
    
      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

  
      

  
      Post-Transcriptional Regulation of Human Inducible Nitric-Oxide Synthase Expression by the Jun N-terminal Kinase
  
    	 Riku Korhonen, Katrin Linker, Andrea Pautz, Ulrich Förstermann, Eeva Moilanen and Hartmut Kleinert


  
    	Molecular Pharmacology May 2007,  71 (5) 1427-1434; DOI: https://doi.org/10.1124/mol.106.033449 

  
  
  


Riku Korhonen 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Katrin Linker 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Andrea Pautz 
	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Ulrich Förstermann 
	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


Hartmut Kleinert 
	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

        Human inducible nitric-oxide synthase (iNOS) expression is regulated both at transcriptional and post-transcriptional levels. In the present study, the effect of Jun N-terminal kinase (JNK) on human iNOS expression was investigated. In A549/8 human alveolar epithelial cells, both the inhibition of JNK by a pharmacological inhibitor anthra[1,9-cd]pyrazol-6(2H)-one1,9-pyrazoloanthrone (SP600125) and small interfering RNA (siRNA)-mediated down-regulation of JNK led to a reduction of iNOS mRNA and protein expression. iNOS promoter activity was not affected by these treatments. Hence, JNK seems to regulate iNOS expression through post-transcriptional mechanisms by stabilizing iNOS mRNA. Our laboratory has shown recently that a cytokine-induced RNA binding protein tristetraprolin (TTP) is a major positive regulator of human iNOS expression by stabilizing iNOS mRNA. Therefore, the effect of JNK inhibition by SP600125 or down-regulation by siRNA on TTP expression was investigated. Both SP600125 and siRNA targeted at JNK resulted in a reduction of TTP protein expression without affecting the amount of TTP mRNA. These data suggest a post-transcriptional control of TTP expression by JNK. Moreover, the modulation of JNK signaling by SP600125 or siRNA did not change p38 phosphorylation. In summary, the results suggest that JNK regulates human iNOS expression by stabilizing iNOS mRNA possibly by a TTP-dependent mechanism.
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