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Inhibitory effect of gefitinib combined with DNA vaccine targeting EGFR against
mouse lung cancer Lewis cells
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[ Abstract ]
implanted Lewis tumors in mice. Methods: Chicken EGFR L2 domain and rabbit IgG Fc domain fusion pVAX1/cEGFR-

rFe DNA vaccine was injected into mice and the titer of anti-EGFR in serum was determined by ELISA. The growth of

Objective: To observe the inhibitory effect of gefitinib combined with DNA vaccine targeting EGFR against

Lewis cells was measured by MTT. Lewis lung cancer mouse models were established and were randomly divided into
vaccine, gefitinib, gefitinib + vaccine, and control groups. The tumor volume and weight and survival of mice were exam-
ined in different groups. Results: The titer of anti-EGFR in mice vaccinated with pVAX1/cEGFR-rFe plasmid was
1:1 000. The proliferation of Lewis cells in anti-EGFR combined with gefitinib was significantly inhibited compared with
those in anti-EGFR and gefitinib groups ( P <0.05 ). In vivo results showed that the growth of implanted Lewis tumors in
vaccine + gefitinib group was greatly inhibited, and the survival rate of Lewis-bearing mice was significalty increased
(P <0.01). Conclusion:DNA vaccine targeting EGFR has a synergistic effect with gefitinib in anti-tumor activity, and
this DNA vaccine can increase the efficiency of gefitinib.
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Tab.1 Titers of Anti-EGFR serum in DNA vaccine immunized mice

Group 1:200 1:500 1:1 000 1:2 000 1:4 000
pVAX1/cEGFR-rFe  0.521 £0.031" 0.318 £0.021" 0.262 +0.021" 0.121 £0.013 0.106 £0.021
pVAX1 0.130 £0.014 0.120 £0.016 0.096 +0.009 0.115 £0. 025 0.098 £0.017
NS 0.127 £0.034 0.121 £0.012 0.010 £0.013 0.112 £0.014 0.102 £0.022

* P<0.05 vs NS or pVAX1
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Tab.2 Gefitinib combined with anti-EGFR

serum inhibited growth of Lewis cells

Gefitinib
Cer/omol - L) Anti-EGFR CI value
1.0 1:200 0.812
2.5 1:200 0.802
5.0 1:200 0.796
10 1:200 0.781
1.0 1:500 0.808
2.5 1:500 0.786
5.0 1:500 0.713
10 1:500 0.707

CI( combination index ) <0.9 means synergistic effect
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B 1 Gefitinib B & anti-EGFR #i11iEHIH Lewis AR £ K
Fig.1 Gefitinib combined with anti-EGFR serum

inhibited proliferation of Lewis cells
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B2 Gefitinib BX & DNA Z & & Lewis RBEBIEK
Fig.2 Gefitinib combined with DNA vaccine inhibited
growth of implanted Lewis tumors
“P<0.05, "*P<0.01 vs or control;

2P <0.05 vs gifitinib or vaccine

®3 DNABEESEIEERI Lewis BEEHMEIER
Tab.3 Inhibitory effect of gefitinib combined with DNA

vaccine against implanted Lewis tumors ( x =5 )

Tumor mass Inhibitory
Group
(m/g) rate ( % )
Vaccine 6 1.12+0.1" 48
Gefitinib 6 1.03 +0.09" 53
Gefitinib + vaccine 7 0.68 £0.12 69
Control 4 2.17 +0.22™ "

"P<0.05, """ P<0.01 vs gefitinib + vaccine
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B3 Gefitinib Bt & DNA B EEKEE/NREGFH
Fig.3 Gefitinib combined with DNA vaccine increased

survival time of Lewis-bearing mice
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