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Development of Therapeutic Strategies Targeting Megalin for Drug-Induced Kidney
Injury
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Drug-induced kidney injury is a concern not only in the field of nephrology
but also in various areas such as infectious disease treatment and antitumor therapy. We have
elucidated the mechanism of kidney injury mediated by megalin and identified cilastatin (CS) as a
megalin antagonist. In this study, we examined the effect of CS in reducing Kidney injury in a model

of drug-induced kidney injury caused by CDDP, demonstrating a significant reduction in kidney
damage. This reduction allowed for an increased and safer dose of CDDP, thereby enhancing its
antitumor efficacy. Additionally, we reported a significant correlation between pre-administration
urinary megalin levels and subsequent CDDP-induced kidney injury in patients receiving CDDP,
highlighting the potential of urinary megalin as a novel biomarker for kidney injury.
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