
    
      Skip to main content
    

    


  
      


    
      
    
  
    
  
    
  
                
    
      Advertisement



  



    

  


  


  


  
  
    
  
    
  
                
    
      
  
    
  
        Main menu

    
  
  
    
  
    
  
      
  
  
    
  	Home
	Articles	Current Issue
	Fast Forward
	Latest Articles
	Special Sections
	Archive


	Information	Instructions to Authors
	Submit a Manuscript
	FAQs
	For Subscribers
	Terms & Conditions of Use
	Permissions


	Editorial Board
	Alerts	Alerts
	RSS Feeds


	[bookmark: Virtual Special Sections]Virtual Special Sections
	Feedback
	Submit



  


  
  



  
      
  
  
    
  	Other Publications	Drug Metabolism and Disposition
	Journal of Pharmacology and Experimental Therapeutics
	Molecular Pharmacology
	Pharmacological Reviews
	Pharmacology Research & Perspectives
	ASPET





  


  
  



  



  


  
  


  
        User menu

    
  
  
    
  
    
  
      
  
  
    
  	My alerts
	Log in
	 My Cart



  


  
  



  
      
  
  
    
  


  
  



  



  


  
  


  
        Search

    
  
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    	Advanced search

  


  
  



  



  


  
  




  



    

  



  
                
    
      
  
    
  
      
  
  
    [image: Drug Metabolism & Disposition]  


  
  



  



    

  


  


  


  
      
  	    
  
    
  
                
    
      	Other Publications	Drug Metabolism and Disposition
	Journal of Pharmacology and Experimental Therapeutics
	Molecular Pharmacology
	Pharmacological Reviews
	Pharmacology Research & Perspectives
	ASPET




    

  


  



  
    
  
                
    
      
  
    
  
      
  
  
    
  


  
  


  
      
  
  
    	My alerts
	Log in
	 My Cart

  


  
  



  



    

  


  


  


  
  
    
  
        
            
        [image: Drug Metabolism & Disposition]      

                

          



  
    
  
                
    
      
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    Advanced Search
  


  
  



  



    

  


  


  

  
  
    
  
        
  
                
    
      	Home
	Articles	Current Issue
	Fast Forward
	Latest Articles
	Special Sections
	Archive


	Information	Instructions to Authors
	Submit a Manuscript
	FAQs
	For Subscribers
	Terms & Conditions of Use
	Permissions


	Editorial Board
	Alerts	Alerts
	RSS Feeds


	[bookmark: Virtual Special Sections]Virtual Special Sections
	Feedback
	Submit


    

  



  
                
    
      	 Visit dmd on Facebook
	 Follow dmd on Twitter
	 Follow ASPET on LinkedIn

    

  


  



  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
		
		
			
			  
  
      
  
  
    
  
  
      Abstract

  
      

  
      [O-methyl 14C]naproxen O-demethylase activity in human liver microsomes: evidence for the involvement of cytochrome P4501A2 and P4502C9/10.
  
    	 A D Rodrigues, M J Kukulka, E M Roberts, D Ouellet and T R Rodgers


  
    	Drug Metabolism and Disposition January 1996,  24 (1) 126-136; 

  
  
  


A D Rodrigues 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


M J Kukulka 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


E M Roberts 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


D Ouellet 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


T R Rodgers 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site




  


  
  



			

		

	
	
 	
	  
  
		
		
			
			  
  
      
  
  
    	Article
	Info & Metrics
	eLetters
	 PDF


  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    Abstract
Cytochrome P450 (CYP) activity in human liver microsomes was measured after the O-demethylation of [O-methyl 14C]naproxen (NAPase). The formation of [14C]formaldehyde in the presence of microsomes was described by an apparent KM(1) and Vmax(1) of 0.16 +/- 0.09 mM and 4.1 +/- 2.8 nmol HCHO/min/mg protein (mean +/- SD; N = 5 different livers), respectively, over a relatively wide naproxen concentration (5-1600 microM) range. With two sets of microsomes, a high KM NAPase component was also detected (mean KM2 = 2.7 mM; mean Vmax2 = 23 nmol HCHO/min/mg). As expected, the O-demethylation of naproxen (0.4 mM) was found to be highly correlated with tolbutamide hydroxylase (TOLase) activity in a panel of human liver microsomes (r = 0.82, p < 0.01, N = 10) and was inhibited (32-54%) by a number of purported CYP2C (CYP2C9/10) inhibitors/substrates (e.g. phenytoin, sulfaphenazole, tienilic acid, tolbutamide, and ibuprofen). Only marginal decreases in activity (< or = 14%) were observed with inhibitors of other CYP proteins. However, NAPase activity was also found to correlate significantly with CYP1A2 [ethoxyresorufin O-deethylase (ERODase)] activity (r = 0.68, p < 0.05, n = 11). In addition, the reaction was inhibited (36-75%, N = 11 different livers) by furafylline (FURA), a CYP1A2-selective mechanism-based inhibitor. The effect of FURA and tienilic acid was additive, leading to 90 +/- 4.2% inhibition of NAPase activity. FURA-inhibited activity also significantly correlated with ERODase activity (r = 0.78, p < 0.01, N = 11), whereas tienilic acid-inhibited activity correlated with TOLase activity (r = 0.63, p < 0.05, N = 10). In human B-lymphoblast microsomes, cDNA-expressed CYP1A2 exhibited relatively high activity (KM = 0.25 mM; Vmax = 24 nmol/min/nmol CYP), when compared with CYP2A6, CYP2D6, CYP2E1, CYP2B6, and CYP3A4. The kinetic parameters for reconstituted purified human liver microsomal CYP2C9 (KM = 0.43 mM; Vmax = 11 nmol/min/nmol CYP) were comparable with those of CYP1A2. It is concluded that the O-demethylation of naproxen (< or = 0.4 mM) is catalyzed by CYP2C subfamily members (CYP2C9/10) and CYP1A2 in human liver microsomes.
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