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Chemokine signaling plays an important role in the post-infarction inflammatory response. Overlapping pathways involving reactive oxygen intermediates, Toll like Receptor (TLR) activation, the complement cascade, and the Nuclear Factor (NF)-kappaB system induce both CXC and CC chemokines in the healing infarct. Reperfusion accentuates chemokine expression promoting an intense inflammatory reaction. ELR-containing CXC chemokines regulate neutrophil infiltration in the ischemic area, whereas CXCR3 ligands may mediate recruitment of Th1 cells. CC chemokines induce mononuclear cell infiltration and macrophage activation. The CC chemokine Monocyte Chemoattractant Protein (MCP)-1 plays a key role in infarct healing by regulating macrophage recruitment. MCP-1 null mice exhibit impaired phagocytosis of dead cardiomyocytes, but ultimately have reduced remodeling of the infarcted ventricle. On the other hand the antifibrotic and angiostatic CXC chemokine Interferon-gamma-inducible Protein (IP)-10 regulates infarct healing by preventing premature fibroblast infiltration in the infarct, until the wound is debrided and a fibrin-based provisional matrix necessary to support granulation tissue ingrowth is formed. Evidence suggests that chemokine signaling mediates actions beyond leukocyte chemotaxis and activation, regulating endothelial cell and fibroblast phenotype and function. Effective repair of the infarcted tissue is dependent on a well-orchestrated cellular response and on timely induction and suppression of chemokines in a locally restricted manner. 
