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    	MOTOR NEURON DISEASE
	GENETICS

Amyotrophic lateral sclerosis (ALS) is characterised by progressive muscle weakness and degeneration of upper and lower motor neurones. The risk of developing ALS is partly genetic and partly environmental. Approximately 10% of cases of ALS are familial and a number of causative genes have been identified.1 Many of the causative genes encode proteins that accumulate in cells in ALS. Mutations of the copper-zinc (Cu, Zn) superoxide dismutase type 1 (SOD1) gene account for approximately 20% of familial and 3% of sporadic ALS cases.
Over 150 mutations in the coding region of SOD1 have been found in patients with ALS worldwide, with variation of the frequency of SOD1 mutations in different populations. However, not all SOD1 mutations are pathogenic and there is a variety of clinical presentations of patients with pathogenic mutations. Furthermore, the different mutations have diverse effects on the structure of the SOD1 protein, and some cause no abnormality other than decreasing the net charge of the protein.
We now describe two sisters, from a family of Caucasian genetic background, with a novel SOD1 mutation, and unusual clinical features before the onset of weakness. The proband developed painful leg and hand cramps and leg stiffening in her sixth decade. After about 10 years, she … 


View Full Text
  


  
  



  
      
  
  
    Footnotes
	Contributors ZAI collected the data and helped to write the paper. RDH performed the neurophysiology and contributed to writing the paper. TR reported the muscle biopsies and reviewed the paper. MD performed the genetic studies and helped to write the paper. PMM designed the study and wrote the paper.

	Funding This research received no specific grant from any funding agency in the public, commercial or not-for-profit sectors.

	Competing interests None declared.

	Patient consent Obtained.

	Ethics approval This is a case report—we have written consent from the living subject and the husband of the deceased subject.

	Provenance and peer review Not commissioned; externally peer reviewed.





  


  
  



  
      
  
  
    


  



  


  
  



  
        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. 

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


