





    
  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 76, Issue Suppl 1 
	06.13 A novel preclinical platform for the evaluation of therapeutics for spondyloarthritis (spa) and comorbidities developing in the tga86 murine-tmtnf-driven model


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

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


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Novel technologies


  


  
  



  
      
  
  
    
      06.13 A novel preclinical platform for the evaluation of therapeutics for spondyloarthritis (spa) and comorbidities developing in the tga86 murine-tmtnf-driven model
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	Ksanthi Kranidioti1, 
	Niki Karagianni1, 
	Lydia Ntari2, 
	Eleni Argyropoulou1, 
	Christina Geka1, 
	Maria C Denis1, 
	George Kollias2,3

	[bookmark: aff-1]1Biomedcode Hellas SA, Vari, Greece

	[bookmark: aff-2]2Institute of Immunology, Biomedical Sciences Research Centre (BSRC) Alexander Fleming, Vari, Greece

	[bookmark: aff-3]3Department of Physiology, School of Medicine, National and Kapodistrian University of Athens, Greece





  


  
  



  
      
  
  
    Abstract
Background Spondyloarthritis (SpA) describes a group of diseases characterised by a paradoxical simultaneous bone destruction and formation manifested as axial and peripheral pathologies. TNF is a key pathogenic factor with the strongest evidence of its leading role arising from the therapeutic effect of its inhibition in SpA patients. The TgA86 is a mouse model that overexpresses TNF and exhibits signs of spontaneous SpA. Our objective was to characterise the TgA86 pathology, identify its similarity to human disease and ultimately explore its potential to be used as the basis of a preclinical platform for the evaluation of SpA therapeutics and diagnostics.

Materials and methods TgA86 transgenic mice express deregulated mouse transmembrane TNF and develop with 100% incidence chronic inflammatory arthritis and axial pathology clinically manifested by a characteristic tail bending. We used clinical observations, histopathological analysis, x-ray and μCT radiographic read-outs to establish a standardised pipeline for the evaluation of the TgA86 pathology.

Results Histopathological, x-ray and μCT analysis of the vertebral column revealed the presence of pathological findings closely resembling those observed in human SpA patients. More specifically, disease characteristics included soft tissue swelling, bone erosion, increased bone formation and replacement of the vertebra bar-bell shape with a rectangular shape. Moreover, TgA86 mice exhibited a concomitant development of aortic valve disease, an extraarticular co-morbidity observed in a significant percentage of SpA patients. This data support the similarity of the TgA86 pathology to that of the human disease. We further used a standardised set of the above-mentioned read-outs to validate the response of this model to human therapeutics. TgA86 animals treated with the commercially available human therapeutic Etanercept, exhibited significant amelioration of both peripheral and axial pathologies in a reproducible and dose-dependent manner thus establishing the translational value of this model in the evaluation of human therapeutics.

Conclusion Biomedcode has standardised and validated a novel TgA86-based highly reproducible and sensitive efficacy preclinical platform for the evaluation of therapeutics targeting SpA. This platform can be further used to validate and evaluate the therapeutic effect of the blockade of additional pathological pathways associated with SpA including IL-17, Wnt signalling and others.
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