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Analysis of CCL18-CCR8 signal for developing new therapeutic strategy in
1gG4-related disease
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We analyzed the pathogenic roles and therapeutic potential of chemokine
CCL18-CCR8, which is the receptor for CCL18, signal in lgG4-related disease. CCL18 producing
macrophages, dendritic cells, plasmacytes, and B cells were increased in affected organs of
1gG4-related disease. Interestingly, CCL18 specifically enhanced 1gG4 production by peripheral blood
mononuclear cells stimulated with CD40L, IL-4, IL-10, and IL-21 in vitro assays. Moreover, we
showed that LATY136F knock in mouse (LAT mice), which is one of the model mice for IgG4-related
disease, had enhanced CCL8 (functional analogue of human CCL18)-CCR8 axis. Importantly, anti-CCL8
neutralizing antibody could improve the inflammatory cells infiltration and fibrosis in the salivary
glands of the LAT mice.
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