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What the clinician needs to know 

 

• Evidence from trials (RE-LY) 

• Guidelines 

• Practical issues from use in real world 

 
 

     in order to make a decision 

   

• In which patient to prescribe dabigatran instead of VKA 
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Dabigatran 

oral reversible direct thrombin inhibitor 

• Stable and predictable anticoagulant effect  

• No interactions with food  

• Fast onset of action 

• 80% renal elimination 

• No significant metabolism via cytochrome Ρ450 
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Properties of dabigatran vs VKA 

Dabigatran 

(Pradaxa) 

VKA 

Target Thrombin ΙΧ, VII, X, ΙΙ 

Dose 110 or 150 mg x2 per INR 

Onset of action 1.5 hrs 2-4 days 

Interactions few many 

Renal impairment no if CrCl <30  yes 

Laboratory monitoring no yes 

Antidote no yes 

Cost expensive cheap 



AF (non-valvular) 

with  ≥1 risk factors 
 

Dabigatran   
150 mg x2 

 

N=6,000  

Warfarin 

 (INR 2.03.0)  
 

N=6,000  

Dabigatran   
110 mg x2 

 

N=6,000  

R 

Non inferiority trial, open label of dabigatran vs warfarin 
End point: Stroke and other embolic events; 2 year follow-up  



Stroke and systemic embolism 

ΝΕJM 2009 



Stroke and systemic embolism 

ΝΕJM 2009 
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Haemorrhagic stroke 

ΝΕJM 2009 
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Characteristic 
Dabigatran 

150 mg 

Dabigatran 

110 mg 
Warfarin 

P value 

D150  

vs. W 

P value 

D110 

vs. W 

Number of patients 6,076 6,015 6,022 

Major bleeding rate  

(% per year) 
3.32 2.87 3.57 0.32 0.003 

Life threatening 

Non-life threatening 

Gastro-intestinal 

1.49 
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<0.001 
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Major bleeding 



Other side effects 



Myocardial infarction 



Hohnloser, Circulation 2012 

 

RE-LY: MI data 
 



Uchino, Arch Intern Med 2012 

 

Dabigatran and MI 

 



All cause mortality 

ΝΕJM 2009 
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 Comparison of dabigatran with Warfarin 

In comparison with 

warfarin 

Dabigatran 

150 mg x2 

Dabigatran 

110 mg x2 

Ischaemic stroke less similar 

Haemorrhagic stroke less less 

Major bleeding similar less 

GI bleeding more similar 

Myocardial infarction more (ns) similar 

CV mortality reduced similar 



Guidelines 

• European Society of Cardiology (Aug 2010) 

– Dabigatran may be considered as an alternative to 

adjusted dose VKA 

 

• Canadian Cardiovascular Society (Sept 2010) 

– Dabigatran alternative (preferable) to Warfarin 

 

• ACC/AHA/HRS guideline update (Feb 2011) 

– Dabigatran alternative to Warfarin (Class I-B) 



 

Dabigatran in daily practice 

Is it an easy drug to use? 

  

 • Choice of dose: 110 or 150 mg x2 ? 

 

• Management in case of surgery or bleeding 

 

• Management  in case of cardioversion 

 

• Laboratory monitoring 

 



Major bleeding 

by age and renal function 



 

Dose of dabigatran   

 
• Generally recommended dose: 150mg x2. 

• 110mg x2 : 

– In pts ≥ 80 year old  

– In pts 75–80 year old with low embolic and high bleeding risk 

(CHA2DS2VASC <2, HAS-BLED >3) 

– In pts taking verapamil and in pts with gastritis, oesophagitis or reflux 

 

• 75 mg x2: Only FDA suggests this dose for pts with severe renal 

dysfunction (CrCl 15-30 ml/min) 

 

• Contraindicated if CrCl < 30 ml/min 



Stopping dabigatran for elective surgery 

Renal function Τ1/2 Stop dabigatran 

(CrCl in ml/min) (hrs) High bleeding Usual 

   risk or risk 

   major surgery 

 

>80 ~ 13 2 days 24 hrs 

 

50-80 ~15 2-3 days 1-2 days 

 

30-50 ~~18 4 days 2-3 days 

    (>48 hrs) 



In case of bleeding 

• General measures (like in pts on VKA) 

– FBC, aPTT, X-Match 

– Haemostasis, ensure adequate diuresis, FFP, blood 

 

• Dialysis 

 

• Special haemostatic factors 

• Concentrated prothrombin complex  (II, VII, IX, X) dose: 50 IU/kg  - 

“Beriplex” (250 – 500 IU) 

• rFVII (Novoseven)  40-80 μg/kg 

• Monoclonal  ab under clinical development  



Cardioversion 

Circulation 2011;123:131–6 Ν=1983 pts 



 

Dabigatran and antiplatelet therapy 

 
• Increased haemmorhagic risk 

 

• Few data about DAPT + dabigatran 

 

• In ACS difficult decisions just like in pts on AVK 

– Thrombolysis contraindcated 

– ΒΜS prefferred  

– Low aspirin dose, low INR 

 



 

Dabigatran and antiplatelet therapy 

 

Major 

bleeding 



 

Dabigatran and dual antiplatelet therapy 

Major bleeding 

Circulation 2011; 123: 2363-2372 





1st month.: DAPT+ AVK or DAPT + dabigatran 110(?) mg x2  

Longterm: Only AVK or (?) dabigatran 110 mg x2 + ΑSA  



Dabigatran coagulation laboratory measurements 
• Not necessary  

• May be useful in case of bleeding or surgery  

Van Ryn, Thromb Haemost  2010 



Dabigatran and aPTT 
• Value > 80 sec 12 hr after last dosen (trough level) indicates 

increased activity and risk of bleeding   

Van Ryn, Thromb Haemost  2010 



 Dabigatran vs AVK 

Do pts on AVK with good INR control  

benefit from switching to dabigatran? 

 

In comparison with 

warfarin 

Dabigatran 

150 mg x2 

Dabigatran 

110 mg x2 

Ιschaemic stroke less similar 

Haemorrhagic stroke less less 

Μajor bleeding similar less 

Total events less similar 



Stroke and embolism according to INR control 

Lancet  2010 



 Total events* according to INR control 

Lancet  2010 * (stroke, embolism, MI, PE, Bleeding, Death) 



 

Which pts should not receive dabigatran 

 
1. Pts who cannot afford it!  

2. Pts with advanced renal failure (CrCl < 30 ml/min) 
 



 

Which pts might not receive dabigatran 

 
1. Pts who are already on AVK and have excelent INR 

control 

 especially if 

 

2. They have rather low embolic risk (CHADS2 <2) and 

relatively low bleeding risk (HASBLED <3) 

 

 

 

 



 

Which pts should rather receive dabigatran 

 
1. Pts with high embolic risk (choice:150 mg)  

 

2. Pts with high haemorrhagic risk (choice: 110 mg) 



 

Which pts should receive dabigatran 

 
1. Pts already on AVK and difficult INR control 

2. Pts with embolic event while on AVK (choice: 150 mg) or 

haemorrhage while on AVK (choice:110 mg) 

3. Pts on other drugs and possible interactions with AVK 

4. Pts with an indication for AVK and receive (“wrongly”) 

antiplatelet therapy 



 

NICE (October 2011) 

1. Dabigatran recommended as an option 

2. Decision to start should be made after an informed 

discussion about risk/benefit compared to W 

3. D 150 mg clinically more effective than W, D 110 mg 

non-inferior to W 

4. Cost within the range normally considered a cost-

effective use of NHS resources 

5. Evidence for stratifying by INR control is insufficient to 

exclude the minority of pts with very good INR control 

from considering D as a potential treatment option 

 


