (64.15%) than single drug did. Bevacizumab played the role by inhibiting VEGF-A expression (60.8%). Endostatin
took effect by inhibiting VEGF-A/C (14.6%, 30.3%). Combining group present better antitumor efficacy than any single

drug group did. (79.7%, 44.2%). Conclusion Both bevacizumab and endostatin present the antiangiogenesis ability in vivo
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of lung cancer animal model. In our test, bevacizumab show better ability in inhibiting tumor growth than endostatin does.

Additional, combing bevacizumab with endostatin reveal better potential to inhibit tumor growth than single drug does.

[ Keywords ] Lung neoplasms; Antiangiogenesis; Endostatin; Bevacizumab
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Fig 1 Tumor survival time after administration of endostatin or
combined with bevacizumab on nude mice bearing A549. Brown line:
control group: (347.27%3.51) mm?®; Red line: endostatin group: (198.29
+2.13) mm’; Green line: bevacizumab group: (143.57£2.82) mm®; blue
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Fig 2 Inhibitive effect of endostatin combined with bevacizumab
on nude mice bearing A549. Black column: control group, TW: (0.35
£0.06) g; Red column: endostatin column, TW: (0.22%£0.10) g, TIR:
38.68%; Green column: bevacizumab column, TW: (0.17%+0.07) g,
TIR: 52.36%; Blue column: combining group, TW: (0.13£0.07) g, TIR:
64.15%. Compared with control group, P<0.01).
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Tab 1 Basic information about the experiment

Group Dose (mg/kg) Number of mice Frequency MW (Mean=SD, g) TW T/C (%) TIR Pt
B E position B E (Mean%SD, g)
CG N.S. 6 6 Peritx16 qd 5.2%11 25.7%+1.1 0.35£0.06
EG 3 6 6 Peritx16 qd 25.3%1.2 25.8*+1.1 0.22+0.10 64.83 38.68  <0.01
BG 5 6 6 Peritx6 Biw 254%14 26.0£0.8 0.17%+0.07 50.74 5236  <0.01
CcoG 3 6 6 Peritx16 qd 24.4%+1.2 25.610.4 0.13%+0.07 41.30 64.15  <0.01
5 PeritX6 Biw

NS: sterile normal saline; Biw: bis in week; #compared with control group; Perit: Peritumoral injection; CG: control group; EG: endostatin group;
BG: bevacizumab group; COG: combining group; MW: mice weight; TW: tumor weight; B: before treatment; E: end of experiments; TIR: tumor
inhibition rate; T/C (%) proliferation rate.
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Fig 3 Photograph of Endostatin combined with

bevacizumab on nude mice bearing transplanted tumor
Combining group A549
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Fig 4 Western blot analysis for VEGF-A protein expression. Line 1, 2: control group; Line 3, 4: bevacizumab group/inhibition rate (IR): 60.8%; Line 5, 6:
endostatin group/IR: 14.6%; Line 7, 8: combining group/IR: 79.7%. All date was analyzed by smart view system and compared with control group.
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Fig 5 Western blot analysis for VEGF-C protein expression. Line 1, 2: control group; Line 3, 4: bevacizumab group, no difference with control
group; Line 5, 6: endostatin group/IR: 30.3%; Line 7, 8: combining group/IR: 44.2%. All date was analyzed by Smart View system and compared
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