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Inhibitory effect of VEGF antisense oligonucleotides on synthesis of VEGF by
Lewis lung cancer cells

WANG Ying , LI Chun-yan , LIN Chun-yan ( Department of Laboratory Diagnosis, First Clinical College,
Harbin Medical University, Haerbin 150001 , China )

[ Abstract ] Objective: To study the inhibitory effect of VEGF antisense oligonucleotides ( ASODN ) on growth of Lewis
lung cancer in C57BL/6 mice. Methods: Lewis lung cancer cells were cultured and implanted subcutaneously into 40
C57BL/6 mice, which were then divided into 4 groups: VEGF-ASODN treatment group, VEGF-SODN treatment group,
BEGF-MODN treatment ,and control group ( normal saline ). Mice in different groups were treated 24 hours after cell inoc-
ulation. The weight and volume of subcutaneous tumors was measured and the morphological changes of tumor cells was
observed under microscope. VEGF protein and microvessel density were examined by immunohistochemistry. Partial tumor
tissues were kept in liguid nitrogon. Results: The average tumor weights of the control, VEGF-ASODN, VEGF-SODN and
VEGF-MODN groups were ( 7.33 £0.71 )g, (4.56 £0.38 ) g, (7.59+0.32) g, and ( 7.62 +0.39 ) g, respectively.
The inhibition rates of tumor growth in VEGF-ASODN, VEGF-SODN and VEGF-MODN group were 43.8% , 5.5% and
3.1% , respectively. VEGF-ASPODN obviously inhibited the tumor cell growth and decelerated the tumor cell prolifera-
tion. Immunohistochemistry results showed that the expression of VEGF in ASODN group was remarkly lower than those in
SODN group, MODN group and control group ( P <0.05 ). The microvessels density ( MVD ) in the VEGF-ASODN, con-
trol, VEGF-SODN, and VEGF-MODN group were 8.25 £2.12, 14.78 £3.51, 13.71 £3.62, and 12.81 £2.56, re-
spectively , with that of VEGF-ASODN remarkly lower than those of other groups( P <0.01 ). Conclusion : Lewis lung canc-
er cells can be inhibited by the VEGF antisense oligonucleotides inoculated into tumor in the C57BL/6 mice.
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Fig.1 Pathological changes of tumor tissue in each group ( H-E, x400 )
A: Control group; B: ASODN group; C: MODN group; D: SODN group
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Fig.2 Expreession of VEGF in lung cancer tissue
A: Control group; B: ASODN group ; C: MODN group; D: SODN group
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Tab. 1 Expression of VEGF in lung cancer tissue ( n =10 )

Groups + +H H
Control 1 2 7
ASODN 5 3 2"
SODN 1 3 6
MODN 2 2 6

* P <0.05 vs Control, SODN or MODN group
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Fig.3 Microvessels of tumor tissue was CD34 positive ( S-P, x400 )
A: Control group; B: ASODN group; C: MODN group; D: SODN group
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