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Chemoattractant-induced arrest of circulating leukocytes and their
subsequent diapedesis is a fundamental component of inflammation. However, how tissue-derived
chemoattractants are transported into the blood vessel lumen to induce leukocyte entry into tissue
is not well understood. Our in vivo imaging joints has demonstrated that the atypical complement
C5a receptor 2 (C5aR2) expressed on endothelial cells were required for the transport of C5a into
the vessel lumen in a murine model of immune complex induced arthritis. Transported C5a was required

to initiate C5aRl-mediated neutrophil arrest, igniting joint inflammation. Our findings provide new
insights into how atypical chemoattractant receptors collaborate with classical signaling
chemoattractant receptors to control distinct steps in the recruitment of neutrophils into tissue
sites of inflammation.
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