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WNK-0SR1/SPAK-NCC phosphorylation cascade is involved in salt-sensitive
hypertension through regulation of renal sodium excretion and vasoconstriction. WNK kinases are
mediated by KLHL2 and KLHL3, however, the detailed mechanism remained unknown. In this study, we
generated KLHL2 knock-out (KO) and KLHL3 KO mice and analyzed their phenotypes. As a result, we
elucidated the localization in vivo of KLHL2 and KLHL3, involvement of KLHL2 and KLHL3 in
salt-sensitive hypertension, and the pathophysiological roles of KLHL2 and KLHL3 for the regulation
of WNK-OSR1/SPAK-NCC cascade.

In addition, we also clarified that the WNK cascade is upregulated in salt-sensitive hypertension
observed in chronic kidney disease (CKD). Proteasome inhibitor bortezomib were identified as a novel
therapeutic candidate for fibrosis in CKD.
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