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    Abstract

        Although the promising immunosuppressant, mycophenolic acid (MPA), has many desirable properties and is widely prescribed for organ transplant recipients, its high oral dosage requirement is not understood. Whereas previous Northern blot analysis by Basu and colleagues (2004) located the mRNAs encoding MPA primary metabolizers, UDP-glucuronosyltransferases (UGTs) 1A7, 1A8, 1A9, and 1A10, in human gastrointestinal (GI) tissues, in situ hybridization analysis of mRNAs found that the isozymes were restricted to the mucosal layer of various GI organs. Concomitantly, MPA was glucuronidated by microsomes isolated from normal adjoining specimens. Microsomal studies showed the highest relative rates of metabolism in esophagus, ileum, duodenum, colon, and stomach at pH 6.4; only esophagus showed high pH 7.6 activity. Properties of the recombinant UGTs indicate that MPA is metabolized with pH 6.4 or 7.6 optimum. Activity for 1A7 and 1A9 increased with increasing concentrations up to 2.4 mM, with parallel production of both ether- and acylglucuronides; similarly, 1A8 and 1A10 reached plateaus at 1.6 mM, producing both glucuronides. Km values were 250 to 550 μM. Between 400 and 1600 μM MPA, isozymes generated between 15 and 42% of the acylglucuronides. In effect, high Km values (MPA) are associated with high concentrations to achieve saturation kinetics. Finally, transient inhibition of UGTs in human LS180 colon cells and mouse duodenum by the dietary agent, curcumin, has implications for in vivo pretreatment to reduce MPA glucuronidation to increase the therapeutic index.

      
Footnotes
	
        Abbreviations: UGT, UDP-glucuronosyltransferase; MPA, mycophenolic acid; GI, gastrointestinal; MTT, 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium; DMSO, dimethyl sulfoxide; AcMPAG, acylmycophenolic acid-glucuronide; TLC, thin-layer chromatography; MPAG, mycophenolic acid-glucuronide.
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