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    Abstract

        The pharmacological properties of McN-A-343, 4-(m-chlorophenylcarbamoyloxy)-2-butynyl-trimethylammonium chloride, are described. This agent produced a small depressor response followed by a large pressor response in chloralose-anesthetized dogs or cats with doses as small as 8 µg/kg, i.v., and progressively greater pressor responses at large dose levels until maximal responses were observed at doses of 200 to 300 µg/kg, i.v.

        Such pressor activity was not reduced, but was usually augmented by C-6 and similar compounds, and was antagonized by Dibozane, an adrenergic blocking agent. Reserpine pretreatment antagonized the pressor but not the depressor action of McN-A-343. Bretylium treatment affected these responses in a manner qualitatively comparable to that observed with reserpine pretreatment. Increase in force of cardiac contraction and increase in cardiac rate due to McN-A-343 were blocked by bretylium.

        The depressor activity and, surprisingly, the pressor activity of this substance were selectively blocked by atropine. In an attempt to explain the nature of this blockade, it was shown that McN-A-343 caused contraction of the nictitating membrane when given intravenously. On this basis, the possibility was entertained that McN-A-343 might be a ganglionic stimulant. This was verified by the demonstration that the material caused a contraction of the nictitating membrane when injected intraarterially to the ganglion in small amounts and by the finding that the contraction was abolished by ganglionic extirpation, postganglionic section, or small amounts of atropine administered intraarterially to the ganglion. It was also concluded that sympathetic ganglionic stimulation was responsible for the observed pressor responses, since the pressor activity of McN-A-343 was abolished by bilateral sympathectomy and adrenalectomy.

        It was shown also that McN-A-343 was without detectable activity in isolated cat or rabbit hearts, and was less than 1/200 as active as ACh in producing contraction of isolated rabbit jejunal strips. Blood-flow experiments, carried out in the dog femoral bed, indicated that this material caused a direct penipheral dilator effect which was selectively antagonized by atropine.

        Although McN-A-343 was approximately as active as ACh in producing contracture of the isolated frog rectus muscle, it was found to be unable to produce a rapid twitch response in mammalian skeletal muscle when administered intraarterially, a response readily demonstrated with ACh. Contrary to expectations, nicotine was also found to be inactive in this respect.

        It is concluded that the pressor activity of McN-A-343 is due to ganglionic stimulation; furthermore, it appears to act selectively on sympathetic ganglia. Activation of cholinoceptive sites at vascular smooth muscle is probably the basis of the transient depressor response. Antagonism by atropine of the action of McN-A-343 at ganglionic sites indicates the presence of receptor areas or ganglion cells distinct from those which are selectively activated by ACh and blocked by C-6. Evidence presented here suggests that these receptor areas may be of physiological importance in the maintenance of sympathetic tonus.

      
Footnotes
		Received October         20, 1960.







  


  
  



  
      
  
  
    
	  
		
		
			
			  
  
      
  
  
    
  
      
  
    	
			JPET 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

    
  
  
    
  
    
  
      
  
  
    
    
  
  
      
      
          Journal of Pharmacology and Experimental Therapeutics      
      
        	Vol. 132, Issue 2 1 May 1961 


      
      
        		Table of Contents
	Table of Contents (PDF)
	Index by author
	Editorial Board (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 Journal of Pharmacology and Experimental Therapeutics 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 
 AN UNUSUAL TYPE OF SYMPATHETIC GANGLIONIC STIMULANT



  Message Subject 
 (Your Name) has forwarded a page to you from Journal of Pharmacology and Experimental Therapeutics



  Message Body 
 (Your Name) thought you would be interested in this article in Journal of Pharmacology and Experimental Therapeutics.



  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

  
  
      AN UNUSUAL TYPE OF SYMPATHETIC GANGLIONIC STIMULANT
  
    	 Adolph P. Roszkowski


  
    	Journal of Pharmacology and Experimental Therapeutics May 1, 1961,  132 (2) 156-170; 

  
  
  



  

  
  	      Citation Manager Formats

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

    

  



  


  
  



  





  


  
  


  
        

    
  
  
    
  


  
  



          

        

        
        
          
            
  
      
  
  
     Share  


  
  


  
      
  
  
    
  
    
  
      
  
  
    
  
  
      Research ArticleArticle

  
  
      AN UNUSUAL TYPE OF SYMPATHETIC GANGLIONIC STIMULANT
  
    	 Adolph P. Roszkowski


  
    	Journal of Pharmacology and Experimental Therapeutics May 1, 1961,  132 (2) 156-170; 

  
  
  



  


  
  



  
      
  
  
    
  
    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
	
  
  
  
  
      PST3093 Stimulates SERCA2a and Improves Cardiac Function  
  
  
  
  




	
  
  
  
  
      CRV431 Decreases Liver Fibrosis and Tumor Development  
  
  
  
  




	
  
  
  
  
      Is Hydroxylamine-Induced Cytotoxicity a Valid Marker for Hypersensitivity Reactions to Sulfamethoxazole in Human Immunodeficiency Virus-Infected Individuals?  
  
  
  
  






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 JPET
	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
	Molecular Pharmacology
	Pharmacological Reviews
	Pharmacology Research & Perspectives

  


  
  



  


    

  


  


  

  
  
    
  
    
  
                
    
      
  
    
  
      
  
  
    
  
      
  
    ISSN 1521-0103 (Online)


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

  




  


  
  



  



    

  


  


  

  
    
  
      







  