





    
  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 71, Issue Suppl 3 
	THU0108 Global molecular effects of tocilizumab therapy in synovial biopsies of early RA patients


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

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


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Scientific Abstracts
Poster Presentations
Posters
Rheumatoid arthritis – other biologic treatment


  


  
  



  
      
  
  
    
      THU0108 Global molecular effects of tocilizumab therapy in synovial biopsies of early RA patients
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	J. Ducreux, 
	A. Nzeusseu Toukap, 
	F.A. Houssiau, 
	P. Durez, 
	B. Lauwerys

	[bookmark: aff-1]Department of Rheumatology, Université catholique de Louvain, Brussels, Belgium






  


  
  



  
      
  
  
    Abstract

Background Tocilizumab is an approved humanized anti-IL-6 Receptor antibody with proven therapeutic benefits in the treatment of patients with RA.




Objectives This study aimed to investigate the global molecular effects of Tocilizumab versus Methotrexate therapy in synovial biopsy samples obtained from early RA patients harvested prospectively before and 12 weeks after administration of the drug. The results were compared with our previous data, generated in prospective cohorts of Adalimumab- and Rituximab-treated (Methotrexate- and anti-TNF-resistant, respectively) RA patients.




Methods Paired synovial biopsy samples were obtained from the affected knee of early RA patients before and 12 weeks after initiation of Tocilizumab (n=12) or Methotrexate (n=8) therapy. Total RNA was extracted, labeled according to standard Affymetrix procedures, and hybridized on GeneChip HGU133 Plus 2.0 slides. Quantitative real-time reverse transcriptase-polymerase chain reaction (qPCR) experiments were performed to confirm the differential expression of selected transcripts.




Results We found that Tocilizumab induces a significant down-regulation of genes included in specific pathways: cytokines (IL-6, IL-7, IL-22, ...) & chemokines (CCL8, CCL11, CCL13, CCL19, CCL20, CXCL5, CXCL13, ...), and T cell activation. By contrast, Tocilizumab induces a significant up-regulation of genes associated with healing processes. These effects are significantly more pronounced as compared with the effects of Methotrexate, Rituximab, and Adalimumab therapies.

Real-time qPCR experiments, performed until now, confirm the down-regulation of CXCL13 and up-regulation of BMPR1A expression following Tocilizumab treatment.




Conclusions Tocilizumab displays distinct molecular effects on synovial biopsies of RA patients. These results open perspectives for the individualization of therapeutic decisions, based on the molecular profiles of the patients.
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