During inflammation, leukocytes tether to and roll along the blood vessel wall and become activated. They then roll slowly and arrest before transmigrating into the underlying tissues.  An interaction of selectins with glycosylated ligands mediates tethering and rolling, whereas an interaction of beta2 integrins with intercellular adhesion molecule-1 (ICAM-1) mediates slow rolling and arrest. P-selectin glycoprotein ligand-1 (PSGL-1) is expressed on leukocytes and serves as a ligand for P-, E-, and L-selectin.  The cytoplasmic domain of PSGL-1 is highly conserved, but its function is not clearly defined.  Jonathan generated mice expressing PSGL-1 without the cytoplasmic domain.  He found that the cytoplasmic domain was not required for leukocyte rolling on P-selectin or for distribution of PSGL-1 in microvilli and lipid rafts on the cell surface.   However, the cytoplasmic domain of PSGL-1 was required for signaling to activate the leukocyte beta2 integrin (LFA-1) and slow rolling on ICAM-1. The domain activated a Src family phosphokinase signaling pathway that utilizes Syk and Btk.   

