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    Abstract

        Flavin-containing monooxygenases (FMOs) 1–4 oxidize methionine (Met) to methionine sulfoxide (MetO). FMO3, the primary isoform expressed in adult human liver, has the lowest Km and favors methionine-d-sulfoxide (Met-d-O) formation over methionine-l-sulfoxide. Because female mice, but not males, also express FMO3 in liver, levels of Met and its major metabolites were determined in male or female mice dosed with 400 mg/kg Met i.p. The results show that Met levels in male and female mouse liver or plasma increased significantly at both 15 and 30 min after the Met treatment; Met plasma and liver levels at 30 min were similar to or lower than the corresponding levels at 15 min. Liver and plasma MetO levels increased significantly in both sexes at 30 min, and Met-d-O was the major MetO diastereomer detected. Interestingly, less than 0.1% of the Met dose was excreted in the urine (0–24 h) as Met and Met-d-O. S-Adenosylmethionine (SAM) was the major metabolite detected in liver at 15 min. Liver SAM levels at 30 min were lower than the levels at 15 min, and the plasma SAM levels at both 15 and 30 min were much lower than the corresponding levels in the liver. Increases in liver and/or plasma S-adenosyl-l-homocysteine, 5′-deoxy-5′-(methylthio)adenosine, and N-acetyl-l-methionine were also detected. Taken together, these results suggest that mice extensively and rapidly used the Met dose. Although mice exhibited increases in tissue MetO levels, a major role for FMO3 in Met-d-O formation is not certain since the MetO increases were mostly similar in both males and females.
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        This research is supported by National Institutes of Health Grants R01 DK44295 and T32-ES-007015. A preliminary report of these data was presented at the Federation of the American Societies for Experimental Biology meeting held in San Francisco, CA on April 1–5, 2006 (Dever and Elfarra, 2006).

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

      
	
        doi:10.1124/dmd.106.012104.

      
	
        ABBREVIATIONS: FMO, flavin-containing monooxygenase; Met, l-methionine; Met-d-O, methionine-d-sulfoxide; Met-l-O, methionine-l-sulfoxide; Met-dl-O, l-methionine-dl-sulfoxide; NAM, N-acetyl-l-methionine; NAMO, N-acetyl-l-methionine-dl-sulfoxide; SAM, S-adenosyl-l-methionine; SAH, S-adenosyl-l-homocysteine; MTA, 5′-deoxy-5′-(methylthio)adenosine; 3-MTP, 3-methylthiopropionic acid; 3-MTPO, 3-(methylsulfinyl)propionic acid; KMTB, 2-keto-4-methylthiobutyrate; HPLC, high-performance liquid chromatography; TFA, trifluoroacetic acid; ACN, acetonitrile; PBP, p-bromophenacyl bromide; MAT1A, methionine adenosyltransferase 1A; 4-HPPD, 4-hydroxyphenylpyruvate dioxygenase.
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