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Cambination of adenovirusmediated endostatin gene and cheanotherapy in treatment of L ewis lung cancer
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U niversity, Shanghai 200433, China)
[ABSTRACT] Objective To study the antitumor effect of combination thergpy w ith adenoviral transfer of mouse endostatin
gene and cyclophogham ide chenothergpy onmouseL ew is lung cancer. M ethods M ouse endostatin genew as cloned into repli-
cation-defective adenovirus by virus recombination technology to construct Ad-mES, adenovirus vector coding mouse endo-
statin gene, and then its biological activitiesw ere surveyed in viva A nimal modelsof mouseL aw is lung carcinoma in C5L /
6 mice were established and random ly divided into 4 groups(n= 10): including control, chenotherapy, gene therapy, and
chenotherapy + gene therapy group. M ice received cyclophogphamide 150 mg/kg s ¢ 3 tines a day in a 21-d cycle for
chemotherapy; control group received @ 9% nomal saline 100 ul A dmES (6x 10° pfu/100 ul) w ere adm inistrated by multi-
gots intra-tumor injection to every mouse in gene therapy group and combination thergoy group. The tumor sizesw eremea-
sured at different tmespoints The expression of endostatin after transfer w as detected by W estern blot and the microvessel
density MVD) of tunor wasmeasured by immunohistochemical examination Results Higher titers of recombinant aden-
oviruses (A dmES) were constructed Combination thergpyw ith A d-mES and cyclophogpham ide inhibited tumor grow th (P<
Q 01) and prolonged mice survival tine (P< Q 05) significantly Conclusion: The recombinant adenovirus can effectively ex-
press biologically active m Endostatin,w hich can inhibit tunor grow th, decrease tumor micro-blood vessels and prolong sur-
vival tme The gene thergpy combinedw ith the chenothergpy have synergistic effect, laying a foundation for the study of com-
bination thergpy of the lid tumor.
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Fig 1 PCR identif ication of Ad-mES
M :DNA marker (DL 2000); 1: Psand Pa4(positive control);
2:AdmES anplified using Ps and Psasprimers 3:AdmES
amplified using P1and P2 asprimers 4. PBS anplified
using P1 and P2 as primers(negative control);

5: pxcl anplified using P1 and P2 as primers(positive control)
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Fig 2 Tumor volume changes in therapeutic group
and control group after treatment
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Fig 3 W estern blot analysis of mES protein
1. Gene therapy group; 2 Chamotherapy group;
3. Chanotherapy + gene thergpy group;

4. Control group; M : Protein marker
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