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Endothelial autophagy deficiency induces interleukin 6-dependent endothelial
mesenchymal transition and organ fibrosis
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Inhibition of autophagy, either by a specific inhibitor or siRNA for At?S,
in human microvascular endothelial cells (HMVECS) induced EndMT. The IL-6 level was significantly
higher in Atg5 siRNA-transfected HWEC culture medium compared with the control HMVEC culture
medium, and neutralization of IL-6 by a specific antibody completely inhibited EndMT in Atg5 SiRNA
transfected HMVECs. Similar to the in vitro data, endothelial-specific Atg5 knockout mice (Atg5endo;

Cdh5-Cre Atg5flox/flox mice) displayed both EndMT-associated kidney and heart fibrosis when
compared to littermate controls. The plasma level of IL-6 was higher in Atg5endo mice compared to
that of control mice, and fibrosis was accelerated in Atg5endo mice treated with HFD; neutralization

of IL-6 by a specific antibody inhibited EndMT and fibrosis in HFD-fed Atg5endo mice associated

with the amelioration of metabolic defects.
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