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[bookmark: N10A85]
Summary


In the RE-LY trial dabigatran 150 mg twice daily (D150) showed significantly fewer strokes, and 110 mg (D110) significantly fewer major bleeding events (MBE) compared to well-controlled warfarin in patients with atrial fibrillation (AF). The European (EU) label currently recommends the use of D150 in AF patients who are aged < 80 years without an increased risk for bleeding (e.g. HAS-BLED score <3) and not on concomitant verapamil. In other patients, D110 is recommended. In this post-hoc analysis of the RE-LY dataset, we simulated how dabigatran (n=6,004) would compare to well-controlled warfarin (n=6,022) used according to the EU label. “EU label simulated dabigatran treatment” was associated with significant reductions in stroke and systemic embolism (hazard ratio [HR] 0.74; 95% confidence interval [CI] 0.60–0.91), haemorrhagic stroke (HR 0.22; 95%CI 0.11–0.44), death (HR 0.86; 95%CI 0.75–0.98), and vascular death (HR 0.80; 95%CI 0.68–0.95) compared to warfarin. Dabigatran was also associated with less major bleeding (HR 0.85; 95%CI 0.73–0.98), life-threatening bleeding (HR 0.72; 95%CI 0.58–0.91), intracranial haemorrhage (HR 0.28; 95%CI 0.17–0.45), and “any bleeds” (HR 0.86; 95%CI 0.81–0.92), but not gastrointestinal major bleeding (HR 1.23; 95%CI 0.96–1.59). The net clinical benefit was significantly better for dabigatran compared to warfarin. In conclusion, this post-hoc simulation of dabigatran usage based on RE-LY trial dataset indicates that “EU label simulated dabigatran treatment” may be associated with superior efficacy and safety compared to warfarin, and are in support of the EU label and the 2012 European Society of Cardiology AF guideline recommendations. Thus, adherence to European label/guideline use results in a clinically relevant benefit for dabigatran over warfarin, for both efficacy and safety.


Note: The editorial process for this paper was fully handled by Prof Christian Weber, Editor in Chief.





[bookmark: N10A92]
Keywords

Atrial fibrillation - 
dabigatran - 
net clinical benefit - 
warfarin





 

[bookmark: ]

[bookmark: N10ACA]
	
References


	
[bookmark: JR0734-1]1 
          
            Connolly SJ, 
          
          
            Ezekowitz MD, 
          
          
            Yusuf S. 
          
        et al. Newly identified events in the RE-LY trial. N Engl J Med 2010; 363: 1875-1876. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-2]2 
          
            Connolly SJ, 
          
          
            Ezekowitz MD, 
          
          
            Yusuf S. 
          
        et al. Dabigatran versus warfarin in patients with atrial fibrillation. N Engl J Med 2009; 361: 1139-1151. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-3]3 
          
            Ezekowitz MD, 
          
          
            Connolly S, 
          
          
            Parekh A. 
          
        et al. Rationale and design of RE-LY: randomized evaluation of long-term anticoagulant therapy, warfarin, compared with dabigatran. Am Heart J 2009; 157: 805-810. e2. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-4]4 
          
            Eikelboom JW, 
          
          
            Wallentin L, 
          
          
            Connolly SJ. 
          
        et al. Risk of bleeding with 2 doses of dabigatran compared with warfarin in older and younger patients with atrial fibrillation: an analysis of the randomized evaluation of long-term anticoagulant therapy (RE-LY) trial. Circulation 2011; 123: 2363-2372. 





CrossrefPubMedGoogle Scholar





	
[bookmark: OR0734-5]5 
          Canada: Boehringer Ingelheim, Available at Pradax (R) Monograph. 
        2013 Available at http://www.boehringer-ingelheim.ca/content/dam/internet/opu/ca_EN/documents/humanhealth/product_monograph/Pradax-pm.pdf Last accessed October 18, 2013. 





PubMed





	
[bookmark: OR0734-6]6 
          Pradaxa Summary of Product Characteristics. 
        European Medicine Agency. 2013 Available at http://ec.europa.eu/health/documents/community-reg-ister/2013/20130715126093/anx_126093_en.pdf ALast accessed October 18, 2013. 





PubMedGoogle Scholar





	
[bookmark: JR0734-7]7 
          
            Camm AJ, 
          
          
            Kirchhof P, 
          
          
            Lip GY. 
          
        et al. Guidelines for the management of atrial fibrillation: the Task Force for the Management of Atrial Fibrillation of the European Society of Cardiology (ESC). Eur Heart J 2010; 31: 2369-2429. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-8]8 
          
            Lip GY, 
          
          
            Frison L, 
          
          
            Halperin JL. 
          
        et al. Comparative validation of a novel risk score for predicting bleeding risk in anticoagulated patients with atrial fibrillation: the HAS-BLED (Hypertension, Abnormal Renal/Liver Function, Stroke, Bleeding History or Predisposition, Labile INR, Elderly, Drugs/Alcohol Concomitantly) score. J Am Coll Cardiol 2011; 57: 173-180. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-9]9 
          
            Camm AJ, 
          
          
            Lip GY, 
          
          
            De Caterina R. 
          
        et al. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: an update of the 2010 ESC Guidelines for the management of atrial fibrillation. Developed with the special contribution of the European Heart Rhythm Association. Eur Heart J 2012; 33: 2719-2747. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-10]10 
          
            Huisman MV, 
          
          
            Lip GY, 
          
          
            Diener HC. 
          
        et al. Dabigatran etexilate for stroke prevention in patients with atrial fibrillation: resolving uncertainties in routine practice. Thromb Haemost 2012; 107: 838-847. 





Article in Thieme ConnectPubMedGoogle Scholar





	
[bookmark: OR0734-11]11 
          FDA Pradaxa Label. 
        2013 Available at http://bidocs.boehringer-ingel-heim.com/BIWebAccess/ViewServlet.ser?docBase=renetnt&folderPath=/Pre-scribing%20Information/PIs/Pradaxa/Pradaxa.pdf Last accessed October 18, 2013. 





PubMed





	
[bookmark: JR0734-12]12 
          
            Beasley BN, 
          
          
            Unger EF, 
          
          
            Temple R. 
          
        Anticoagulant options--why the FDA approved a higher but not a lower dose of dabigatran. N Engl J Med 2011; 364: 1788-1790. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-13]13 
          
            Wallentin L, 
          
          
            Yusuf S, 
          
          
            Ezekowitz MD. 
          
        et al. Efficacy and safety of dabigatran compared with warfarin at different levels of international normalised ratio control for stroke prevention in atrial fibrillation: an analysis of the RE-LY trial. Lancet 2010; 376: 975-983. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-14]14 
          
            Diener HC, 
          
          
            Connolly SJ, 
          
          
            Ezekowitz MD. 
          
        et al. Dabigatran compared with warfarin in patients with atrial fibrillation and previous transient ischaemic attack or stroke: a subgroup analysis of the RE-LY trial. Lancet Neurol 2010; 09: 1157-1163. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-15]15 
          
            Ezekowitz MD, 
          
          
            Wallentin L, 
          
          
            Connolly SJ. 
          
        et al. Dabigatran and warfarin in vitamin K antagonist-naive and -experienced cohorts with atrial fibrillation. Circulation 2010; 122: 2246-2253. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-16]16 
          
            Fox KA, 
          
          
            Piccini JP, 
          
          
            Wojdyla D. 
          
        et al. Prevention of stroke and systemic embolism with rivaroxaban compared with warfarin in patients with non-valvular atrial fibrillation and moderate renal impairment. Eur Heart J 2011; 32: 2387-2394. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-17]17 
          
            Granger CB, 
          
          
            Alexander JH, 
          
          
            McMurray JJ. 
          
        et al. Apixaban versus warfarin in patients with atrial fibrillation. N Engl J Med 2011; 365: 981-992. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-18]18 
          
            Nieuwlaat R, 
          
          
            Olsson SB, 
          
          
            Lip GY. 
          
        et al. 
          Euro Heart Survey Investigators. 
        Guideline-adherent antithrombotic treatment is associated with improved outcomes compared with undertreatment in high-risk patients with atrial fibrillation. The Euro Heart Survey on Atrial Fibrillation. Am Heart J 2007; 153: 1006-1012. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-19]19 
          
            Gorin L, 
          
          
            Fauchier L, 
          
          
            Nonin E. 
          
        et al. Prognosis and guideline-adherent antithrombotic treatment in patients with atrial fibrillation and atrial flutter: implications of undertreatment and overtreatment in real-life clinical practice; the Loire Valley Atrial Fibrillation Project. Chest 2011; 140: 911-917. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-20]20 
          
            Southworth MR, 
          
          
            Reichman ME, 
          
          
            Unger EF. 
          
        Dabigatran and postmarketing reports of bleeding. N Engl J Med 2013; 368: 1272-1274. 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR0734-21]21 
          
            Larsen TB, 
          
          
            Rasmussen LH, 
          
          
            Skjøth F. 
          
        et al. Efficacy and safety of dabigatran etexilate and warfarin in ‘real world’ patients with atrial fibrillation: A prospective nationwide cohort study. J Am Coll Cardiol 2013; 61: 2264-2273. 





CrossrefPubMedGoogle Scholar





	
[bookmark: OR0734-22]22 
          
            Eikelboom JW, 
          
          
            Connolly SJ, 
          
          
            Hart RG. 
          
        et al. Balancing the benefits and risks of two doses of Dabigatran compared with Warfarin in Atrial Fibrillation. J Am Coll Cardiol. 2013 Epub ahead of print. 





PubMedGoogle Scholar










 









    
  

  
    
      
        


      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 34.239.227.49
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  