
    
      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: Molecular Pharmacology]  


  
  



  



    

  


  


  


  
      
  	    
  
    
  
                
    
      	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: Molecular Pharmacology]      

                

          



  
    
  
                
    
      
  
    
  
      
  
  
    
  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 molpharm on Facebook
	 Follow molpharm on Twitter
	 Follow molpharm on LinkedIn

    

  


  



  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
		
		
			
			  
  
      
  
  
    
  
  
      Research ArticleArticle

  
      

  
      Inhibition of Thymidine-5'-monophosphokinase from L5178Y Mouse Leukemia by Diethystilbestrol and 17-Ethynyl-β-estradiol
  
    	 D. J. NELSON and C. E. CARTER


  
    	Molecular Pharmacology July 1967,  3 (4) 341-351; 

  
  
  


D. J. NELSON 
Department of Pharmacology, School of Medicine, Western Reserve University, Cleveland, Ohio, 44106

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


C. E. CARTER 
Department of Pharmacology, School of Medicine, Western Reserve University, Cleveland, Ohio, 44106

	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

      Diethylstilbestrol and 17-ethynyl-β-estradiol irreversibly inhibited thymidine-5'-monophosphokinase (EC 2.7.4.9) which had been purified from L5178Y mouse leukemia cells. Preparations of TMP-kinase from mouse spleen, calf thymus, and Escherichia coli were not inhibited by these compounds. A high concentration of thymidylate protected TMP-kinase from inactivation by diethylstilbestrol but could not reactivate the inhibited enzyme. The inhibition of TMP-kinase by the synthetic estrogens was prevented by several sulfhydryl compounds of which dithiothreitol was most effective. The addition of dithiothreitol to the inhibited enzyme did not restore activity. Diethylstilbestrol-14C did not specifically associate with the enzyme protein in a partially purified TMP-kinase and the addition of the protective agents, dithiothreitol and thymidylate, did not alter the degree of binding. Treatment of the inhibition kinetics by the method of Ackermann and Potter showed that diethylstilbestrol did not titrate enzyme activity.

      Diethylstilbestrol caused no inhibition of thymidylate metabolism in L5178Y cells incubated in vitro nor of the development of ascitic tumor in the mouse.
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