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Analysis of the pathogenesis of tacrolimus nephropathy by integrating drug
distribution kinetics in renal tissue and metabolomic analysis
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TAC neppropathy was associated with duration of TAC administration but not
blood or intrarenal TAC concentration in the clinical biopsy samples.
In the mouse TAC nephropathy model, metabolome analysis revealed that significant reduction of
carnithine, which is associated with maintenance of mitochondria function in the kidney. These
results suggested that TAC nephropathy was induced by the dysfunction of mitochondria through
reduction of carnithine and its metabolite associated with chronic TAC administration.
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