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Renal Excretion Mechanism of a Novel Loop Diuretic, M17055
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M17055 is under development as a novel diuretic which inhibits both Na*, K*, 2CI°
exchange at the thick ascending Henle’s loop and Na* reuptake at the distal tubule of the
kidney. Estimated renal clearance indicated that M17055 was secreted from blood into
lumen at the proximal tubuie although the exact excretion mechanism was still unclear. The
purpose of the present study was to clarify the renal excretion mechanism of M17055. We
used the renal cortical slices to investigate the transpott mechanism across the basolateral
membranes of proximal tubules. M17055 uptake by rat renal slices was linearly increased
with the time and was saturable. Several organic anions inciuding probenecid, para-
aminohippurate (PAH) and estrone-3-sulfate, decreased M17055 uptake. The uptake of
M17055 by HEK 293 cells expressing rat OAT1 was also observed and was inhibited by
PAH. These results suggest that organic anion transport systems are involved in M17055
transport via basolateral membranes of proximal tubule epithelial cells, a part of the renal
uptake being via OAT1.
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M17055 Uptake by HEK 293 Cells
Expressing rOAT1
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