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[T]here are known knowns; there are things we know we know. We also know there are known unknowns; that is to say we know there are some things we do not know. But there are also unknown unknowns — the ones we don't know we don't know.
US Secretary of Defense Donald Rumsfeld

Ischaemic stroke is a heterogeneous disorder, with many potential causes. According to the TOAST (Trial of Org 10172 in Acute Stroke Treatment) classification, a stroke may be due to large vessel, small vessel or cardioembolic disease, or may have some other determined cause.1 Different stroke mechanisms can point to different strategies for secondary prevention. Yet, even after an extensive work-up, about 30% of ischaemic strokes cannot be classified into any of these four categories and are instead classified as ‘cryptogenic’.
Although one might expect secondary prevention of cryptogenic stroke to be relatively standardised, because the underlying mechanism is unknown in all patients, it is true that cryptogenic stroke is itself a heterogeneous entity. Possible disease mechanisms include atheroembolic (eg, in patients with aortic arch atheromas), cardioembolic (such as in patients with occult paroxysmal atrial fibrillation), and lacunar disease. For patients with cryptogenic stroke found to have a patent foramen ovale (PFO), the possible mechanisms underlying the ischaemic event would include all of the above plus paradoxical embolism, that is, a stroke caused when an embolus formed in the venous circulation gains access to the systemic arterial circulation through a right-to-left shunt (RLS). Does the fact that the cause … 


View Full Text
  


  
  



  
      
  
  
    Footnotes
	Funding This study was partially funded by grants UL1 RR025752 and R01 NS062153, both from the National Institutes of Health. The funder had no role in the preparation, review or approval of the manuscript. The content is solely the responsibility of the authors and does not necessarily represent the official views of the National Institutes of Health.

	Competing interests None.

	Provenance and peer review Commissioned; internally peer reviewed.

	↵i Given the case-control design of the study, we focus on results presented in the OR scale, despite the advantages of the risk difference scale for causal inference. Risk difference calculations are not possible from case-control data without making additional assumptions, or relying on external information on the source population.





  


  
  



  
      
  
  
    


  



  


  
  



  
        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.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


