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Plasma Protein Binding of Frusemide in Renal
Failure Rabbits: Investigation of Endogenous
Protein Binding Inhibitors

Katsumi IKEDAY Hironori YosHiToMI, Taiji NAKAYAMA*,
Shigeru GoTo**, and Toshikiro KIMURA*

ABSTRACT The reduction mechanism of frusemide-protein binding in the plasma of renal
failure was investigated. The drug-albumin binding was inhibited by the low molecular-weight
fraction obtained from acute renal failure rabbits, suggesting the presence of the inhibitors in the
plasma. Furhter, this fraction was divided into six subfractions by Bio-Gel P—2f Fraction II and
V. showed significant inhibition of the protein binding of frusemide. Among uraemic toxins,
four indole derivatives markedly inhibited the protein binding. Analysis by HPLC confirmed that
the concentration of indican was markedly increased in acute renal failure rabbit plasma. It is
suggested that this compound could be one of the major inducers of the protein binding defect.
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