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Purpose

To assess the therapeutic effects of the small 

compounds on choroidal neovascularization (CNV) 

by its modulation of inflammation and metabolic 

reprogramming in the retinal pigment epithelium 

(RPE).

Methods

The anti-angiogenic effects of the small com-

pounds were assessed by measuring vascular 

leakage and CNV lesion size in the laser-induced 

CNV mouse model. Inflammatory responses were 

evaluated by qPCR, Western blot, and ELISA in both 

CNV eye tissues and primary human RPE (hRPE) 

cells under inflammatory cytokine mixture (ICM) 

treatment or hypoxia. Mitochondrial respiration 

was assessed by measuring oxygen consumption in 

primary hRPE cells treated with ICM±the drug.

Results

In laser-induced CNV, the small compounds sig-

nificantly decreased vascular leakage and lesion 

size, together with choroidal and retinal inflamma-

tory cytokines, including Il-1β, Il-6, Il-8, and Tnf-

α. Furthermore, the small compounds decreased 

proinflammatory cytokine secretion in ICM-treated 

primary hRPE cells. Interestingly, the small com-

pounds significantly enhanced mitochondrial respi-

ration in the ICM-treated primary hRPE cells.

Conclusions

Our findings show that the small compounds are 

a viable putative therapeutic for neovascular AMD 

by modulating the inflammatory response and met-

abolic reprogramming by enhancing mitochondrial 

respiration in the RPE. 

Role of metabolic reprogramming 
in chorioretinal diseases
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