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Development of a comprehensive spatio-temporal understanding of the pathogenesis
and progression of chronic kidney disease and the development of therapeutic
strategies

Kashihara, Naoki

13,400,000
/
Keap-1/Nrf-2 NLRP3-inflammasome Wnt/B -catenin
50
40000
RAS SGLT2

1) Glomerular hemodynamic regulation mechanism by Keap-1/Nrf-2 pathway: We
found that Keap-1/Nrf-2 pathway plays an important role in GFR regulation.Furthermore, Keapl/Nrf2
activation suppresses mitochondrial ROS production and inhibits tubular damage.We showed that the
endothelial NO/sGC/PKG signaling pathway inhibitory regulates the Wnt/f3 -catenin pathway and that
disruption of this pathway promotes renal interstitial fibrosis.3) We demonstrated that sGC
activation inhibits renal fibrosis.4) Endothelial injury, ROS/NO imbalance, and
endothelial/epithelial pathology We tested the efficacy of Keapl/Nrf2, eNOS/NO/sGC/PKG,
NLRP3-inflammasome, and Wnt/f catenin pathways as therapeutic targets by using inhibitors and
activators Keapl/Nrf2 activator (RTA dh404), sGC activator (BAY 63-2521), PDE inhibitor, and Wnt/
catenin inhibitor. Contributed to the development of a theoretical basis for renoprotective effects.
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