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Molecular mechanisms of the endothelial-to-mesenchymal transition of lymphatic
endothelial cells
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Lymphatic systems play important roles in the maintenance of fluid
homeostasis and undergo anatomical and physiological changes during inflammation and ageing. While
lymphatic endothelial cells (LECs) undergo mesenchymal transition in response to transforming growth

factor-f (TGF-f3 ), the molecular mechanisms underlying EndMT of LECs remain largely unknown. In
this study, we examined the effect of TGF-B 2 and tumor necrosis factor-a (TNF-a ), an inflammatory

cytokine, on EndMT using human skin-derived lymphatic endothelial cells (HDLECs). TGF-[ 2-treated
HDLECs showed increased expression of SM22a , a mesenchymal cell marker accompanied by increased
cell motility and vascular permeability, suggesting HDLECs to undergo EndMT. Our data also revealed
that TNF-a could enhance TGF-B 2-induced EndMT of HDLECs. Furthermore, both cytokines induced the
production of Activin A while decreasing the expression of its inhibitory molecule Follistatin, and
thus enhancing EndMT.
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