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    Abstract

        Infection and inflammation impose a suppression in the expression and activity of several drug transporters and drug-metabolizing enzymes in liver. In the intestine, cytochrome P450 3A (CYP3A), P-glycoprotein (PGP/mdr1), and the multidrug resistance-associated protein 2 (MRP2) are important barriers to the absorption of many clinically important drugs; thus, the expression and activity of these proteins were examined in inflammation. Transport and metabolism were determined in jejunum segments isolated at 24 h from endotoxin-treated or control rats (n = 8) mounted in Ussing chambers. Transport and metabolism of 3H-digoxin, 5-carboxyfluorescein (5-CF), amiodarone (AM), and 7-benzyloxyquinoline (7-BQ) were measured for 90 min in the presence and absence of inhibitors. Reverse transcription-polymerase chain reaction was used to measure mRNA levels. As compared with controls, levels of mdr1a and mrp2 mRNA were significantly decreased by approximately 50% in the jejunum of LPS-treated rats. Corresponding reductions in the basolateral→apical efflux of digoxin, AM, and 5-CF were observed, resulting in significant increases in the apical→basolateral absorption of these compounds. Intestinal CYP3A mRNA levels and CYP3A-mediated metabolism of 7-BQ and AM were also decreased by approximately 50 to 70% (p < 0.05) in the LPS group. Mannitol permeability and lactate dehydrogenase release were not altered. These studies indicate that endotoxin-induced inflammation imposes a reduction in the intestinal expression and activity of PGP, mrp2, and CYP3A in rats, which elicits corresponding changes in the intestinal transport and metabolism of their substrates. Hence, infection and inflammatory diseases may impose variability in drug bioavailability through alterations in the intestinal expression and activity of drug transporters and metabolic enzymes.

      
Footnotes
	
          
          ↵1 Abbreviations used are: PGP, P-glycoprotein; mdr1, multidrug resistance gene; mrp2, multidrug resistance-associated protein 2; CYP3A cytochrome P450 3A; IL, interleukin; PXR, pregnane X receptor; LPS, lipopolysaccharide; RT-PCR, reverse transcription-polymerase chain reaction; GAPDH, glyceraldehyde-3-phosphate dehydrogenase; PSC-833, valspodar; OATP, organic anion transporting polypeptide; 7-BQ, 7-benzyloxyquinoline; 7-HQ, 7-hydroxyquinoline; AM, amiodarone; DEA, desethylamiodarone; HPLC, high performance liquid chromatography; 5-CF, 5-carboxyfluorescein; 5-CFDA, 5-carboxyfluorescein diacetate; A→B apical to basolateral; B→A, basolateral to apical; MK571, 3-[[3-[2-(7-chloroquinolin-2-yl)vinyl]phenyl]-(2-dimethylcarbamoylethylsulfanyl)methylsulfanyl] propionic acid; LDH, lactate dehydrogenase; O.D., optical density; AUC, area under the curve.
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