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Background

« Atrial fibrillation affects 33 million people worldwide.

« Atrial fibrillation increases the risk of stroke with a factor 5.
 Oral anticoagulation reduces the stroke risk.

 Four treatment options in Denmark until 2016.

« Oral anticoagulation increases the bleeding risk — in particular is
intracranial bleeding feared.

Intracranial

b;leeEing

The lesser of two evils principle
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Background

« Atrial fibrillation affects 33 million people worldwide.

« Atrial fibrillation increases the risk of stroke with a factor 5.
 Oral anticoagulation reduces the stroke risk.

 Four treatment options in Denmark until 2016.

« Oral anticoagulation increases the bleeding risk — in particular is
intracranial bleeding feared.

* The clinical question: “Which oral anticoagulant should we choose?”
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Purpose

» To compare the associated risk of ischemic stroke and
intracranial bleeding with NOACs compared with warfarin among
all Danish patients with atrial fibrillation.
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Selection of the study population

Patients with atrial fibrillation who initiated oral anticoagulation

(n=46,584)

1)
2)
3)
4)
5)

Excluded

Age <30 or >100 years (n=94)

Valvular heart disease (n=1145)

Total hip or knee arthroplastic within 5 weeks (n=493)
Venous thromboembolism within 6 months (n=1530)
Two prescriptions of different oral anticoagulant on the
same day (n=23)

n=43,299

Warfarin
41.8%

Dabigatran Rivaroxaban Apixaban
29.1% 13.2% 15.9%
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Stroke — unadjusted absolute risk
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No. af risk Time since oral anticoagulation was initiated (months)
0. atri
VKA 18094 11196 6870 4815 3446
Dabigatran 12613 8398 6484 5109 3760
Rivaroxaban 5693 3090 1864 1282 826

Apixaban 6899 3731 1818 ™ 283
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Stroke — standardized absolute risk

1 year since treatment was initiated

Absolute risk
difference (%)

Absolute risk (%)

Warfarin 2.01(1.80to 2.21) reference
Dabigatran 2.12 (1.90 to 2.39) 0.11 (-0.16 t0 0.42)
Rivaroxaban 2.06 (1.73 10 2.47) 0.05 (-0.33t0 0.48)

Apixaban 2.46 (2.07 to 2.85) 0.45 (-0.001 to 0.93)

* Significant difference (P value d 0.05)
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1000 patients with atrial fibrillation treated with oral anticoagulation

NOAC or warfarin
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Intracranial bleeding — unadjusted absolute risk
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No. at risk Time since oral anticoagulation was initiated (months)
0. atri
VKA 18094 11284 6952 4877 3511
Dabigatran 12613 8503 6602 5224 3860
Rivaroxaban 5693 3122 1897 1314 849

Apixaban 6899 3802 1874 776 288
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Intracranial bleeding — standardized absolute risk

1 year since treatment was initiated

Absolute risk
difference (%)

Absolute risk (%)

Warfarin 0.60 (0.491t0 0.72) reference
Dabigatran 0.26 (0.19 to 0.34)* -0.34 (-0.47 to -0.21)*
Rivaroxaban 0.47 (0.32 to 0.65) -0.13 (-0.33t0 0.08)
Apixaban 0.40 (0.25 to 0.57)* -0.20 (-0.38 to -0.01)*

* Significant difference (P value d 0.05)
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Warfarin

Intracranial bleeding
~ 6 patients
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1000 patients with atrial fibrillation treated with oral anticoagulation

Apixaban

Intracranial bleeding

~ 4 patients
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1000 patients with atrial fibrillation treated with oral anticoagulation

Dabigatran

Intracranial bleeding

~ 3 patients
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Conclusions

Among patients with atrial fibrillation, who were new users of oral
anticoagulation:
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