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Objective

After the session, and upon personal reflection & 
study, students will be able to DESIGN and 
RATIONALIZE using EVIDENCE, a stroke 
prevention regimen (drugs, doses, routes, 
frequency) for a patient with atrial fibrillation which 
incorporates their stroke risk, bleeding risk, access 
to coverage, personal values, and ability to be 
monitored. 



2-Year Stroke-free Survival After Ischemic Stroke

Kolominsky-Rabas et al. Stroke 2001;32:2735-40

CASE

•78 y/o F with newly-identified  
asymptomatic atrial fibrillation 

•PMH: 
– DM2 (diet-controlled) 

– TIA in 1999 (receiving ASA 80mg/d since) 

– MI in 2009 

What is the most appropriate antithrombotic therapy for 
stroke prophylaxis in this patient? 
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https://itunes.apple.com/ca/
app/anticoagevaluator/
id609795286?mt=8

Stroke Prevention in AF

What we do In whom Effect vs. 
placebo Source

ASA CHADS2 0-1 OR 
unable to 

anticoagulate
RR 0.78

Ann Intern Med. 
2007;146:857-867

warfarin CHADS2 > 1 
RR 0.33

dabigatran CHADS2 > 1 

& if preferred over 

warfarin, labile 
INR, coverage 

available

110mg bid: similar efficacy+less 
bleeding vs. warfarin


150mg bid: superior efficacy
+similar bleeding vs. warfarin

RE-LY

rivaroxaban efficacy & bleeding 
similar to warfarin ROCKET-AF

apixaban superior efficacy and 
safety to warfarin ARISTOTLE

(edoxaban) not marketed in 
Canada yet

efficacy similar to 
warfarin, less 

bleeding

ENGAGE-AF-
TIMI48



EASY THING TO REMEMBER:

WARFARIN in Atrial Fibrillation 

RELATIVE RISK OF 
STROKE = 0.33  
vs. no therapy

Hart et al. Ann Intern Med 1999;131:492-501 
Ann Intern Med. 2007;146:857-867

EASY THING TO REMEMBER:

ASPIRIN in Atrial Fibrillation 

RELATIVE RISK OF 
STROKE = 0.78  
vs. no therapy

Hart et al. Ann Intern Med 1999;131:492-501 
Ann Intern Med. 2007;146:857-867



Effectiveness of Warfarin in AF
•Cohort study, N=11,526 wth AF, mean 71 y/o 

•2.2 years of observation

Go et al. JAMA 2003;290:2685-92

Primary Prevention
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ICH with warfarin
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Safety of ASA: Acute GI Bleeds
Primary/Secondary Prevention

Derry & Loke. BMJ 2000;321:1183-7 
consistent with ATTC 2009: Lancet 2009; 373: 1849–60 

Lanas et al. Clin Gastro Hepatol 2011;9:762 
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Placebo ASA

N=24 trials, 66,000 patients. Average follow-up 28 mos. 

OR 1.68 
RRI: 73% 
NNH (28mos)~100 
= ~200 x 1 year

Safety of low-dose ASA: Bleeding
Primary/Secondary Prevention

Lanas et al. Clin Gastro Hepatol 2011;9:762 

Placebo ASA

N=35 trials, 87,581 patients. 338,735 person-years followup.  Average follow-up 3.9 y. 

NNH (1 year)

123

1000

476
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Safety of ASA: Intracranial Hemorrhage

Berger JS et al. JAMA 2006;295:306-13

N=6 trials. 51,342 women,  44,114 men.
ASA 75mg - 500 mg/d, mean 6.4 years followup.
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OR 1.69
NNH 803

% over 6.4 years

ACTIVE W
N= 6,707 AF patients with 2+ risk factors for stroke (CHADS + PVD), felt to 
be candidates for warfarin therapy.  33% >75 y/o.  Stopped early.

ACTIVE-W. Lancet 2006;367:1903-12 
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ACTIVE A
N= 7,554 AF patients with 1+ risk factors for stroke (CHADS2+CAD), felt to 
be “unsuitable” for warfarin therapy. Median 3.6y followup.

ACTIVE-A. NEJM 2009;360 [1APR09] 
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RE-LY: dabigatran vs. warfarin in AF
N= 18,113 AF patients with 1+ risk factors for stroke (mean CHADS2 
score 2.1).  Median 2y followup.  Non-inferiority trial.

RE-LY. NEJM 2009;361
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RE-LY: dabigatran vs. warfarin in AF - other 
endpoints
N= 18,113 AF patients with 1+ risk factors for stroke (mean CHADS2 
score 2.1).  Median 2y followup.  Non-inferiority trial.

RE-LY. NEJM 2009;361
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dabigatran 110 mg bid
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NS

NNH=476
RR 1.38 (1.0-1.91)

*

NNT ~370
RR ~0.28

RE-LY: dabigatran vs. warfarin in AF - 
SECONDARY prevention
N= 3,623 AF patients with prior stroke/TIA.  Median 2y followup.  
Pre-specified secondary analysis

RE-LY. Lancet Neurol 2010; 9: 1157–63
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NNTx1y=71



FDA 2NOV12



Rivaroxaban: ROCKET-AF
N= 14,264 AF patients, 87% with CHADS2 >2.  
Median 20 months followup.  DB, Non-inferiority trial.

ROCKET-AF. NEJM 2011;10.1056/NEJMoa1009638 (10AUG11)
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HR 1.04 (0.90-1.20)
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Rivaroxaban: ROCKET-AF - bleeding 
breakdown
N= 14,264 AF patients, 87% with CHADS2 >2.  
Median 20 months followup.  DB, Non-inferiority trial.

ROCKET-AF. CHEST.October 2012;142(4_MeetingAbstracts):84A-84A
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Apixaban: AVERROES
N= 5,599 AF patients with AF + intolerant or “unsuitable” for warfarin.
Max 3y followup, mean 1.1 years (stopped early).  Superiority trial.

AVERROES. N Engl J Med 2011 (10.1056/NEJMoa1007432)
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Apixaban: ARISTOTLE
N= 18,201 AF patients with AF.  ~70 had CHADS2 score >1. Median 1.8y 
followup. DB non-inferiority trial.

ARISTOTLE. N Engl J Med 2011. (10.1056/NEJMoa1107039) 28AUG11 
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HR 0.79 
NNT x 1y=303

HR 0.89
NNT x 1y=233 



Edoxaban: ENGAGE AF-TIMI 48
N= 21,105 AF patients with AF & CHADS2 score >1. Median 2.8y 
followup. DB non-inferiority trial.

ENGAGE AF-TIMI 48. NEJM 2013; 19NOV13 
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edoxaban 30 daily
edoxaban 60 daily
warfarin INR 2-3 (TTR 68.4%)

% per year

HR 0.55

HR 0.87

HR 1.41 HR 0.35

NOAC PharmaCare Coverage in BC

Dabigatran  
• http://www2.gov.bc.ca/gov/content/health/practitioner-professional-

resources/pharmacare/prescribers/limited-coverage-drug-program/limited-
coverage-drugs-dabigatran 

Rivaroxaban 
• http://www2.gov.bc.ca/gov/content/health/practitioner-professional-

resources/pharmacare/prescribers/limited-coverage-drug-program/limited-
coverage-drugs-rivaroxaban-for-atrial-fibrillation-af 

Apixaban  
• http://www2.gov.bc.ca/gov/content/health/practitioner-professional-

resources/pharmacare/prescribers/limited-coverage-drug-program/limited-
coverage-drugs-apixaban-for-atrial-fibrillation-af

http://www2.gov.bc.ca/gov/content/health/
practitioner-professional-resources/pharmacare



CCS 2014 AF Guideline Update: Canadian Journal of Cardiology  2014;30:1114-30 


