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Development of individualized molecular targeting therapy in the vitreous based
on the specific genes in fibrovascular membrane.
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We found significant correlation between concentrations of PN, TNC and FN in

PDR vitreous humor. Interleukin-13 (IL-13) promoted mRNA and protein expression of PN and TNC in
human microvascular endothelial cells (HRECs). IL-13 promoted angiogenic functions of HRECs. Single
inhibition of PN or TNC and their dual inhibition by SiRNA suppressed the up-regulated angiogenic
functions. Pathological pre-retinal neovessels of oxygen-induced retinopathy (OIR) mice were
attenuated in PN knock-out, TNC knock-out and dual knock-out mice compared to wild-type mice. Both
in vitro and in vivo, PN inhibition had a stronger inhibitory effect on angiogenesis compared to TNC

inhibition, and had a similar effect to dual inhibition of PN and TNC. Furthermore, PN knock-out
mice showed scant TNC expression in pre-retinal neovessels of OIR retinas. Our findings suggest that

interaction of PN and TNC facilitates pre-retinal angiogenesis, and PN is an effective therapeutic

target for PDR.
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