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Diabetes is one of the most prevalent and growing health issues worldwide. Further, diabetes leads
to progressive complications such as diabetic retinopathy, which is the leading cause of blindness
within the working-age population of the Western world. Interleukin (IL)-17A is an important
cytokine in the promotion and progression of diabetes. However, the mechanism by which IL-17A
contributes to diabetes-mediated capillary non-perfusion has yet to be determined. In the current
study, IL-17A was detected in the retina and Th17 cells were adhered to the retinal vasculature in
STZ-induced diabetic mice, while the IL-17A receptor was expressed on multiple retina cells.
Diabetes-induced retinal endothelial cell death and capillary degeneration were significantly lower
in IL-17A™" mice. Through ex vivo studies, it was determined that retinal endothelial cell death
occurs through an IL-17A/IL-17R - Actl/FADD (Fas-associated protein with death domain)
signaling cascade, which causes caspase-mediated apoptosis. These findings establish a novel
pathologic role for Th17 cells in the early vasoregressive process of retinal capillary degeneration,
and also identify an IL-17A-dependent apoptotic mechanism that leads to the early onset of non-
proliferative diabetic retinopathy.
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