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The hunt for a genetic cause
Fabry disease is an X linked metabolic disorder due to a lack of the lysosomal enzyme alpha galactosidase A. Over 900 variants in the GLA gene are reported, the majority being private mutations restricted to individual families. Classic Fabry disease is the severe form of the condition. It is rare (incidence less than 1:100 000), arising from gene mutations that lead to zero enzymatic activity and has widespread systemic manifestations. By contrast, late-onset Fabry disease is much commoner and is characterised by missense mutations which are typically associated with up to 30% residual enzyme activity in males and often only affects a single organ system. Newborn screening programmes have revealed a high incidence of variants in GLA. Cardiomyopathy in adults is frequently the cardinal feature but associating this with particular genetic variants is confounded by criteria that ascribe their clinical consequence as benign, likely benign, likely pathogenic or pathogenic (American College of Medical Genetics and Genomics guidelines). Moreover, the increasing power of contemporary high-throughput sequencing technologies, which allows for longer reads and intronic/exonic boundaries to be interrogated, is uncovering genetic variants that increasingly shoulder the status of ‘variant of uncertain significance’ (VUS). So … 



View Full Text
  


  
  



  
      
  
  
    Footnotes
	Contributors Both authors contributed to the manuscript conception and writing.

	Funding The authors have not declared a specific grant for this research from any funding agency in the public, commercial or not-for-profit sectors.

	Competing interests None declared.

	Patient consent for publication Not required.

	Provenance and peer review Commissioned; internally peer reviewed.





  


  
  



  
      
  
  
    


  



  


  
  



  
        Linked Articles

    
  
  
    	Heart failure and cardiomyopathiesCardiomyopathy associated with the Ala143Thr variant of the α-galactosidase A gene

Kati Valtola
Juanita Nino-Quintero
Marja Hedman
Line Lottonen-Raikaslehto
Tomi Laitinen
Maleeha Maria
Ilkka Kantola
Anita Naukkarinen
Markku Laakso
Johanna Kuusisto


Heart 2020; 106 609-615   Published Online First:  16 Jan 2020. doi: 10.1136/heartjnl-2019-315933 







  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via BCS  


  
  



  
      
  
  
    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 BCS  


  
  



  
      
  
  
    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: British Cardiovascular Society]

  


  
  



  



  



  

      

    

  
    
    
      
          
    

    
  
    
  	Content	Latest content
	Current issue
	Archive
	Browse by collection
	Most read articles
	Top cited articles
	Responses


	Journal	About
	Editorial board
	Sign up for email alerts
	Subscribe
	Education in heart
	Best Research Paper Award
	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
	 SoundCloud
	 YouTube

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-201XPrint ISSN: 1355-6037

        Copyright © 2023 BMJ Publishing Group Ltd & British Cardiovascular Society. All rights reserved.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


