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Why dabigatran failed in the RE-ALLIGN trial ?

Most thromboembolic events in the dabigatran group occurred in patients who had started a study drug within 7 days after 
valve surgery, with fewer occurring in patients who had undergone valve implantation more than 3 months before 
randomization. Excess bleeding events among patients receiving dabigatran occurred in the two study populations.

Warfarin inhibits the activation of both tissue factor–induced coagulation (by inhibiting the synthesis of coagulation factor VII) 
and contact pathway–induced coagulation (by inhibiting the synthesis of factor IX), as well as inhibiting the synthesis of factor X 
and thrombin in the common pathway, whereas dabigatran exclusively inhibits thrombin. If contact activation is intense, the 
resulting thrombin generation may overwhelm local levels of dabigatran, which can lead to thrombus formation on the surface of 
the valve and related embolic complications.

The results may also be relevant to studies of other new oral anticoagulants in patients with mechanical heart valves. Data from
AF trials cannot be extrapolated to patients with mechanical heart valves because the mechanisms of thrombosis are different.



Any stroke in the main AF trials
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Warfarin dosage in the main AF trials

Warfarin

RE-LY Open, adjusted to INR 2.0 - 3.0

ROCKET-AF Blinded, adjusted to INR 2.0 - 3.0

ARISTOTLE Blinded, adjusted to INR 2.0 - 3.0

ENGAGE AF Blinded, adjusted to INR 2.0 - 3.0



Patients risk profiles in the main AF trials

CHADS2

RE-LY 2.1 ± 1.1 (>2: 32%)

ROCKET AF 3.5 ± 0.9 (>2: 87%)

ARISTOTLE 2.1 ± 1.1 (>2: 30%)

ENGAGE AF 2.8 ± 1.0 (>3: 23%)



Pulmonary embolism and myocardial infarction rates
in the main AF trials

Pulmonary embolism Myocardial infarction

RE-LY W 0.09%/yr vs. Dabi 0.14%/yr (ns) W 0.53%/yr vs. Dabi 0.73%/yr (ns)

ROCKET AF N.A. W 1.12%/yr vs. Riva 0.91%/yr (ns)

ARISTOTLE W 0.05%/yr vs. Api 0.04%/yr (ns) W 0.61%/yr vs. Api 0.53%/yr (ns)

ENGAGE AF N.A. W 0.75%/yr vs. Edo 0.70%/yr (ns)



Gastro-intestinal bleeding in the main AF trials

Warfarin Direct OAC

RE-LY 1.02%/yr 1.32%/yr

ROCKET AF 2.2% 3.2%

ARISTOTLE 0.86%/yr 0.76%/yr

ENGAGE AF 1.23%/yr 1.51%/yr



Study drug discontinuation in the main AF trials

Warfarin Direct OAC

RE-LY 17% 21% (more frequently than W for GI symptoms)

ROCKET-AF 22.2% 23.7%

ARISTOTLE 27.5% 25.3%

ENGAGE AF 34.5% 34.4%



Advantages of direct oral anticoagulants (DOACs)

Stable and predictable dosage

Short halflife – quick fading of anticoagulant effect in case of bleeding

No need for laboratory controls

Lower risk of fatal bleeding complications (incl. hemorhagic stroke)



Warfarin advantages over DOACs

Long halflife – stable anticoagulant effect (missing doses carries only
minor risk of ischemic event)

Wide availability - low price

Regular laboratory controls may increase the adherence to medication

Better protection in the highest-risk situations (e.g. prosthetic valves)


