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Clinical scenario 

• 65 year old lady 

• Hypertension well controlled on single 

 anti-hypertensive agent 

• Routine check 

• Irregular pulse 
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What are the options? 

 Random effects model; 

 Error bars = 95% CI; 

* p>0.2 for homogeneity;    
† Relative risk reduction (RRR) for all strokes (ischaemic and haemorrhagic) 

Warfarin better Placebo better 

RRR (%)† 

100 –100 50 0 –50 

AFASAK 

SPAF 

BAATAF 

CAFA 

SPINAF 

EAFT 

All trials 
RRR 64%*, ARR 2.7% 

(95% CI: 49–74%) 

Compared to a 19% RRR,  

0.7% ARR for aspirin 

Hart RG et al. Ann Intern Med 2007;146:857–67. 



What are the options? 

1 

International normalized ratio (INR) 

O
d

d
s

 r
a

ti
o

 

2 

15 

8 

10 

5 

0 

1 

3 4 5 6 7 

Intracranial bleed 

Therapeutic 

range 

20 

Requires dose adjustment 

and regular monitoring 

Ischaemic  

stroke 

ACC/AHA/ESC guidelines: Fuster V et al. Circulation 2006;114:e257–e354. 
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Morgan CL et al. Thrombosis Research 2009;124:37–41. 



What are the options? 

NICE Guidance 2014 



Novel OACs for stroke prevention in AF 



Dabigatran 

•Dabigatran etexilate:  a direct thrombin inhibitor1 

•Rapid onset of action: 2 hours1 

•Predictable and consistent anticoagulant effects1 

•No known dietary restrictions2 

•No requirement for routine coagulation 

monitoring1 

•Licensed for primary prevention of venous 

thromboembolic events (pVTEp) in elective hip and 

knee replacement surgery since 20083 

1 Stangier J et al. British Journal of Clinical Pharmacology 2007, DOI:10.1111/j.1365–2125.2007.02899. 

2 Stangier J et al. Journal of Clinical Pharmacology 2005;45(5):555–563.; 3 SPC Pradaxa® 75 mg and 110 mg 2011. 



Dabigatran – RE-LY 



RE-LY 1o endpoint: time to first stroke/SEE 
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RR 0.90 

(95% CI: 0.74–1.10) 

p<0.001 (NI) 

p=0.30 (Sup) 

RR 0.65 

(95% CI: 0.52–0.81) 

p<0.001 (NI) 
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 ARR, absolute risk reduction; RR, relative risk; CI, confidence interval; NI, non-inferior; Sup, superior 



Rivaroxaban 

• Direct, specific, competitive factor Xa 

 inhibitor 

• Oral, once daily dosing without need for 

 coagulation monitoring 

• Studied in >25,000 patients in post-op, 

 DVT, PE and ACS patients 



ROCKET AF 



ROCKET AF – 1o OUTCOME 
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Apixaban 

• Oral factor Xa inhibitor 

• Oral, twice daily dosing without need for 

 coagulation monitoring 

• Shown to reduce stroke and systemic 

embolism by 55% compared with aspirin in 

patients with atrial fibrillation and not 

suitable for warfarin 



ARISTOTLE – 1o OUTCOME 

Apixaban 212 patients, 1.27% per year  

Warfarin   265 patients, 1.60% per year 

HR 0.79 (95% CI, 0.66–0.95); P (superiority)=0.011  

P (non-inferiority)<0.001 

21% RRR 

Stroke (ischaemic or haemorrhagic) or systemic embolism 



Edoxaban 

• Oral factor Xa inhibitor 

• Oral, once daily dosing without need for 

 coagulation monitoring 

• Shown to be non-inferior to warfarin and 

lower bleeding risk/CV risk 



ENGAGE AF – TIMI 48 – 1o OUTCOME 
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Which NOAC? 



RE-LY – bleeding risk 

RR 0.93 (95% CI: 0.81–1.07) 

RR 0.80 (95% CI: 0.70–0.93) 

%
 p

e
r 

y
e

a
r RRR 

7% 

ARR 

0.25% 

RRR 

20% 

ARR 

0.70% 

0 

1.0 

2.0 

4.0 

342 / 6,015 

2.87 

D110 mg BID 

399 / 6,076 

3.32 

D150 mg BID 

421 / 6,022 

3.57 

Warfarin 

p=0.32 (sup) 

p=0.003 (sup) 

3.0 

3.5 

2.5 

1.5 

0.5 



Rivaroxaban – bleeding events 

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 



ARISTOTLE – OUTCOMEs 

Outcome 

Apixaban 
(N=9120) 

Warfarin 
(N=9081) 

HR (95% CI) 
P 

Value Event Rate 
(%/yr) 

Event Rate 
(%/yr) 

Stroke or systemic embolism* 1.27 1.60 0.79 (0.66, 0.95) 0.011 

   Stroke 1.19 1.51 0.79 (0.65, 0.95) 0.012 

     Ischemic or uncertain 0.97 1.05 0.92 (0.74, 1.13) 0.42 

     Hemorrhagic 0.24 0.47 0.51 (0.35, 0.75) <0.001 

   Systemic embolism (SE) 0.09 0.10 0.87 (0.44, 1.75) 0.70 

All-cause death* 3.52 3.94 0.89 (0.80, 0.998) 0.047 

Stroke, SE, or all-cause death 4.49 5.04 0.89 (0.81, 0.98) 0.019 

Myocardial infarction 0.53 0.61 0.88 (0.66, 1.17) 0.37 



ENGAGE AF – TIMI 48 – Safety 



Which NOAC? 

• Pay your money and take you choice… 

• Previous ischaemic stroke – high dose 

 dabigatran 

• Higher bleeding risk, lower dose NOAC 

• Once a day? 

• Renal impairment – apixaban 

• ‘Newest’ may be good but least 

 experience 



Key points 

• SPAF remains critical 

• Select strategy according to individual 

• Warfarin still very effective 

• Lots of people taking NOAC (DOAC) 

• Need to address any bleeding risk 

• May change treatment 



Thank you 
 


