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Investigation of the role of megalin in the renal renin-angiotensin system

Goto, Sawako
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Megalin, a proximal tubular endocytosis receptor, internalizes molecules
involved in the renal renin-angiotensin (Ang) system, however, how megalin regulates the system
remains elusive. We evaluated Ang peptides in the biological samples of kidney-specific megalin
knockout (MegKO) mice and controls (Ctl) by using a novel mass spectrometry-based, parallel reaction

monitoring assay for absolute quantification of Ang peptides. MegKO mice administered recombinant
mouse angiotensinogen (rec-mAGT) suppressed the increase in the renal Ang , the activation of renal
ERK1/2 and proximal tubular Nat+-H+ exchanger 3, with comparable renal Angl-7 to that of Ctl mice.
Urinary Na+ excretion of MegKO administered rec-mAGT was well maintained. Renal Ang-converting
enzyme (ACE) and ACE2 were down- and u?—regulated, respectively, in MegKO mice. Megalin
downregulation may alleviate the pathological consequences of glomerular AGT hyperfiltration by
shifting the ACE/Ang axis to the ACE2/Angl-7 axis.
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