
    
      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

  
      

  
      EFFECT OF 6-HYDROXYDOPAMINE AND SOME OTHER COMPOUNDS ON THE CONCENTRATION OF NOREPINEPHRINE IN THE HEARTS OF MICE
  
    	 Curt C. Porter, James A. Totaro and Clement A. Stone


  
    	Journal of Pharmacology and Experimental Therapeutics June 1963,  140 (3) 308-316; 

  
  
  


Curt C. Porter 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


James A. Totaro 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Clement A. Stone 
	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

        Some compounds were examined for potency in depleting mouse heart norepinephrine, which was measured 16 hours (or 1 hour for tyramine) after intraperitoneal drug administration. These compounds, in order of increasing ED50's (dose, in mg/kg, required to half deplete heart norepinephrine) were: reserpine, metaraminol, 6-hydroxydopamine (2,4,5-trihydroxyphenethylamine), guanethidine and tyramine.

        After administration of equipotent doses of the compounds, heart norepinephrine returned to normal with widely varying rates. Most rapid repletion occurred after tyramine, followed in order by guanethidine, metaraminol, reserpine and 6-hydroxydopamine.

        Tyramine, administered 1 hour previously, blocked the longer-lasting depletion of heart norepinephrine by 6-hydroxydopamine, but not by metaraminol, guanethidine and reserpine. Under similar conditions, guanethidine blocked 6-hydroxydopamine and reserpine, but not metaraminol; and metaraminol blocked 6-hydroxydopamine.

        A second suboptimal dose of reserpine, guanethidine or metaraminol, administered 1 day after a first dose, produced additional depletion of heart norepinephrine. However, a second dose of 6-hydroxydopamine produced no additional effect unless it was larger than the first dose. Consecutive dosing, at a 1-day interval, with reserpine, guanethidine and 6-hydroxydopamine, in any combination of two in either sequence, produced additive depletion of heart norepinephrine.

        The data can be interpreted, within the framework of the two-pool concept of norepinephrine storage, as follows:

        1. Reserpine releases norepinephrine by acting upon pool 1; guanethidine, like bretylium, blocks the action of reserpine on this pool, but does not itself release norepinephrine from pool 1.

        2. Tyramine, guanethidine and metaraminol, in order of increasing affinity for norepinephrine binding sites, release the amine through pool 2.

        3. 6-Hydroxydopamine, although possessing less affinity for binding sites of pool 2 than tyramine, metaraminol and guanethidine, destroys or alters the binding sites in such a way that they must be replaced.

      
Footnotes
		Received January         18, 1963.
	Accepted March         8, 1963.
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