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    Abstract
Osteoblasts participating in the inflammation regulation gradually obtain concerns. However, its role in joint inflammation of rheumatoid arthritis (RA) is largely unknown. Pleckstrin homology domain-containing family O member 1 (PLEKHO1) was previously identified as a negative regulator of osteogenic lineage activity. Here we demonstrated that PLEKHO1 was highly expressed in osteoblasts of articular specimens from RA patients and inflammatory arthritis mice. Genetic deletion of osteoblastic Plekho1 ameliorated joint inflammation in mice with collagen-induced arthritis (CIA) and K/BxN serum-transfer arthritis (STA), whereas overexpressing Plekho1 only within osteoblasts in CIA and STA mice demonstrated exacerbated local inflammation. Further in vitro studies indicated that PLEKHO1 was required for TRAF2-mediated RIP1 ubiquitination to activate NF-kB for inducing inflammatory cytokines production in osteoblasts. Moreover, osteoblastic PLEKHO1 inhibition improved joint inflammation and attenuated bone formation reduction in CIA mice and non-human primate arthritis model. These data strongly suggest that highly expressed PLEKHO1 in osteoblast mediates joint inflammation in RA. Targeting osteoblastic PLEKHO1 may exert dual therapeutic action of alleviating joint inflammation and promoting bone formation in RA.




  


  
  



  
      
  
  
    Copyright 
The copyright holder for this preprint is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. All rights reserved. No reuse allowed without permission.


  


  
  



  





  


  
  



  
      
  
  
    View the discussion thread.


  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
    Posted July 30, 2018.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  



          

        

        
        
          
            
  
      
  
  
     Email

  
    
  
      
  
  
    
 Thank you for your interest in spreading the word about bioRxiv.
NOTE: Your email address is requested solely to identify you as the sender of this article.




  Your Email *
 



  Your Name *
 



  Send To *
 

Enter multiple addresses on separate lines or separate them with commas.




  You are going to email the following 
 Osteoblastic PLEKHO1 contributes to joint inflammation in rheumatoid arthritis



  Message Subject 
 (Your Name) has forwarded a page to you from bioRxiv



  Message Body 
 (Your Name) thought you would like to see this page from the bioRxiv website.



  Your Personal Message 
 








CAPTCHAThis question is for testing whether or not you are a human visitor and to prevent automated spam submissions.










  


  
  



  





  


  
  



  
      
  
  
     Share  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      Osteoblastic PLEKHO1 contributes to joint inflammation in rheumatoid arthritis
    

  
      Xiaojuan He, Jin Liu, Chao Liang, Shaikh Atik Badshah, Kang Zheng, Lei Dang, Baosheng Guo, Defang Li, Cheng Lu, Qingqing Guo, Danping Fan, Yanqin Bian, Hui Feng, Lianbo Xiao, Xiaohua Pan, Cheng Xiao, BaoTing Zhang, Ge Zhang, Aiping Lu

  
      bioRxiv 380303; doi: https://doi.org/10.1101/380303 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

	
		  
	    
  
      
  
  
    [image: Reddit logo] [image: Twitter logo] [image: Facebook logo] [image: LinkedIn logo] [image: Mendeley logo]
  


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      Osteoblastic PLEKHO1 contributes to joint inflammation in rheumatoid arthritis
    

  
      Xiaojuan He, Jin Liu, Chao Liang, Shaikh Atik Badshah, Kang Zheng, Lei Dang, Baosheng Guo, Defang Li, Cheng Lu, Qingqing Guo, Danping Fan, Yanqin Bian, Hui Feng, Lianbo Xiao, Xiaohua Pan, Cheng Xiao, BaoTing Zhang, Ge Zhang, Aiping Lu

  
      bioRxiv 380303; doi: https://doi.org/10.1101/380303 

  
  
  


  

  
  	      Citation Manager Formats

        
      	BibTeX
	Bookends
	EasyBib
	EndNote (tagged)
	EndNote 8 (xml)
	Medlars
	Mendeley
	Papers
	RefWorks Tagged
	Ref Manager
	RIS
	Zotero

    

  



  


  
  



  





  


  
  



          

        

	
 	
	
	


  


  
  



  
      
  
  
    	Tweet Widget
	Facebook Like
	Google Plus One



  


  
  



  
        Subject Area

    
  
  
    	Cell Biology




  


  
  



  
      
  
  
    


  

  
      
  
  
    
  
      
  
    Subject Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5171)

	Biochemistry (11615)

	Bioengineering (8666)

	Bioinformatics (28974)

	Biophysics (14845)

	Cancer Biology (11984)

	Cell Biology (17237)

	Clinical Trials (138)

	Developmental Biology (9346)

	Ecology (14066)

	Epidemiology (2067)

	Evolutionary Biology (18181)

	Genetics (12171)

	Genomics (16681)

	Immunology (11769)

	Microbiology (27779)

	Molecular Biology (11445)

	Neuroscience (60362)

	Paleontology (449)

	Pathology (1854)

	Pharmacology and Toxicology (3204)

	Physiology (4901)

	Plant Biology (10311)

	Scientific Communication and Education (1677)

	Synthetic Biology (2858)

	Systems Biology (7312)

	Zoology (1628)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  