
    
      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: Molecular Pharmacology]  


  
  



  



    

  


  


  


  
      
  	    
  
    
  
                
    
      	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: Molecular Pharmacology]      

                

          



  
    
  
                
    
      
  
    
  
      
  
  
    
  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 molpharm on Facebook
	 Follow molpharm on Twitter
	 Follow molpharm on LinkedIn

    

  


  



  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
		
		
			
			  
  
      
  
  
    
  
  
      Research ArticleArticle

  
      

  
      c-Jun NH2-Terminal Kinase Inhibitor
 Anthra(1,9-cd)pyrazol-6(2H)-one Reduces Inducible Nitric-Oxide
 Synthase Expression by Destabilizing mRNA in Activated Macrophages
  
    	 Aleksi Lahti, Ulla Jalonen, Hannu Kankaanranta and Eeva Moilanen


  
    	Molecular Pharmacology August 2003,  64 (2) 308-315; DOI: https://doi.org/10.1124/mol.64.2.308 

  
  
  


Aleksi Lahti 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Ulla Jalonen 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Hannu Kankaanranta 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Eeva Moilanen 
	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

        In this study, we investigated the role of c-Jun NH2-terminal
 kinase (JNK), a member of the mitogen-activated protein kinase (MAPK) family,
 in lipopolysaccharide (LPS)-stimulated inducible nitric-oxide synthase (iNOS)
 expression and nitric oxide (NO) production in J774 murine macrophages.
 Anthra(1,9-cd)pyrazol-6(2H)-one (SP600125), a pharmacological
 inhibitor of JNK, inhibited phosphorylation of c-Jun with an IC50
 of 5 to 10 μM. At the same concentrations, SP600125 inhibited LPS-induced
 iNOS protein expression and NO production. SP600125 had no effect on the
 activation of nuclear factor κB, which is an important transcription
 factor for iNOS expression. SP600125 had no significant effect on iNOS mRNA
 levels if measured 4 h after LPS. In contrast, SP600125 reduced iNOS mRNA
 levels >90% when measured 8 h after LPS. These data suggest that SP600125
 reduced iNOS mRNA stability, and this was confirmed in the mRNA degradation
 assay using actinomycin D, in which SP600125 reduced the iNOS mRNA half-life
 from 5 to 2 h. These results show that the JNK pathway is involved in the
 up-regulation of LPS-induced iNOS expression and NO production by a mechanism
 related to the stabilization of iNOS mRNA.
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