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    Abstract

Aldehyde oxidase 1 (AOX1) is a major member of the xanthine oxidase family belonging to the class of complex molybdo-flavoenzymes and plays an important role in the nucleophilic oxidation of N-heterocyclic aromatic compounds and various aldehydes. The enzyme has been well known to show remarkable species differences. Comparing the rabbit and monkey enzymes, the former showed extremely high activity toward cinchonidine and methotrexate, but the latter exhibited only marginal activities. In contrast, monkey had several times greater activity than did rabbit toward zonisamide and (+)-4-(4-cyanoanilino)-5,6-dihydro-7-hydroxy-7H-cyclopenta[d]-pyrimidine [(S)-RS-8359]. In this report, we tried to confer high cinchonidine oxidation activity comparable with that of rabbit AOX1 to monkey AOX1. The chimera proteins prepared by restriction enzyme digestion and recombination methods between monkey and rabbit AOX1s indicated that the sequences from Asn993 to Ala1088 of rabbit AOX1 are essential for the activity. The kinetic parameters were then measured using monkey AOX1 mutants prepared by site-directed mutagenesis. The monkey V1085A mutant acquired the high cinchonidine oxidation activity. Inversely, the reciprocal rabbit A1081V mutant lost the activity entirely: amino acid 1081 of rabbit AOX1 corresponding to amino acid 1085 of monkey AOX1. Thus, cinchonidine oxidation activity was drastically changed by mutation of a single residue in AOX1. However, this might be true for bulky substrates such as cinchonidine but not for small substrates. The mechanism of substrate-dependent species differences in AOX1 activity toward bulky substrates is discussed.

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

doi:10.1124/dmd.109.030064.

	


	AO
	aldehyde oxidase
	MFE
	molybdo-flavoenzyme
	XOR
	xanthine oxidoreductase
	AOX1
	aldehyde oxidase 1
	FAD
	flavin adenine dinucleotide
	MoCo
	molybdenum cofactor
	RS-8359
	4-(4-cyanoanilino)-5,6-dihydro-7-hydroxy-7H-cyclopenta[d]pyrimidine
	(S)-RS-8359
	(+)-4-(4-cyanoanilino)-5,6-dihydro-7-hydroxy-7H-cyclopenta[d]-pyrimidine
	SDM
	site-directed mutagenesis
	HPLC
	high-performance liquid chromatography.


		Received August         31, 2009.
	Accepted November         9, 2009.




	Copyright © 2010 by The American Society for Pharmacology and Experimental Therapeutics



View Full Text
  


  
  



  
      
  
  
    
	  
		
		
			
			  
  
      
  
  
    
  
      
  
     


	
			DMD articles become freely available 12 months after publication, and remain freely available for 5 years. 


			Non-open access articles that fall outside this five year window are available only to institutional subscribers and current ASPET members, or through the article purchase feature at the bottom of the page. 


			 


				Click here for information on institutional subscriptions.
	Click here for information on individual ASPET membership.


			



 

  




  


  
  



			

		

	
	
 	
	  
  
		
		
			
			  
  
      
  
  
    Log in using your username and password

  Username *
 



  Password *
 





Forgot your user name or password?




Purchase access
You may purchase access to this article. This will require you to create an account if you don't already have one.

  


  
  



			

		

	
	
 	
	
	


  


  
  



  





  


  
  



  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
        In this issue

    
  
  
    
  
    
  
      
  
  
    
    
      [image: Drug Metabolism and Disposition: 38 (2)]

  
  
      
      
          Drug Metabolism and Disposition      
      
        	Vol. 38, Issue 2 1 Feb 2010 


      
      
        		Table of Contents
	Table of Contents (PDF)
	About the Cover
	Index by author
	Back Matter (PDF)
	Editorial Board (PDF)
	Front Matter (PDF)




      




  


  
  



  



  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  


  
      
  
  
     Article Alerts

  
    
  
      
  
  
    
  User Name *
 



  Password *
 


Sign In to Email Alerts with your Email Address

  Email *
 








  


  
  



  





  


  
  


  
      
  
  
     Email Article

  
    
  
      
  
  
    
 Thank you for sharing this Drug Metabolism & Disposition article.
NOTE: We request your email address only to inform the recipient that it was you who recommended this article, and that it is not junk mail. We do not retain these email addresses.




  Your Email *
 



  Your Name *
 



  Send To *
 

Enter multiple addresses on separate lines or separate them with commas.




  You are going to email the following 
 A Single Amino Acid Substitution Confers High Cinchonidine Oxidation Activity Comparable with That of Rabbit to Monkey Aldehyde Oxidase 1



  Message Subject 
 (Your Name) has forwarded a page to you from Drug Metabolism & Disposition



  Message Body 
 (Your Name) thought you would be interested in this article in Drug Metabolism & Disposition.



  Your Personal Message 
 








CAPTCHAThis question is for testing whether or not you are a human visitor and to prevent automated spam submissions.










  


  
  



  





  


  
  


  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      
  
  
      Research ArticleArticle

  
  
      A Single Amino Acid Substitution Confers High Cinchonidine Oxidation Activity Comparable with That of Rabbit to Monkey Aldehyde Oxidase 1
  
    	 Kensuke Fukiya, Kunio Itoh, Satoshi Yamaguchi, Akiko Kishiba, Mayuko Adachi, Nobuaki Watanabe and Yorihisa Tanaka


  
    	Drug Metabolism and Disposition February 1, 2010,  38 (2) 302-307; DOI: https://doi.org/10.1124/dmd.109.030064 

  
  
  



  

  
  	      Citation Manager Formats

        
      	BibTeX
	Bookends
	EasyBib
	EndNote (tagged)
	EndNote 8 (xml)
	Medlars
	Mendeley
	Papers
	RefWorks Tagged
	Ref Manager
	RIS
	Zotero

    

  



  


  
  



  





  


  
  


  
        

    
  
  
    
  


  
  



          

        

        
        
          
            
  
      
  
  
     Share  


  
  


  
      
  
  
    
  
    
  
      
  
  
    
  
  
      Research ArticleArticle

  
  
      A Single Amino Acid Substitution Confers High Cinchonidine Oxidation Activity Comparable with That of Rabbit to Monkey Aldehyde Oxidase 1
  
    	 Kensuke Fukiya, Kunio Itoh, Satoshi Yamaguchi, Akiko Kishiba, Mayuko Adachi, Nobuaki Watanabe and Yorihisa Tanaka


  
    	Drug Metabolism and Disposition February 1, 2010,  38 (2) 302-307; DOI: https://doi.org/10.1124/dmd.109.030064 

  
  
  



  


  
  



  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  
      
  
  
    [image: Reddit logo] [image: Twitter logo] [image: Facebook logo] [image: Mendeley logo]
  


  
  



  



  


  
  


  
      
  
  
    	Tweet Widget
	Facebook Like
	Google Plus One



  


  
  



          

        

	
 	
	
	


  


  
  



  
        Jump to section

    
  
  
    	Article	Abstract
	Materials and Methods
	Results
	Discussion
	Footnotes
	References



	Figures & Data
	Info & Metrics
	eLetters
	 PDF



  


  
  



  
      
  
  
    
  
     Related Articles


 Cited By...


 More in this TOC Section
	
  
  
  
  
      VX Metabolism in Human Liver Microsomes  
  
  
  
  




	
  
  
  
  
      Role and mechanism of YY1-UGT2B7 in breast cancer metastasis  
  
  
  
  




	
  
  
  
  
      Novel variant UGT1A transcripts  
  
  
  
  






Show more Articles

 Similar Articles






  



  


  
  



  
      
  
  
    
  


  
  



  
      
  
  
    
  
    
  
      
  
  
    Advertisement



  



  


  
  



  



  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
      
    
  
    
  
    
  
                
    
      
  
    
  
      
  
  
    
  
      
  
    

	Home
	Alerts




Facebook   Twitter   LinkedIn   RSS
  




  


  
  



  

  
    
  
        Navigate

    
  
  
    	Current Issue
	Fast Forward by date
	Fast Forward by section
	Latest Articles
	Archive
	Search for Articles
	Feedback
	ASPET

  


  
  



  

  
    
  
        More Information

    
  
  
    	About DMD
	Editorial Board
	Instructions to Authors
	Submit a Manuscript
	Customized Alerts
	RSS Feeds
	Subscriptions
	Permissions
	Terms & Conditions of Use

  


  
  



  

  
    
  
        ASPET's Other Journals

    
  
  
    	Journal of Pharmacology and Experimental Therapeutics
	Molecular Pharmacology
	Pharmacological Reviews
	Pharmacology Research & Perspectives

  


  
  



  


    

  


  


  

  
  
    
  
    
  
                
    
      
  
    
  
      
  
  
    
  
      
  
    ISSN 1521-009X (Online)


Copyright © 2024 by the American Society for Pharmacology and Experimental Therapeutics

  




  


  
  



  



    

  


  


  

  
    
  
      







  