
    
      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 ArticleINFLAMMATION AND IMMUNOPHARMACOLOGY

  
      

  
      Modulation of Human Monocyte Activities by Tranilast, SB 252218, a Compound Demonstrating Efficacy in Restenosis
  
    	 Elizabeth A. Capper, Amy K. Roshak, Brian J. Bolognese, Patricia L. Podolin, Timothy Smith, David L. Dewitt, Karen M. Anderson and Lisa A. Marshall


  
    	Journal of Pharmacology and Experimental Therapeutics December 2000,  295 (3) 1061-1069; 

  
  
  


Elizabeth A. Capper 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Amy K. Roshak 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Brian J. Bolognese 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Patricia L. Podolin 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Timothy Smith 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


David L. Dewitt 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Karen M. Anderson 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Lisa A. Marshall 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site




  


  
  



			

		

	
	
 	
	  
  
		
		
			
			  
  
      
  
  
    	Article
	Figures & Data
	Info & Metrics
	eLetters
	 PDF


  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    Abstract

Tranilast (SB 252218) is a compound initially identified as an anti-atopic agent. Recently the compound has demonstrated clear beneficial effects in animal models of restenosis. Here we confirm tranilast has broad and profound effects on human monocytes, which could contribute to the vascular antifibrotic activity. Tranilast exhibited significant immunomodulatory activity inhibiting endotoxin-induced prostaglandin E2 (PGE2; IC50 = ∼1–20 μM), thromboxane B2(IC50 = ∼10–50 μM), transforming growth factor-β1 (TGF-β1; IC50 = ∼100–200 μM), and interleukin-8 (IC50 = ∼100 μM) formation, but had no effect on tumor necrosis factor-α. Interleukin-12 and -18-induced interferon-γ formation by monocytes was also attenuated by tranilast. A23187-induced monocyte leukotriene C4 or PGE2formation was inhibited by tranilast at IC50 values of 10–40 μM and 2–20 μM, respectively, incubated with or without exogenous arachidonic acid. Interestingly, tranilast (up to 1000 μM) had no direct effects on cyclooxygenase I or II activity, nor did it have significant effects on human type IIA 14 kDa or type IV 85 kDa phospholipase A2 activity. Furthermore, tranilast had no effect on endotoxin-induced cyclooxygenase II protein expression, suggesting tranilast modulates eicosanoid production and release by an as yet unidentified mechanism. Alternatively, the expression of TGF-β1 was inhibited by tranilast but found to be due in part to inhibition of PGE2 because exogenous PGE2 could abrogate tranilast-mediated inhibition of TGF-β1. Taken together, although a reported direct inhibitor of fibroblast proliferation, we show tranilast also attenuates the proinflammatory activity of human monocytes, adding to its potential efficacy as a therapeutic agent in restenosis.
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