





    
  Skip to main content
  




  

    

      
        
          
              
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

          

        

      


      
        
              

      
        
          
                       

         

      

     
    
      
        
          [image: BMJ Journals]

                  

      

      
                  
            
                
    

    
  
    	Subscribe
	Log In 
More
	

    
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  






	Basket 
	Search 
More
	

    
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  







  



  

            

          

                

    
        
      
                [image: Annals of the Rheumatic Diseases]
      

            
          
    

    
  
    	Latest content
	Current issue
	Archive
	Authors
	About
	Podcasts

  





    
  
    
  
    
  
        

    
  
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  


  
  


  
        

    
  
  
    	 Close
More
	

    
  
    
  
    
  
        Main menu

    
  
  
    
  	Latest content
	Current issue
	Archive
	Authors
	About
	Podcasts



  


  
  



  



  






	Subscribe
	Log in 
More
	

    
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  






	BMJ Journals

  


  
  




  



  



  

      

          

          
  
        
      
        
          You are here
	Home
	Archive
	Volume 75, Issue Suppl 1 
	A1.29 Normal and rheumatoid arthritis neutrophil extracellular TRAPS are both pro- and anti-inflammatory via mechanisms involving the C1Q complement protein but independently of ACPA, ll-37 or the inflammasome


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

  
  
   
    
  
    
    
      
        
  
      
  
  
    	Article 
Text
	Article 
info
	Citation 
Tools
	Share
	Rapid Responses
	Article 
metrics
	Alerts


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    1. Innate immunity


  


  
  



  
      
  
  
    
      A1.29 Normal and rheumatoid arthritis neutrophil extracellular TRAPS are both pro- and anti-inflammatory via mechanisms involving the C1Q complement protein but independently of ACPA, ll-37 or the inflammasome
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	M Ribon1,2, 
	S Seninet1,2, 
	K Matyja1,2, 
	M Sebbag3,4, 
	C Clavel3,4, 
	J Mussard1,2, 
	G Serre3,4, 
	MC Boissier1,2,5, 
	P Decker1,2,*

	[bookmark: aff-1]1University of Paris 13, Sorbonne Paris Cité, France

	[bookmark: aff-2]2Inserm UMR 1125, Li2P, Bobigny, France

	[bookmark: aff-3]3University of Toulouse, Toulouse, France

	[bookmark: aff-4]4UMR 5165 CNRS-1056 Inserm, Toulouse, France

	[bookmark: aff-5]5Avicenne Hospital, Rheumatology Department, AP-HP, Bobigny, France

	[bookmark: aff-6]*Corresponding author. E-mail: patrice.decker@univ-paris13.fr





  


  
  



  
      
  
  
    Abstract
Background and objectives Activated neutrophils (PMN) form neutrophil extracellular traps (NET), expelled chromatin fibres. NETosis is dependent on citrullination and may be pathogenic in rheumatoid arthritis (RA), which is characterised by the production of anti-citrullinated protein autoantibodies (ACPA). However, the potential pathogenic mechanisms triggered by NET are not elucidated. Therefore, we have analysed the antigenic and inflammatory properties of NET in RA.

Materials and methods Primary blood PMN and monocytes were freshly purified from 115 independent healthy donors (HD) and RA patients. IgG were purified from HD, ACPA-positive RA patients or ACPA-negative patients. Monocytes were differentiated into macrophages. NETosis was induced in vitro by PMA on adherent PMN and analysed by fluorescence microscopy, together with IgG binding. To produce soluble NET (sNET), NET were detached from glass by mild nuclease digestion. They were enriched, quantified by spectrophotometry, and characterised by SDS-PAGE and agarose gel. Macrophages/PMN were cultured with sNET in the presence/absence of LPS, IgG, NH4Cl, LL-37, ATP or C1q. Cell purity, IgG binding and cell activation were estimated by flow cytometry. Cytokine secretion was measured by ELISA.

Results Low binding of IgG was observed on untreated PMN. Upon activation, a strong recognition by ACPA+ IgG was observed on NET. The NET staining with ACPA from RA patients was stronger than with ACPA-negative IgG. HD NET were as antigenic as RA NET. NETosis was higher with RA PMN. Soluble NET activated steady-state macrophages and PMN, independently of ACPA+ IgG or soluble LL-37. The stimulatory activity of sNET on macrophages was increased in the presence of C1q but was not influenced by inhibition of endosomal acidification/TLR in PMN. Both HD NET and RA NET induced cell activation, although RA NET were more potent. Likewise, both HD and RA PMN and macrophages responded to sNET but IL-1β secretion was not induced. On the contrary, sNET specifically inhibited LPS-induced IL-6 secretion by macrophages.

Conclusions ACPA+ IgG from RA patients recognise NET and not untreated PMN. NET are antigenic and possess both pro- and anti-inflammatory properties. Therefore, an excess of NETosis together with higher NET activity may be pathogenic in RA.
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