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    Abstract
HOIP, the catalytic component of the Linear Ubiquitin chain Assembly Complex (LUBAC), is a critical regulator of inflammation. However, how HOIP itself is regulated to control inflammatory responses is unclear. Here, we discover that site-specific ubiquitination of K784 within HOIP promotes Tumour Necrosis Factor (TNF)-induced inflammatory signalling by controlling TNF Receptor complex I (TNFR1) formation. A HOIP K784R mutant is catalytically active but shows reduced induction of an NF-κB reporter relative to wild type HOIP. HOIP K784 is evolutionarily conserved, equivalent to HOIP K778 in mice. We generated HoipK778R/K778R knockin mice, which show no overt developmental phenotypes; however, in response to TNF, HoipK778R/K778R mouse embryonic fibroblasts display suppressed NF-κB activation and increased sensitivity to apoptosis. On the other hand, HOIP K778R enhances the TNF-induced formation of TNFR complex II, and an interaction between TNFR complex II and LUBAC. Loss of the LUBAC component SHARPIN leads to embryonic lethality in HoipK778R/K778R mice, which is rescued by knockout of TNFR1. We propose that site-specific ubiquitination of HOIP regulates a LUBAC-dependent switch between survival and apoptosis in TNF-signalling.




  


  
  



  
      
  
  
    Copyright 
The copyright holder for this preprint is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available under a CC-BY-NC-ND 4.0 International license.


  


  
  



  





  


  
  



  
      
  
  
    View the discussion thread.


  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
    Posted August 21, 2019.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     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 
 Site-specific ubiquitination of the E3 ligase HOIP regulates cell death and immune signaling



  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  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      Site-specific ubiquitination of the E3 ligase HOIP regulates cell death and immune signaling
    

  
      Lilian M. Fennell, Luiza Deszcz, Alexander Schleiffer, Karl Mechtler, Anoop Kavirayani, Fumiyo Ikeda

  
      bioRxiv 742544; doi: https://doi.org/10.1101/742544 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

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


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      Site-specific ubiquitination of the E3 ligase HOIP regulates cell death and immune signaling
    

  
      Lilian M. Fennell, Luiza Deszcz, Alexander Schleiffer, Karl Mechtler, Anoop Kavirayani, Fumiyo Ikeda

  
      bioRxiv 742544; doi: https://doi.org/10.1101/742544 

  
  
  


  

  
  	      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 Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5175)

	Biochemistry (11637)

	Bioengineering (8678)

	Bioinformatics (29011)

	Biophysics (14859)

	Cancer Biology (11996)

	Cell Biology (17261)

	Clinical Trials (138)

	Developmental Biology (9359)

	Ecology (14079)

	Epidemiology (2067)

	Evolutionary Biology (18197)

	Genetics (12183)

	Genomics (16700)

	Immunology (11788)

	Microbiology (27848)

	Molecular Biology (11469)

	Neuroscience (60459)

	Paleontology (449)

	Pathology (1860)

	Pharmacology and Toxicology (3212)

	Physiology (4913)

	Plant Biology (10342)

	Scientific Communication and Education (1678)

	Synthetic Biology (2865)

	Systems Biology (7315)

	Zoology (1634)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  