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    Abstract

      Antibodies directed against guanosin-8-yl-acetylaminofluorene have been employed in a sensitive radioimmunoassay able to distinguish between the acetylated and deacetylated deoxyguanosine C-8 adducts of 2-acetylaminofluorene. Most cultured cells (primary BALB/c and Sencar epidermal and fibroblast cells and primary rat epidermal cells and fibroblasts) form ≥90% of the total C-8 adducts as the deacetylated adduct after a 1-h exposure to 10-5 M N-acetoxy-2-acetylaminofluorene. However, primary rat hepatocytes, exposed to either the activated derivative of the carcinogen for 1 h or the parent compound 2-acetylaminofluorene for 5-24 h, form ≥80% of the C-8 adducts as the acetylated adduct. Treatment conditions were varied in order to alter the levels of binding and proportion of acetylated and deacetylated C-8 adducts formed in primary BALB/c epidermal cells. Cells exposed in medium 199 with 1.2 mM Ca2+ in the presence of 10% fetal calf serum (standard culture conditions) bind 100-200 fmol/µg DNA and form 3% of the C-8 adducts as acetylated. Exposure to carcinogen in the absence of serum increased binding levels two- to fivefold with 8% of the C-8 adducts in the acetylated form. The addition of 10-5 M ethidium bromide (a DNA intercalating agent), 10-3 M sodium butyrate (a deacetylase inhibitor), or 10-5 M harman (which augments 2-acetylaminofluorene mutagenesis) failed to change the level or pattern of binding. Carcinogen exposure under culture conditions which select for the growing fraction of epidermal cells (0.09 mM Ca2+) also failed to alter binding. However, a 20-min pretreatment with 10-5 M paraoxon under standard culture conditions resulted in the inhibition of 99% of the binding and formation of deacetylated adduct. The small amount of C-8 adduct formed was acetylated. These results indicate that the extent and pattern of 2-acetylaminofluorene DNA binding vary in different cell types and can be altered by variations in exposure conditions. By these means it should be possible to investigate the biological importance of individual adducts.

    
ACKNOWLEDGMENTS Our continuing appreciation is extended to Drs. I. B. Weinstein and S. Blobstein for having supplied the original antigen for these studies, and for helpful discussions. Dr. I. C. Hsu performed the USERIA assays. Dr. R. J. Connor is responsible for the linear regression analysis, resulting equation, and confidence limits. The paraoxon was a gift of Dr. S. Thorgiersson. The technical assistance of Marc A. Dubin, Brigitte Former, and Theresa L. Ben was also appreciated.
	Copyright © 1980 by The American Society for Pharmacology and Experimental Therapeutics




  


  
  



  
      
  
  
    
	  
		
		
			
			  
  
      
  
  
    
  
      
  
    	
			MolPharm 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

    
  
  
    
  
    
  
      
  
  
    
    
  
  
      
      
          Molecular Pharmacology      
      
        	Vol. 18, Issue 3 1 Nov 1980 


      
      
        		Table of Contents
	Table of Contents (PDF)
	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 Molecular Pharmacology 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 
 Effect of Culture Conditions, Cell Type, and Species of Origin on the Distribution of Acetylated and Deacetylated Deoxyguanosine C-8 Adducts of N-Acetoxy-2-Acetylaminofluorene



  Message Subject 
 (Your Name) has forwarded a page to you from Molecular Pharmacology



  Message Body 
 (Your Name) thought you would be interested in this article in Molecular Pharmacology.



  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

  
  
      Effect of Culture Conditions, Cell Type, and Species of Origin on the Distribution of Acetylated and Deacetylated Deoxyguanosine C-8 Adducts of N-Acetoxy-2-Acetylaminofluorene
  
    	 M. C. POIRIER, G. M. WILLIAMS and S. H. YUSPA


  
    	Molecular Pharmacology November 1, 1980,  18 (3) 581-587; 

  
  
  



  

  
  	      Citation Manager Formats

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

    

  



  


  
  



  





  


  
  


  
        

    
  
  
    
  


  
  



          

        

        
        
          
            
  
      
  
  
     Share  


  
  


  
      
  
  
    
  
    
  
      
  
  
    
  
  
      Research ArticleArticle

  
  
      Effect of Culture Conditions, Cell Type, and Species of Origin on the Distribution of Acetylated and Deacetylated Deoxyguanosine C-8 Adducts of N-Acetoxy-2-Acetylaminofluorene
  
    	 M. C. POIRIER, G. M. WILLIAMS and S. H. YUSPA


  
    	Molecular Pharmacology November 1, 1980,  18 (3) 581-587; 

  
  
  



  


  
  



  
      
  
  
    
  
    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
	Info & Metrics
	eLetters
	 PDF



  


  
  



  
      
  
  
    
  
     Related Articles


 Cited By...


 More in this TOC Section
	
  
  
  
  
      Impact of Lipid Binding Proteins on Ligand Disposition  
  
  
  
  




	
  
  
  
  
      The Role of RGS4 in Stress and Ketamine Actions  
  
  
  
  




	
  
  
  
  
      A Small-Molecule Agonist as New Radioligand for ACKR3  
  
  
  
  






Show more Article

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

  


  
  



  

  
    
  
        ASPET's Other Journals

    
  
  
    	Drug Metabolism and Disposition
	Journal of Pharmacology and Experimental Therapeutics
	Pharmacological Reviews
	Pharmacology Research & Perspectives

  


  
  



  


    

  


  


  

  
  
    
  
    
  
                
    
      
  
    
  
      
  
  
    
  
      
  
    ISSN 1521-0111 (Online)


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

  




  


  
  



  



    

  


  


  

  
    
  
      







  