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    Abstract

        P-glycoprotein (PGP) encoded by the Mdr1 gene mediates the excretion of drugs in organs such as the liver and kidney. Inflammation has been shown to suppress the expression and activity of PGP in rodent liver, thus potentially altering the pharmacokinetics of drugs that are substrates of PGP. Here we examined the effect of endotoxin (lipopolysaccharide; LPS)-induced inflammation on the disposition of the PGP substrate doxorubicin (DOX) in the mouse. Male CD-1 mice received 5 mg/kg LPS intraperitoneally. DOX (5 mg/kg) was administered intravenously 24 h after LPS treatment. The time course of DOX levels in plasma, urine, bile, and tissues was analyzed by high performance liquid chromatography. PGP protein and mRNA expression in liver and kidney was measured using Western blots and reverse transcriptase polymerase chain reaction. As compared to controls, LPS-treated mice exhibited a significant decrease (50%) in biliary clearance and 3-fold increased renal clearance of DOX. These changes were associated with strongly reduced PGP protein levels (30% controls, p < 0.05) in the liver and increased PGP levels in the kidney (140% controls, p < 0.05). Hepatic mRNA levels of all Mdr isoforms were reduced in LPS-treated mice, whereas renal Mdr1b levels were increased. In LPS-treated mice, we also measured an increased area under the plasma concentration-time curve and reduced systemic clearance of DOX, as well as a 2- to 5-fold increase in the urinary excretion of the doxorubicin and doxorubicinol aglycones. Our data suggest that endotoxin-induced inflammation in mice causes differential regulation of PGP in liver and kidney, thereby altering the clearance profile of DOX.

      
Footnotes
	
        This study was funded by grants obtained from the Canadian Institute of Health Research.

      
	
        Article, publication date, and citation information can be found at http://dmd.aspetjournals.org.

      
	
        doi:10.1124/dmd.104.002568.

      
	
        ABBREVIATIONS: PGP, P-glycoprotein; DOX, doxorubicin; P450, cytochrome P450; RT-PCR, reverse transcription-polymerase chain reaction; OD, optical density; AUC, area under the plasma concentration-time curve; Bsep, bile salt export pump; HPLC, high performance liquid chromatography; LPS, lipopolysaccharide (bacterial endotoxin); CLt, total body clearance; M1, metabolite 1 (doxorubicinol); M2, metabolite 2 (7-deoxy-doxorubicinone); M3, metabolite 3 (7-deoxy-doxorubicinolone); Mdr1, multidrug resistance gene.
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