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      In a recent issue of the Journal of Medical Genetics, Smith et al1 report a significantly higher risk of breast cancer among non-carriers in breast cancer families in which a BRCA1 or BRCA2 mutation had been identified through clinical testing. The authors found an elevated risk of approximately five-fold, which, if true, has considerable implications for the counselling and clinical management of women testing negative for the mutations found in their family.

      Until the study of Smith et al,1 the excess of cases observed among such non-carriers had been noted only anecdotally by many in both the clinical and research settings. In this respect, the systematic study of Smith et al was a welcome confirmation of these anecdotal observations. However, there are a number of methodological flaws in the analysis of Smith et al that render their results difficult to interpret. This stems from the fact that the families used in the analysis were not randomly sampled from the population of all potential families with a mutation, but rather had to meet certain eligibility criteria for genetic testing. Furthermore, the decision to attend a specialty oncogenetics clinic very likely depends on the family history of the individual deciding to undergo testing; the more relatives affected with breast cancer (especially diagnosed at an early age), the more likely a person is to seek genetic counselling/testing. This selection of families, whether through self-selection on family history for attending such clinics and/or through eligibility criteria for genetic testing after evaluation of family history, will result in a bias due to under-representation of families with many unaffected individuals. This bias applies to both mutation carriers and non-carriers, resulting in overestimation of both the penetrance and the phenocopy rate. Although it is possible to correct for this ascertainment bias in … 



  





      
      
      
      
      
      
      
      
    


View Full Text
  


  
  



  
      
  
  
    Footnotes
	
        Competing interests: None declared.

      




  


  
  



  
      
  
  
    


  



  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via CCMG  


  
  



  
      
  
  
    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 CCMG  


  
  



  
      
  
  
    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
	Browse by collection
	Most read articles
	Responses


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


	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

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-6244Print ISSN: 0022-2593

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

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


