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The number of patients with end stage renal failure has been increasing
throughout the world. A novel biomarker of renal diseases, liveerype fatty acid binding
protein (L-FABP) is expressed in human proximal tubules. L-FABP binds to cytotoxic
lipids or fatty acids in renal proximal tubules, and is excreted into urine. We here
generated human L-FABP transgenic mice (Tg mice) with an aim to develop a novel
tool to explore nephrotoxic compounds in drug screening. To demonstrate usefulness of -
the Tg mice, nephrotoxicity of cisplatin was evaluated. Application of cisplatin in
cancer chemotherapy has been limited by severe nephrotoxicity. Accumulation of
cisplatin was.thought to be one of the causes for the nephrotoxicity. In the Tg mice
urinary excretion of hL-FABP increased afier the ‘administration of cisplatin.
Glomerular filtration markers such as BUN and plasma creatinine also increased by

* cisplatin. However, urinary excretion of hL-FABP in Tg mice was reduced by
coadministration of cimetidine, whereas both BUN and creatinine were minimally
affected. These results suggest that coadministration of cimetidine reduces renal toxicity
of cisplatin with minimal effect on the glomerulus. Thus, the L-FABP Tg mouce is a
useful tool to specifically evaluate nephrotoxicity, and further studies are awaited to
demonstrate the usefulness of this mouse as a novel drug screening system.
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I hL-FABP ERE AR IZHMt s Z & 2S5 E L.

(2) HUlins4E cisplatin 25 0L7% Tg YOAICBWTERS hL-FABP Pt F L < ERBL =28,
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