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Physiological and pathological analysis of intestinal mucosa lymphatic
endothelial cells.
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The lymphatic endothelial cells (ECs) have critical roles in maintaining
tissue homeostasis. To analyze the signals for lymphatic vessel formation, we have initially focused

on the RASGAP family, Rasa4 and Rasal3, as the downstream of the FOXC transcription factor and have

generated the Tamoxifen-inducible conditional these knockout mice, crossed with EC-specific
VE-cadherin-CreERT2 transgenic line. Next, to study the correlation between coagulation systems in
lymphatic ECs, we have verified the von Willebrand factor (vWF) expression in vivo and cultured
cells. The vWF promoter activity and expression were predominantly observed in vascular but not
lymphatic ECs in mice. However, in cultured conditions, VWF changed to express lymphatic ECs. The
epigenetic status regulated such tissue-specific expression patterns since EZH2 inhibitor treatment
leaked to VWF expression in cultured fibroblasts. Further analysis will uncover the lymphatic EC"s
specific signals and the expression machinery.
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Arrowhead indicated VWF expression in blood vessels.
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a) HUVEC, HDLEC, human fibroblasts were treated with
histone methylation enzyme-EZH2 inhibitor; DZNep (5pM) for 48hr.
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