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    Abstract

Racemic mixtures and enantiomerically pure d-isomers of both myo-inositol 1,3,6-trisphosphorothioate [Ins(1,3,6)PS3] and myo-inositol 1,4,6-trisphosphorothioate [Ins(1,4,6)PS3], prepared by total synthesis, were examined in Ca2+ flux and binding assays. Both d-Ins(1,3,6)PS3 andd-Ins(1,4,6)PS3 were shown to be low intrinsic activity partial agonists at the platelet myo-inositol 1,4,5-trisphosphate [Ins(1,4,5)P3] receptor, releasing less than 20% of the Ins(1,4,5)P3-sensitive Ca2+ store. d-Ins(1,4,6)PS3displaced specifically bound [3H]Ins(1,4,5)P3from rat cerebellar membranes, although displacement was some 34-fold weaker than by d-Ins(1,4,5)P3.d-Ins(1,4,6)PS3 displaced [3H]Ins(1,4,5)P3 from cerebellar membranes with roughly twice the affinity ofdl-Ins(1,4,6)PS3 (IC50 value = 1.4 ± 0.35 μM compared with 2.15 ± 0.13 μM), whereasd-Ins(1,3,6)PS3 displaced [3H]Ins(1,4,5)P3 with roughly twice the affinity of dl-Ins(1,3,6)PS3 (IC50value = 17.5 ± 5.8 μM compared with 34 ± 10 μM), confirming that the activity of both these phosphorothioates resides in their d-enantiomers. Increasing concentrations of either d-Ins(1,3,6)PS3 ord-Ins(1,4,6)PS3 were able to partially antagonize Ca2+ release induced by submaximal concentrations of Ins(1,4,5)P3, an inhibition that could be overcome by increasing the concentration of Ins(1,4,5)P3, suggesting competition for binding at the Ins(1,4,5)P3-R. The only low-efficacy partial agonists at the Ins(1,4,5)P3-R discovered to date have been phosphorothioates; the novel d-Ins(1,3,6)PS3and d-Ins(1,4,6)PS3 can now be added to this small group of analogs. However,d-Ins(1,4,6)PS3 has a relatively high affinity for the Ins(1,4,5)P3-R but maintains the lowest efficacy of all the partial agonists thus far identified. As such, it may be a useful tool for pharmacological intervention in the polyphosphoinositide pathway and an important lead compound for the development of further Ins(1,4,5)P3-R antagonists.


Footnotes

	Received May 20, 1999.
	Accepted November 16, 1999.

	

Send reprint requests to: Dr. C. T. Murphy, Department of Pharmacy & Pharmacology, University of Bath, Bath, BA2 7AY UK. E-mail: c.t.murphy{at}bath.ac.uk



	
This work was supported by the British Heart Foundation (JW, CTM) and The Wellcome Trust for Project (BVLP, JW) and Programme (BVLP: 045491) Grants.




	The American Society for Pharmacology and Experimental Therapeutics



View Full Text
  


  
  



  
      
  
  
    
	  
		
		
			
			  
  
      
  
  
    
  
      
  
    	
			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

    
  
  
    
  
    
  
      
  
  
    
    
      [image: Molecular Pharmacology: 57 (3)]

  
  
      
      
          Molecular Pharmacology      
      
        	Vol. 57, Issue 3 1 Mar 2000 


      
      
        		Table of Contents
	About the Cover
	Index by author




      




  


  
  



  



  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     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 
  myo-Inositol 1,4,6-Trisphosphorothioate andmyo-Inositol 1,3,6-Trisphosphorothioate: Partial Agonists with Very Low Intrinsic Activity at the Plateletmyo-Inositol 1,4,5-Trisphosphate Receptor



  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

  
  
      
myo-Inositol 1,4,6-Trisphosphorothioate andmyo-Inositol 1,3,6-Trisphosphorothioate: Partial Agonists with Very Low Intrinsic Activity at the Plateletmyo-Inositol 1,4,5-Trisphosphate Receptor
  
    	 Christine T. Murphy, Andrew M. Riley, Steve J. Mills, Catherine J. Lindley, Barry V. L. Potter and John Westwick


  
    	Molecular Pharmacology March 1, 2000,  57 (3) 595-601; DOI: https://doi.org/10.1124/mol.57.3.595 

  
  
  



  

  
  	      Citation Manager Formats

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

    

  



  


  
  



  





  


  
  


  
        

    
  
  
    
  


  
  



          

        

        
        
          
            
  
      
  
  
     Share  


  
  


  
      
  
  
    
  
    
  
      
  
  
    
  
  
      Research ArticleArticle

  
  
      
myo-Inositol 1,4,6-Trisphosphorothioate andmyo-Inositol 1,3,6-Trisphosphorothioate: Partial Agonists with Very Low Intrinsic Activity at the Plateletmyo-Inositol 1,4,5-Trisphosphate Receptor
  
    	 Christine T. Murphy, Andrew M. Riley, Steve J. Mills, Catherine J. Lindley, Barry V. L. Potter and John Westwick


  
    	Molecular Pharmacology March 1, 2000,  57 (3) 595-601; DOI: https://doi.org/10.1124/mol.57.3.595 

  
  
  



  


  
  



  
      
  
  
    
  
    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	Abstract
	Experimental Procedures
	Results
	Discussion
	Footnotes
	Abbreviations
	References



	Figures & Data
	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

  




  


  
  



  



    

  


  


  

  
    
  
      







  