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Development of novel urine biomarkers for diabetic kidney disease by focusing on
the regulation of renal megalin expression.

Kurosaki, Yoshifumi
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Present stud¥ clarified the increase in megalin expression induced by
oxidative stress was negatively regulated by megalin regulated intramembrane proteolysis (RIP).
Interestingly, intracellular megalin COOH-terminal fragment (MCTF) excretion in medium was increased
by hydrogen peroxide treatment in a dose-dependent manner. Furthermore, megalin MCTF excretion in
the urine of STZ-induced diabetes was significantly increased compared to sham rats. Next, we
evaluated if micro RNA (miRNA) related to the megalin negative feedback system. Although miRNA-148b
is known to be one of the regulator for megalin expression, hydrogen peroxide treatment did not
affect the expression of miRNA-148b. Then we conducted a comprehensive miRNA array to find
megalin-related and oxidative-induced miRNA. Two miRNA was picked up for candidates for megalin
regulator. We would expect those miRNA could be useful as urine biomarker for diabetes nephropathy.
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