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Patients Don’t Get Adequate Medical 
Treatment To Begin With!

Samsa GP, et al. Arch Intern Med 2000;160:967.
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Adequacy of Anticoagulation in Patients with AF in Primary Care Practice
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Therapeutic Range for Warfarin
INR Values at Stroke or ICH
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Dabigatran: Bleeding in RE-LY

D 
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Warfarin
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Annual
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RR

95% CI
p

RR

95% CI
p

Total 14.6% 16.4% 18.2%
0.78

0.74-0.83
<0.001

0.91

0.86-0.97
0.002

Major 2.7 % 3.1 % 3.4 %
0.80

0.69-0.93
0.003

0.93

0.81-1.07
0.31

Life-

Threatening 

major

1.2 % 1.5 % 1.8 %
0.68

0.55-0.83
<0.001

0.81

0.66-0.99
0.04

Gastro-

intestinal

Major

1.1 % 1.5 % 1.0 %
1.10

0.86-1.41
0.43

1.50

1.19-1.89
<0.001

Connolly SJ et al, N Engl J Med.2009;361:1139-1151

Major bleed = ↓Hgb ≥2 g/dl, transfusion ≥2U PRBC, or symptomatic bleeding in a critical area or organ.



Primary Safety Outcomes (Bleeding)

Rivaroxaban Warfarin

Event Rate Event Rate 
HR 

(95% CI)

P-

value

Major and non-major 

Clinically Relevant
14.91 14.52 1.03 (0.96, 1.11) 0.442

Major 3.60 3.45 1.04 (0.90, 1.20) 0.576

Non-major Clinically 

Relevant
11.80 11.37 1.04 (0.96, 1.13) 0.345

Event Rates are per 100 patient-years

Based on Safety on Treatment Population

*Major Bleed = fatal outcome, involvement of a critical anatomic site, ↓Hgb ≥2 g/dl, 

transfusion ≥2U PRBC or permanent disability.
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Apixiban: Bleeding Outcomes in ARISTOTLE

Outcome

Apixaban
(N=9088)

Warfarin
(N=9052)

HR (95% CI) P Value
Event Rate

(%/yr)
Event Rate

(%/yr)

Primary safety outcome: 
ISTH major bleeding*

2.13 3.09 0.69 (0.60, 0.80) <0.001

Intracranial 0.33 0.80 0.42 (0.30, 0.58) <0.001

Gastrointestinal 0.76 0.86 0.89 (0.70, 1.15) 0.37

Major or clinically relevant 
non-major bleeding

4.07 6.01 0.68 (0.61, 0.75) <0.001

GUSTO severe bleeding 0.52 1.13 0.46 (0.35, 0.60) <0.001

TIMI major bleeding 0.96 1.69 0.57 (0.46, 0.70) <0.001

Any bleeding 18.1 25.8 0.71 (0.68, 0.75) <0.001

Granger CB et al,  N Engl J Med. 2011;365:981-992

*clinically overt bleed w/↓Hgb ≥2 g/dl or transfusion ≥2U PRBC, occurring at a critical site, or resulting in death.



Solid – WATCHMAN
Dashed - Control

Reddy VY et al, Circulation. 2013; 127: 720-729

RR: 0.71 (0.44–1.30), Prob NI: >0.99, Prob Sup: 0.88 RR: 0.77 (0.42–1.62), Prob NI: >0.99, Prob Sup: 0.73
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PROTECT-AF at 2.3 yr FU: Primary Safety 

Outcomes

Post-procedure primary event: 2.5% vs 4.3%

RR = 0.58 (0.35–1.09); 

Probability of superiority = 95.5%
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complications requiring major CV or endovasc intervention
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Summary

 Chronic anticoagulation, including with the newer 

agents, is associated with a significant hazard for 

bleeding.

 Longer-term RCT data supports the efficacy of LAA 

occlusion, and suggests that LAA occlusion may be 

superior to warfarin after the post-procedure period

 PREVAIL supports the contention that the current 

approach to LAA occlusion is substantially safer, 

thereby tilting the balance toward closure.
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“I gotta have 

my blood 

thinner”

Lets break the anticoagulant 

addiction!


