
    
      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 Issues]Virtual Issues
	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: Journal of Pharmacology and Experimental Therapeutics]  


  
  



  



    

  


  


  


  
      
  	    
  
    
  
                
    
      	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: Journal of Pharmacology and Experimental Therapeutics]      

                

          



  
    
  
                
    
      
  
    
  
      
  
  
    
  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 Issues]Virtual Issues
	Feedback
	Submit


    

  



  
                
    
      	 Visit jpet on Facebook
	 Follow jpet on Twitter
	 Follow jpet on LinkedIn

    

  


  



  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
		
		
			
			  
  
      
  
  
    
  
  
      Abstract

  
      

  
      Malotilate (diisopropyl 1,3-dithiol-2-ylidenemalonate) increases liver de novo purine synthesis and amidophosphoribosyltransferase activity.
  
    	 M Itakura, M Tsuchiya, K Yamashita and T Oda


  
    	Journal of Pharmacology and Experimental Therapeutics June 1986,  237 (3) 794-798; 

  
  
  


M Itakura 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


M Tsuchiya 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


K Yamashita 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


T Oda 
	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
The effect of malotilate (diisopropyl 1,3-dithiol-2-ylidenemalonate) on de novo purine synthesis was studied in rat liver in vivo and in primary cultured rat hepatocytes in vitro. In the in vivo system, malotilate increased [14C]glycine incorporation by 1.4- to 1.7-fold into acid soluble hepatic purines 4 to 18 hr and the rapidly miscible glycine pool size at least by 2.0-fold 12 hr after administration. Malotilate did not change 5-phosphoribosyl-1-pyrophosphate concentration but increased significantly amidophosphoribosyltransferase (E.C. 2.1.2.14) activity per unit of DNA or per unit of liver protein. Malotilate also increased significantly the hepatic cyclic AMP concentration 2 to 12 hr after administration. In the in vitro system, malotilate increased [14C] formate incorporation into acid soluble purines with accompanying increases in 5-phosphoribosyl-1-pyrophosphate availability and the specific activity of amidophosphoribosyltransferase. These results suggest that malotilate increases the rate of de novo purine synthesis in the liver by its direct action on hepatocytes, the mechanism of this increase is due to the combined increase of amidophosphoribosyltransferase activity and 5-phosphoribosyl-1-pyrophosphate supply and cyclic AMP may play a role for this response.
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