
    
      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

    

  


  



  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
		
		
			
			  
  
      
  
  
    
  
  
      Research ArticleArticle

  
      

  
      NIKETHAMIDE, NICOTINAMIDE AND SOME RELATED COMPOUNDS IN ANTICHOLINESTERASE POISONING
  
    	 Philip Rosenberg and J. M. Coon


  
    	Journal of Pharmacology and Experimental Therapeutics March 1960,  128 (3) 289-298; 

  
  
  


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


J. M. Coon 
	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

        Nikethamide offered some protection against EPN poisoning in mice, guinea pigs and rats. A latent period was seen in the action of nikethamide against EPN in rats. Nikethamide either decreased the survival time or did not alter the toxicity of Parathion, OMPA, TEPP or DFP in rats or mice.

        Nicotinamide decreased the toxicity of simultaneously injected EPN in rats and mice, but not in guinea pigs. It prolonged the survival time of rats treated with Parathion or TEPP. There was no latency in the protective action of nicotinamide in rats poisoned by EPN. Nicotinamide decreased the toxicity of acetylcholine in rats, whil nikethamide did not.

        Tryptophan and nicotinic acid gave some protection against EPN in rats, but not in guinea pigs. Neither dimethylethanolamine nor methionine altered the toxicity of EPN in rats and methionine did not overcome the protection by nicotinamide. N1-methyl nicotinamide, a metabolite of nicotinamide, did not alter the toxicity of EPN in rats. A metabolic antagonist of nitotinamide, 6-aminonicotinamide, increase the survival time of mice treated with EPN, and enhanced the protection by nicotinamide.

        Injected nikethamide and nicotinamide protected the cholinesterase activity of several rat tissues against inhibition by EPN. Both Compounds in vitro, in concentrations theoretically attainable in vivo, did not markedly reactivate rat brain cholinesterase inhibited in vivo or in vitro by EPN. Protection against in vitro but not in vivo EPN inhibition of brain cholinesterase by nikethamide and nicotinamide preincubated with rat liver slices appeared greater than with the unincubated compounds.

        The decrease in mortality produced in EPN-poisoned rats by nikethamide and nicotinamide is most likely due to the observed protection of tissue cholinesterase activity. Whether these compounds prevent the formation of the EPN cholinesterase complex, or reactivate the inhibited enzyme is unknown. From our knowledge of nicotinamide metabolism and from the present results it appears that nicotinamide is the effective antagonist in EPN poisoning when nicoptinamide, nikethamide, nicotinic acid or tryptophan are injected into rats.

      
Footnotes
		Received August         24, 1959.
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