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Analysis of the interaction between neutrophil and thrombomodulin.
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LFA-1 and Mac-1 integrins regulate leukocyte trafficking in health and disease by
binding primarily to IgSF ligand ICAM-1 and ICAM-2 on endothelial cells. Here we have shown that the
anti-coagulant molecule thrombomodulin (TM), found on the surface of endothelial cells, functions as a
potentially new ligand for leukocyte integrins. Furthermore, we show that the serine/threonine-rich
domain of TM is required for the interaction with the LFA-1 and Mac-1 integrins to occur on PBMCs. These
results demonstrate that the LFA-1 and Mac-1 integrins on leukocytes bind to TM, thereby establishing the
molecular and structural basis underlying LFA-1 and Mac-1 integrin interaction with TM on endothelial
cells. In fact, integrin-TM interactions might be involved in the dynamic regulation of leukocyte

adhesion with endothelial cells.
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