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Epigenetic regulation through angiotensin blockade in podocytes
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Recently we have reported the association of KLF4-mediated epigenetic
regulation in glomerular podocytes with sustained regression of proteinuria by renin-angiotensin
system (RAS) inhibitors (JCI 2014, KI 2015). This study revealed that the epigenetic alteration in
chronic kidney disease (CKD) was partly associated with impaired DNA damage repair in podocytes.
Histone acetyltransferase KAT5 plays an essential role of DNA double strand break (DSB) repair in
podocytes with physiological conditions, which is decreased in diabetic nephropathy. KAT5 expression

caused decreased DNA methylation and decreased DNA DSBs in the same nephrin promoter region (Cell
Rep 2019). This study indicates a novel concept that an environment of DNA damage repair, such as
decreased KAT5 expression in diabetic podocgtes, may cause altered DNA methylation. Further study is

necessary to investigate the relationship

etween RAS activation and DNA damage repair.
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