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    Summary
Hepatitis C virus (HCV) is the leading cause of death from liver disease. How HCV infection causes lasting liver damage and increases cancer risk beyond viral clearance remains unclear. We identify bipotent liver stem cells as novel targets for HCV infection, and their erroneous differentiation as the potential cause of impaired liver regeneration and cancer development. We show 3D organoids generated from liver stem cells from actively HCV-infected individuals carry replicating virus and maintain low-grade infection over months. Organoids can be infected with a primary HCV isolate. Virus-inclusive single-cell RNA-sequencing uncovered extensive transcriptional reprogramming in HCV+ cells supporting hepatocytic differentiation, cancer stem cell development and viral replication while stem cell proliferation and interferon signaling are disrupted. Our data adds a pathogenesis factor – infection of liver stem cells – to the biology of HCV infection that explains persistent liver damage and enhanced cancer risk through an altered stem cell state.

Competing Interest Statement
The authors have declared no competing interest.



  


  
  



  
      
  
  
    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 October 26, 2021.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  



  
      
  
  
    Supplementary Material 
  


  
  



          

        

        
        
          
            
  
      
  
  
     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 
 Hepatitis C Virus Infects and Perturbs Liver Stem Cells



  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  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      Hepatitis C Virus Infects and Perturbs Liver Stem Cells
    

  
      Nathan L Meyers, Tal Ashuach, Danielle E Lyons, Camille R Simoneau, Ann L Erickson, Mehdi Bouhaddou, Thong T. Nguyen, Mir M Khalid, Taha Y Taha, Vaishaali Natarajan, Jody L Baron, Norma Neff, Fabio Zanini, Tokameh Mahmoud, Stephen R Quake, Nevan J Krogan, Stewart Cooper, Todd C McDevitt, Nir Yosef, Melanie Ott

  
      bioRxiv 2021.10.26.465357; doi: https://doi.org/10.1101/2021.10.26.465357 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

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


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      Hepatitis C Virus Infects and Perturbs Liver Stem Cells
    

  
      Nathan L Meyers, Tal Ashuach, Danielle E Lyons, Camille R Simoneau, Ann L Erickson, Mehdi Bouhaddou, Thong T. Nguyen, Mir M Khalid, Taha Y Taha, Vaishaali Natarajan, Jody L Baron, Norma Neff, Fabio Zanini, Tokameh Mahmoud, Stephen R Quake, Nevan J Krogan, Stewart Cooper, Todd C McDevitt, Nir Yosef, Melanie Ott

  
      bioRxiv 2021.10.26.465357; doi: https://doi.org/10.1101/2021.10.26.465357 

  
  
  


  

  
  	      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

    
  
  
    	Microbiology




  


  
  



  
      
  
  
    


  

  
      
  
  
    
  
      
  
    Subject Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5179)

	Biochemistry (11651)

	Bioengineering (8683)

	Bioinformatics (29027)

	Biophysics (14868)

	Cancer Biology (12003)

	Cell Biology (17275)

	Clinical Trials (138)

	Developmental Biology (9368)

	Ecology (14090)

	Epidemiology (2067)

	Evolutionary Biology (18211)

	Genetics (12188)

	Genomics (16710)

	Immunology (11798)

	Microbiology (27877)

	Molecular Biology (11487)

	Neuroscience (60516)

	Paleontology (449)

	Pathology (1860)

	Pharmacology and Toxicology (3216)

	Physiology (4918)

	Plant Biology (10342)

	Scientific Communication and Education (1678)

	Synthetic Biology (2869)

	Systems Biology (7318)

	Zoology (1635)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  