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Role of local inflammation in the kidney for the development and progression of
chronic kidney disease and its regulation toward novel therapeutic strategy

MUKOYAMA, Masashi
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Diabetes and glomerulonephritis are the leading cause of chronic kidney
disease (CKD), an important disease category with high prevalence in Japan. The mechanisms for CKD
development and progression are still poorly understood, and therefore we investigated the role of
chronic homeostatic inflammation in the kidney in this pathophysiology.

We found that a macrophage-derived proinflammatory factor MRP8 (myeloid-related protein 8, or
S100A8) is critical in the progression of nephrotoxic serum-induced glomerulonephritis in mice, by
affecting macrophage characterization toward an M1 phenotype. In human studies, the serum MRP8/MRP14

heterodimer level was increased in chronic hemodialysis patients, which was significantly
associated with high risk of all-cause mortality amon? the high phosphate group. Also, a high serum
level of ANGPTL2 was an independent risk factor for all-cause mortality in hemodialysis patients.
These findings may provide potential therapeutic targets for CKD.
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