





    
  Skip to main content
  




  

    

      
        
          
              
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

          

        

      


      
        
              

      
        
          
                       

         

      

     
    
      
        
          [image: BMJ Journals]

                  

      

      
                  
            
                
    

    
  
    	Subscribe
	Log In 
More
	

    
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  






	Basket 
	Search 
More
	

    
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  







  



  

            

          

                

    
        
      
                [image: Journal of Neurology, Neurosurgery & Psychiatry]
      

            
          
    

    
  
    	Latest content
	Current issue
	Archive
	JNNP 100
	Authors
	Podcasts
	About

  





    
  
    
  
    
  
        

    
  
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  


  
  


  
        

    
  
  
    	 Close
More
	

    
  
    
  
    
  
        Main menu

    
  
  
    
  	Latest content
	Current issue
	Archive
	JNNP 100
	Authors
	Podcasts
	About



  


  
  



  



  






	Subscribe
	Log in 
More
	

    
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  






	BMJ Journals

  


  
  




  



  



  

      

          

          
  
        
      
        
          You are here
	Home
	Archive
	Volume 87, Issue Suppl 1 
	B43 Striatal neuropathology induced by hypothalamic overexpression of huntingtin fragments using adeno-associated viral vectors in mice


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

  
  
   
    
  
    
    
      
        
  
      
  
  
    	Article 
Text
	Article 
info
	Citation 
Tools
	Share
	Rapid Responses
	Article 
metrics
	Alerts


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Pathogenic Mechanisms


  


  
  



  
      
  
  
    
      B43 Striatal neuropathology induced by hypothalamic overexpression of huntingtin fragments using adeno-associated viral vectors in mice
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	Rana Soylu-Kucharz, 
	Natalie Adlesic, 
	Åsa Petersén

	[bookmark: aff-1]Lund University, Translational Neuroendocrine Research Unit, Lund, Sweden





  


  
  



  
      
  
  
    Abstract
The most prominent neuropathology in Huntington’s disease (HD) includes loss of medium spiny projection neurons expressing cAMP regulated phosphoprotein (DARPP-32) in the striatum. Recent studies have indicated that hypothalamic neuropathology with loss of orexin neurons is part of HD. As hypothalamic changes may in fact occur before striatal pathology in HD and ventral striatum receives projections from the hypothalamus, we hypothesised that hypothalamic expression of mutant huntingtin (HTT) may be involved in the development of striatal pathology in HD. Aims: Our aim was therefore to investigate the striatal effects of selective mutant HTT expression in the hypothalamus.

Methods Wild-type mice were injected bilaterally with adeno-associated viral vectors expressing a mutant (79Q) or a normal (18Q) HTT fragment in the hypothalamus. Stereological quantification of brains processed for DARPP-32, NeuN and cresyl violet was performed in the striatum at 40–52 weeks post-injection.

Results Selective hypothalamic expression of a long mutant HTT fragment (853 aa) leads to orexin loss and a specific reduction in the number of DARPP-32 and NeuN positive neurons with no increase in the number of glial cell profiles in the ventral striatum. Hypothalamic overexpression of shorter fragments (171 aa) with both 79 Q and 18 Q leads to a similar loss of both orexin and striatal neurons.

Conclusions These results suggest that hypothalamic overexpression of HTT fragments can lead to loss of medium spiny neurons in the striatum and opens up the possibility that there may be a contribution of dysfunctional hypothalamic neurocircuitries to HD striatal pathology.
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