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Regulation of macrophage immune response by HGF-beta/mannose receptor axis.
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Production of hepatocyte growth factor (HGF) is induced by tissue damage,
while, in the tissues with inflammation or damage, HGF is degraded by proteases from inflammatory cells
such as neutrophils. Digestion of HGF by proteases yields HGF  -chain remnant (HGF-f ) that binds to
mannose receptor (MR) expressed on macrophages. Herein, we showed that HGF-B induces IL-10 production by
macrophages, which is dependent on the presence of IL-4. HGF-B promoted IL-4-mediated activation of JAK
proteins and downstream STAT3 tyrosine phosphorylation. In addition, HGF-B increased STAT3 serine
phosphorylation and its nuclear translocation through p44/p42 MAPK pathway. Enhancement of IL-4-mediated
STAT3 activation by HGF-B was required for the induction of IL-10 production by M@ . These findings
raise the possibility that HGF-B generated through fragmentation of HGF in damaged tissues induces
IL-10-producing M@ with immunoregulatory phenotype.
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