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We have confirmed that histamine dose-dependently induces tube formation in
human endothelial cells via the H1 receptor. The mechanism is that histamine-induced MMP9/MMP14
releases extracellular matrix-bound VEGF and promotes VEGF-VEGFR2 interaction, which in turn induces

tube formation. We also found that the cytokine IL-33 and the IL-33 receptor ST2 also play
important roles in histamine-induced tube formation, and that the plasma glycoprotein histidine-rich
glycoprotein (HRG) inhibits IL-33-induced tube formation.
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