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Involvement of C3 in the pathogenesis of hypertension with an activation of
tissue renin-angiotensin system

FUKUDA, Noboru
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We established C3 KO SHR by the gene editing technology ZFN method and
investigated blood pressure, histological changes and gene expression in kidney and renal RA
systems. SHR showed salt-sensitive hypertension that was abolished in C3 KO SHR. Expression of
E-cadhelin was suppressed in renal medulla from SHR indicating EMT phenomen that was not observed in

kidney from C3 KO SHR. Intrarenal Ang Il was increased with a salt-loading in SHR, which was
suppressed in C3 KO SHR. During the differenciation of C3 KO mouse-derived mesenchymal stem cells
to vascular smooth muscle cells, renin was transiently expressed with C3, KLF-5 and LXRa. These
findings indicate that complement 3 induces EMT phenomen of nephrotubulus and enhances the
intrarenal RA system to induce the salt-sensitive hypertension.
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