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    Abstract
Background Huntington disease (HD) a progressive brain dysfunction and degeneration caused by characterised by CAG repeat expansion mutation, that is translated into results polyglutamine tract in huntingtin (Htt), a protein whose size-dependent toxicity influences age at onset. Mutant Htt (mHtt) interferes with several essential biologic processes, including defective energy metabolism. Glucose is the primary source of metabolic energy for the brain and defects in glucose utilisation can virtually affect brain activities.

Aim Our first aim was to test whether basal glucose metabolism in subjects with a genetic risk of HD may influence onset of manifest symptoms. Second we proposed to investigate how glucose levels might modulate neuronal vulnerability to dysfunction in presence of mHtt.

Methods Functional study in HD patients. 43 presymptomatic HD subjects underwent 18F-FDG PET scan and prospectively followed up for at least 5 years. Clinical changes were detected by using the unified HD rating scale.

In vitro study Mouse striatal-derived cells expressing mHtt (STHdh111/111) were cultured in absence or in presence of different concentrations of glucose. Cell survival was then determined by Annexin V staining.

Results Of the 43 preHD subjects who manifested motor symptoms, after 5 years from 18F-FDG PET scan, 26 showed a loss of glucose utilisation in the caudate, that was significantly lower than the 17 preHD subjects who remained symptoms-free (p<0.0001). This difference was independent of mutation size. Measurement of brain glucose uptake improved CAG repeat number and age-based model for predicting age at onset by 37 %. In addition, data from in vitro experiments indicate that reduced levels of glucose enhance susceptibility to apoptosis in HD cells.

Conclusion Reduced glucose metabolism exerts an important impact on neuronal function and in the brain caudate may represent a predisposing factor that contributes to the age at onset of HD in preHD subjects.


	HD
	glucose metabolism
	PET
	cell survival




  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/jnnp-2012-303524.34

  


  
  



  
        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.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    	HD
	glucose metabolism
	PET
	cell survival




  


  
  



  
      
  
  
    

  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



  





  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



      

      
    

    
    
      
        
  
      
  
  
      


  
  



      

    

  
  
   
    
    
    
      
        
  
      
  
  
    
  
      
  
     
          

          

          

          

          




  


  
  



      

    

  
  
   
  


  



  

          

        


        
        
      

    

   

 


    
    
      
          
    

    
  
    
  	Content	Latest content
	Current issue
	Archive
	JNNP 100
	Browse by collection
	Most read articles
	Image quiz
	Responses


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


	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
	 YouTube

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-330XPrint ISSN: 0022-3050

        Copyright © 2023 BMJ Publishing Group Ltd. All rights reserved. 

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


