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    Abstract


Background The accurate determination of age at onset (AAO) of Huntington's disease is critical to develop and evaluate therapies that aim to delay it.



Aim (1) To compare the raters' estimates of AAO with the estimated AAO calculated with the Langbehn or the Aylward formula. (2) To compare (backwards) extrapolation of actual AAO based on the calculation of disease progression using longitudinal data with the raters' estimates.



Methods 423 REGISTRY participants with at least three visits, demographic information (age, gender), CAG repeat length and Unified Huntington's Disease Rating Scale motor score and total functional capacity (TFC). AAO was calculated based on individual slopes of motor or TFC using generalised linear mixed models. The estimates of the regression were then used to estimate the AAO by calculating the age with motor scores equal or above 5 as well as TFC equal to or below 13 as definitions of manifest disease.



Results Mean AAO (rater estimate) was 44 years; motor onset was present in 303, other onset types in 120. The average motor score at enrolment was 35; 158 (37%) participants were in stage 1, 120 (28%) in stage 2, 111 (26%) in stage 3, 30 (7%) in stage 4 and four (1%) in stage 5. In 357 with positive (motor) or negative (TFC) slopes, the motor score increased linearly by 2.57 points per year. The extrapolated mean AAO of motor signs was 47 (range 13–81, SD 11.67), 3 years after the raters' estimates (agreement rate 0.57 (95% CI 0.51 to 0.62). For the TFC, the raters' estimate was 4 years earlier (agreement rate 0.52 (95% CI 0.47 to 0.57). The best agreement rate was between the extrapolated onset ages on the longitudinal TFC and motor score data (0.76) with TFC onset 4 years after motor onset.



Conclusions The rater estimate of AAO correlated particularly well with the data based calculations of motor, or TFC, AAO. Motor signs precede impairments in day to day life, and both seem a stronger influence on clinicians than age or CAG repeat length.


	motor signs
	age at onset
	TFC




  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/jnnp.2010.222588.9

  


  
  



  
        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.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    	motor signs
	age at onset
	TFC




  


  
  



  
      
  
  
    

  


  
  



  
        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. 

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


