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    Abstract

        This study was designed to evaluate the antithrombotic efficacy and
 bleeding propensity of a selective, small-molecule inhibitor of tissue
 factor/factor VIIa (TF/VIIa) in comparison to small-molecule, selective
 inhibitors of factor Xa and thrombin in a nonhuman primate model of
 thrombosis. Acute, spontaneous thrombus formation was induced by electrolytic
 injury to the intimal surface of a femoral blood vessel, which results in
 thrombus propagation at the injured site. The TF/FVIIa inhibitor
 3-amino-5-[1-[2-({4-[amino(imino)methyl]benzyl}amino)-2-oxoethyl]-3-chloro-5-(isopropylamino)-6-oxo-1,6-dihydropyrazin-2-yl]benzoic
 acid dihydrochloride (PHA-927F) was fully effective in prevention of
 thrombosis-induced vessel occlusion at a dose of 400 μg/kg/min, i.v., in
 the arterial vasculature (femoral artery). Neither the effective dose nor
 multiples up to 4.4-fold the effective arterial plasma concentration elicited
 any significant effect on bleeding time or blood loss from either the bleeding
 time site or the surgical (femoral isolation) site. Small-molecule inhibitors
 of factor Xa or thrombin were effective arterial antithrombotic agents;
 however, in contrast to the TF/FVIIa inhibitor, they both elicited substantial
 increases in bleeding propensity at the effective dose and at multiples of the
 effective plasma concentration. These data indicate that TF/VIIa inhibition
 effectively prevented arterial thrombosis with less impact on bleeding
 parameters than equivalent doses of factor Xa and thrombin inhibitors.

      
Footnotes
	
        Article, publication date, and citation information can be found at
 http://jpet.aspetjournals.org.

      
	
        DOI: 10.1124/jpet.103.052779.

      
	
        ABBREVIATIONS: TF/VIIa, tissue factor/factor VIIa; PHA-927F,
 3-amino-5-[1-[2-({4-[amino(imino)methyl]benzyl}amino)-2-oxoethyl]-3-chloro-5-(isopropylamino)-6-oxo-1,6-dihydropyrazin-2-yl]benzoic
 acid dihydrochloride; PT, prothrombin time; aPTT, activated partial
 thromboplastin time; ACT, activated clotting time.

      
		Received April         8, 2003.
	Accepted June         6, 2003.




	The American Society for Pharmacology and
 Experimental Therapeutics



View Full Text
  


  
  



  
      
  
  
    
	  
		
		
			
			  
  
      
  
  
    
  
      
  
    	
			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

    
  
  
    
  
    
  
      
  
  
    
    
      [image: Journal of Pharmacology and Experimental Therapeutics: 306 (3)]

  
  
      
      
          Journal of Pharmacology and Experimental Therapeutics      
      
        	Vol. 306, Issue 3 1 Sep 2003 


      
      
        		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 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 
 Pharmacological Interruption of Acute Thrombus Formation with Minimal Hemorrhagic Complications by a Small Molecule Tissue Factor/Factor VIIa Inhibitor: Comparison to Factor Xa and Thrombin Inhibition in a Nonhuman Primate Thrombosis Model



  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 ArticleCARDIOVASCULAR

  
  
      Pharmacological Interruption of Acute Thrombus Formation with Minimal Hemorrhagic Complications by a Small Molecule Tissue Factor/Factor VIIa Inhibitor: Comparison to Factor Xa and Thrombin Inhibition in a Nonhuman Primate Thrombosis Model
  
    	 Osman D. Suleymanov, James A. Szalony, Anita K. Salyers, Rhonda M. LaChance, John J. Parlow, Michael S. South, Rhonda S. Wood and Nancy S. Nicholson


  
    	Journal of Pharmacology and Experimental Therapeutics September 1, 2003,  306 (3) 1115-1121; DOI: https://doi.org/10.1124/jpet.103.052779 

  
  
  



  

  
  	      Citation Manager Formats

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

    

  



  


  
  



  





  


  
  


  
        

    
  
  
    
  


  
  



          

        

        
        
          
            
  
      
  
  
     Share  


  
  


  
      
  
  
    
  
    
  
      
  
  
    
  
  
      Research ArticleCARDIOVASCULAR

  
  
      Pharmacological Interruption of Acute Thrombus Formation with Minimal Hemorrhagic Complications by a Small Molecule Tissue Factor/Factor VIIa Inhibitor: Comparison to Factor Xa and Thrombin Inhibition in a Nonhuman Primate Thrombosis Model
  
    	 Osman D. Suleymanov, James A. Szalony, Anita K. Salyers, Rhonda M. LaChance, John J. Parlow, Michael S. South, Rhonda S. Wood and Nancy S. Nicholson


  
    	Journal of Pharmacology and Experimental Therapeutics September 1, 2003,  306 (3) 1115-1121; DOI: https://doi.org/10.1124/jpet.103.052779 

  
  
  



  


  
  



  
      
  
  
    
  
    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
	Materials and Methods
	Results
	Discussion
	Footnotes
	References



	Figures & Data
	Info & Metrics
	eLetters
	 PDF



  


  
  



  
      
  
  
    
  
     Related Articles


 Cited By...


 More in this TOC Section
	
  
  
  
  
      Histamine H1-receptor overexpression in murine heart.  
  
  
  
  




	
  
  
  
  
      Endothelial Exosomal miR-34a Predicts Post-COVID Diabetes  
  
  
  
  




	
  
  
  
  
      Controlled LDL Cholesterol Reduces CV Events  
  
  
  
  






Show more Cardiovascular

 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

  




  


  
  



  



    

  


  


  

  
    
  
      







  