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    Abstract
Background Mesenchymal stem cells (MSC) are not only immune-inhibitory cells, and may act as pro-inflammatory cells due to lack of a proper “licensing”. The role of MSC in autoimmune settings of rheumatoid arthritis (RA) has remained to be elucidated. Citrullinated fibrinogen (cfb) has been considered as one of the important autoantigens in RA and contributes to perpetuate the disease.

Objectives Our study aimed to analyze the responses of bone marrow derived MSC (BMSC) to cfb.

Methods BMSC were isolated from RA and osteoarthritis (OA) patients and exposed to cfb or native fibrinogen (fb). Pro-inflammatory cytokines stimulated by cfb were determined by quantitative PCR and ELISA. To evaluate the role of the toll-like receptor 4 (TLR4)-NFκB pathway in the induction of cytokines by cfb, parallel experiments were performed using inhibitors of TLR4 or NFκB pathway. To investigate whether BMSC retain their immunosuppressive properties after exposure to cfb, we detected the effects of cfb primed BMSC on proliferation of peripheral blood mononuclear cells (PBMC).

Results The autoantigen cfb increased the gene expression and protein production of IL-6, IL-8 and CCL2 in BMSC from both RA and OA patients. However, the production of IL-1β and TNFα were unaffected by cfb. Compared with fb, cfb induced significantly higher expression of the pro-inflammatory cytokines (IL-6, IL-8 and CCL2) in these cells. Blocking experiments showed the participation of TLR4-NFκB pathway in the induction of these cytokines. The autoantigen cfb also compromised the ability of BMSC to inhibit PBMC proliferation, as well as, impaired the potency of BMSC to produce the key immunomodulatory molecule indoleamine dioxygenase (IDO).

Conclusions Our results suggest that cfb promotes pro-inflammatory responses in BMSC and negatively affects their immunomodulatory functions. Citrullinated fibrinogen may act as a dangerous “licensing” for BMSC and thereby contributing to the propagation of inflammation in RA.
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    https://doi.org/10.1136/annrheumdis-2015-eular.2922

  


  
  



  
        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.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
      
  
  
    

  


  
  



  
        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.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


