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            Abstract
The capacities of urinary trefoil factor 3 (TFF3) and urinary albumin to detect acute renal tubular injury have never been evaluated with sufficient statistical rigor to permit their use in regulated drug development instead of the current preclinical biomarkers serum creatinine (SCr) and blood urea nitrogen (BUN). Working with rats, we found that urinary TFF3 protein levels were markedly reduced, and urinary albumin were markedly increased in response to renal tubular injury. Urinary TFF3 levels did not respond to nonrenal toxicants, and urinary albumin faithfully reflected alterations in renal function. In situ hybridization localized TFF3 expression in tubules of the outer stripe of the outer medulla. Albumin outperformed either SCr or BUN for detecting kidney tubule injury and TFF3 augmented the potential of BUN and SCr to detect kidney damage. Use of urinary TFF3 and albumin will enable more sensitive and robust diagnosis of acute renal tubular injury than traditional biomarkers.
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                    Figure 1: Cisplatin kidney toxicity study.[image: ]


Figure 2: Gentamicin kidney toxicity study.[image: ]


Figure 3: Carbapenem A kidney toxicity study.[image: ]


Figure 4: Genipin liver toxicity study and isoproterenol muscle and heart toxicity study.[image: ]


Figure 5: ROC curves for TFF3 and for albumin compared to those for BUN, and creatinine.[image: ]


Figure 6: Determination of the renal source of Tff3 mRNA by in situ hybridization.[image: ]
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