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    Abstract
Background: Inhibition of intracellular signal transduction is considered to be an interesting target for treatment in inflammation. p38 MAPK inhibitors, especially, have been developed and are now in phase II clinical trials for rheumatoid arthritis (RA).
Objective: To investigate the influence of p38 MAPK inhibition on acute phase protein (APP) production, which is dependent on both JAK/STAT and p38 MAPK pathways.
Methods: The effects of p38 MAPK inhibition on APP production and mRNA expression in four human hepatoma cell lines was investigated, after stimulation with interleukin (IL)6 and/or IL1β or tumour necrosis factor α.
Results: Two out of four cell lines produced C reactive protein (CRP), especially after combined IL6 and IL1β stimulation. CRP production was significantly inhibited by the p38 MAPK specific inhibitor RWJ 67657 at 1 μmol/l, which is pharmacologically relevant. Fibrinogen production was also inhibited at 1 μmol/l in all cell lines. Serum amyloid A (SAA) was produced in all four lines. In contrast with CRP, SAA production was not inhibited by RWJ 67657 at 1 μmol/l.
Conclusion: Production and mRNA expression of CRP and fibrinogen, but not SAA production and mRNA expression, were significantly inhibited by p38 MAPK specific inhibitor in hepatoma cell lines. For p38 MAPK inhibitor treatment in RA SAA might be a better marker of disease activity than CRP and fibrinogen, because SAA is not directly affected by p38 MAPK inhibition.

	ANOVA, analysis of variance
	APP, acute phase protein
	CRP, C reactive protein
	DMEM, Dulbecco’s modified Eagle’s medium
	ELISA, enzyme linked immunosorbent assay
	FCS, fetal calf serum
	GAPDH, glyceraldehyde-3-phosphate dehydrogenase
	JAK, Janus kinase
	IL, interleukin
	MAPK, mitogen activated protein kinase
	RA, rheumatoid arthritis
	RT-PCR, reverse transcriptase-polymerase chain reaction
	SAA, serum amyloid A
	STAT, signal transducers and activators of transcription
	TNF, tumour necrosis factor
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	p38 MAPK
	serum amyloid A
	hepatoma cells
	acute phase protein




  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/ard.2005.043232

  


  
  



  
        Statistics from Altmetric.com

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
        Request Permissions

    
  
  
    If you wish to reuse any or all of this article please use the link below which will take you to the Copyright Clearance Center’s RightsLink service. You will be able to get a quick price and instant permission to reuse the content in many different ways.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    	ANOVA, analysis of variance
	APP, acute phase protein
	CRP, C reactive protein
	DMEM, Dulbecco’s modified Eagle’s medium
	ELISA, enzyme linked immunosorbent assay
	FCS, fetal calf serum
	GAPDH, glyceraldehyde-3-phosphate dehydrogenase
	JAK, Janus kinase
	IL, interleukin
	MAPK, mitogen activated protein kinase
	RA, rheumatoid arthritis
	RT-PCR, reverse transcriptase-polymerase chain reaction
	SAA, serum amyloid A
	STAT, signal transducers and activators of transcription
	TNF, tumour necrosis factor

	C reactive protein
	p38 MAPK
	serum amyloid A
	hepatoma cells
	acute phase protein



View Full Text
  


  
  



  
      
  
  
    

  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



  





  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



      

      
    

    
    
      
        
  
      
  
  
      


  
  



      

    

  
  
   
    
    
    
      
        
  
      
  
  
    
  
      
  
     
          

          

          

          

          




  


  
  



      

    

  
  
   
  


  



  

          

        


        
        
      

    

   

 


    
    
      
          
    

    
  
    
  
    
  
      
  
  
    	[image: EULAR]
	[image: Eular textbooks]

  


  
  



  



  



  

      

    

  
    
    
      
          
    

    
  
    
  	Content	Latest content
	Current issue
	Lay summaries
	Archive
	Browse by collection
	Most read articles
	Top cited articles
	Responses


	Journal	About
	Editorial board
	Sign up for email alerts
	Subscribe
	EULAR textbooks
	Thank you to our reviewers


	Authors	Instructions for authors
	Submit an article
	Editorial policies
	Open Access at BMJ
	BMJ Author Hub


	Help	Contact us
	Reprints
	Permissions
	Advertising
	Feedback form





  



  

      
            
        
            
    

    
  
    
  
    
  
      
  
  
    	 RSS
	 Twitter
	 Facebook
	 SoundCloud
	 YouTube

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-2060Print ISSN: 0003-4967

        © European Alliance of Associations for Rheumatology, EULAR 2023. Published by BMJ. All rights reserved.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


