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Effects of liposome-mediated endostatin gene transfection in vivo on inhibition of experi-

mental choroidal neovascularization in rats

SHANG Qing-li', MA Jingxue's GAO Jian®s WU Hong tao’s ZHANG Bo-xue’s XING Min’( Department of Ophthalmolagys Second
Affiliated Hospital Hebei Medical University, Shijiazhuang 050000, China)

Abstract. Objective To investigate the effects of liposome-mediated intraocular gene transfection of endostatin
on the inhibition of the development of choroidal neovascularization (CNV) in a rat model. Methods Experimental
CNV model in Brown Norway rats was induced by laser photocagulation. The recombinant eukaryotic expression plas-
mid pSecTagA-hEndostatin or control plasmid pSeclagA and liposome complexes were injected into the subretinal
space of the model rats. In situ hybridization and immunohistochemical observation confimmed the presence of endo-
statin mRNA and potein expression two weeks after injection. Intraocular and serum levels of endostatin were mea-
sured by enzyme-linked immunosoibent assay. The intensity of fluorscein leakage from the photocoagulated lesions
was studied at 13 d after photocoagulation. The area of CNV was measured using high molecular weight FITI'C-dextran
(MW2X 10%) for high resolution angiography in RPE-chowid-sclera flat mounts. In addition, sections of CNV lesions
were studied by light microscpy and endoglin (CD105) immunohistochemical evaluation. Results The retina,
RPE, choroidal were infected by subretinal delivery of the pSecTag-hEndostatin and expressed the endostatin. Two
weeks after intraoaular injection, the level of endostatin in the whole eye homogenates were (50. 14 +3. 43) ng/eye
and (31. 512 21) ng/eye respectively. Fluorescein leakage from the CNV lesions decreased significantly as com-
pared with that in the control groups. The average area of CNV at the sites of the Bruch’ s membrane rupture showed
significant difference in eyes injected with endostatin as compared with that in the control eyes. Endothelial cells
demonstrated strong immunoreactivity of CD105 in CNV lesions in the control eyes. Conclusion Liposome-mediated
endostatin gene transfection can significantly inhibit the development of CNV .
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Fig 5 Immunohistochemical analysis for endostatin: negative expression of endostatin normal retinal tissues (statined with AEC X 400)
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