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    Abstract

Infection and Inflammation have been implicated as predisposing factors for preterm labour and preterm birth.1 This mechanism involves bacterial endotoxin binding to Toll-like receptors (TLRs) present on the surface of host cells triggering activation of a cascade of inflammatory events within the uterus. Critically, in the absence of infection, uterine and fetal inflammation still leads to preterm birth and neonatal injury. Furthermore, endogenous ligands, including high mobility group box 1 protein (HMGB1) also bind to and modulate TLR activity.2 Although originally described as a nuclear DNA-binding protein facilitating transcription, extracellular HMGB1 released passively from damaged cells or actively from immune cells is also associated with modulating inflammatory processes. We hypothesise that HMGB1 may play a part in modulating inflammatory responsiveness and TLR signalling pathways linked with many cases of preterm labour/preterm birth.3We report the variable expression profile and sub-cellular distribution of myometrial HMGB1 in preterm (n=8) and term (not in labour, n=12) tissue samples. Using an in vitro amnion-derived cell culture based assay we show that treatment with recombinant HMGB1 (0.1 g/ml) can affect TLR4 activity as well induce secretion of interleukin-6 (IL-6) and monocyte chemotactic protein-1 (MCP-1). Our findings support the notion that endogenous ligands may do the same as endotoxin in myometrial and amnion cells. Pre-exposure of innate immune cells to HMGB1 can induce an endotoxin-tolerant state by suppressing a subsequent inflammatory response to LPS.4 Whether HMGB1 plays a role in TLR signalling events in the human uterus remains an area for future investigation.





  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/archdischild.2011.300162.19

  


  
  



  
        Statistics from Altmetric.com

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
        Request Permissions

    
  
  
    If you wish to reuse any or all of this article please use the link below which will take you to the Copyright Clearance Center’s RightsLink service. You will be able to get a quick price and instant permission to reuse the content in many different ways.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
      
  
  
    

  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via RCPCH  


  
  



  
      
  
  
    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?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



  





  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via RCPCH  


  
  



  
      
  
  
    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?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



      

      
    

    
    
      
        
  
      
  
  
      


  
  



      

    

  
  
   
    
    
    
      
        
  
      
  
  
    
  
      
  
     
          

          

          

          

          




  


  
  



      

    

  
  
   
  


  



  

          

        


        
        
      

    

   

 


    
    
      
          
    

    
  
    
  
    
  
      
  
  
    	[image: Royal College of Paediatrics and Child Health]
	[image: The European Society for Developmental Perinatal and Pediatric Pharmacology]

  


  
  



  



  



  

      

    

  
    
    
      
          
    

    
  
    
  	Content	Latest content
	Current issue
	Archive
	Browse by topic
	Most read articles
	Responses


	Journal	About
	Editorial board
	Thank you to our reviewers
	Sign up for email alerts
	Subscribe


	Authors	Instructions for authors
	Submit an article
	Editorial policies
	Open Access at BMJ
	BMJ Author Hub


	Help	Contact us
	Reprints
	Permissions
	Advertising
	Feedback form





  



  

      
            
        
            
    

    
  
    
  
    
  
      
  
  
    	 RSS
	 Twitter
	 Facebook
	 Blog
	 SoundCloud

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-2052Print ISSN: 1359-2998

        Copyright © 2023 BMJ Publishing Group Ltd & Royal College of Paediatrics and Child Health. All rights reserved.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


