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Edoxaban 
30 mg QD regimen 

Warfarin  
(INR 2.0–3.0) 

Edoxaban 
60 mg QD regimen 

PATIENTS 
AF on electrical recording  within last 12 months 

Intended oral anticoagulant 

CHADS2 ≥2 

N=21,105 

Median duration of follow up 2.8 years 

Study design: ENGAGE AF-TIMI 48 

*Dose reduced by 50% if CrCl 30–50 mL/min, body weight ≤60 kg  
or patient receiving verapamil, quinidine or dronedarone 
AF=atrial fibrillation; CrCl=creatinine clearance 
INR=International Normalized Ratio; QD=once daily 

RANDOMIZATION 

1:1:1 randomization is stratified by CHADS2 score 2–3 versus  4–6 
and need for edoxaban dose reduction* 

Randomized, 
double-blind, 

double-dummy, 
event-driven study 

DU176b-C-U301 Protocol ver 8.0_07 Nov 2011. Daiichi Sankyo Inc 
Giugliano et al. N Engl J Med 2013; e-pub ahead of print 

Sin dudas de 
anticoagulación 

Ajustando 
riesgo/benefici

o 



Summary of key outcomes 

0.50 1.00 

Edoxaban 60 mg Edoxaban 30 mg 

Stroke and SEE: ITT 

Major bleed: safety cohort 

CRNM bleed: safety cohort 

Death: ITT 

Stroke, SEE, major bleed, death: ITT 

1.50 

CV death: ITT 

Edoxaban better Warfarin better 

0.89 

0.83 

0.86 

0.85 

0.92 

0.87 

0.86 
0.66 

0.80 
0.47 

Stroke and SEE: mITT on-treatment 

0.87 
1.13 

0.79 
1.07 

1.41 
1.00 

// 

Giugliano et al. N Engl J Med 2013; e-pub ahead of print 

Ischemic stroke: ITT 

0.00 

Hemorrhagic stroke: ITT 
0.54 

0.33 

(TTR 68.4%) 
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Contribuciones de la mortalidad CV a la esperanza de vida de 

la población española de 1980 a 2009 

García González JM. Rev Esp Cardiol 2013. Ahead of print 
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Atrial fibrillation 

Valvular AF* 

VKA 

Yes  

No antithrombotic therapy 

Yes 

 0  

* Includes rheumatic valvular AF, hypertrophic cardiomyopathy, etc. 

** Antiplatelet therapy with aspirin plus clopidogrel, or – less effectively – aspirin only, may be considered in patients who refuse any OAC. 

Colour: CHA2DS2-VASc score; green = 1, blue = 2, red = ≤2.   Line: Solid: best option;  Dashed: alternative option.  
If absolute contraindications to any OAC or anti-platelet therapy, left atrial appendage closure device can be considered. 
AF = atrial fibrillation; CHA2DS2-VASc = see text; HAS-BLED = see text; NOAC = novel anticoagulants; VKA = vitamin K antagonist. 

 1**  ≥2 

NOAC 

Oral anticoagulant 
erapy Assess bleeding risk (HAS-BLED score) 

Consider patient values and preferences 

No (i.e. non-valvular AF) 

Assess risk of stroke  
(CHA2DS2-VASc score) 

No 

< 65 years and lone AF (including females) 

AF ESC Guidelines 
Choice of anticoagulant 
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Fibrilación y Flutter Auricular 

Valoración de riesgo embolígeno / hemorragia  

HASBLED Score 

Hypertension 1 

Abnormal real or liver 1 or 2 

Stroke 2 

Bleeding 1 

Labile INR 1 

Elderly (e.g. > 65y) 1 

Drugs or Alcohol 1 

CHADS2 Embolic Score 

Cardiac Failure 1 

Hypertension 1 

Age > 70 1 

Diabetes 1 

Stroke 2 

CHA2DS2VASc Embolic Score 

Cardiac Failure 1 

Hypertension 1 

Age > 75 2 

Diabetes 1 

Stroke 2 

Vascular disease 1 

Age 65-74 1 

Sex (female) 1 

Siempre Alto Riesgo 
Embolígeno 

Embolia previa 

Estenosis mitral 

Prótesis valvular 



Summary of key outcomes 

0.50 1.00 

Edoxaban 60 mg Edoxaban 30 mg 

Stroke and SEE: ITT 

Major bleed: safety cohort 

CRNM bleed: safety cohort 

Death: ITT 

Stroke, SEE, major bleed, death: ITT 

1.50 

CV death: ITT 

Edoxaban better Warfarin better 

0.89 

0.83 

0.86 

0.85 

0.92 

0.87 

0.86 
0.66 

0.80 
0.47 

Stroke and SEE: mITT on-treatment 

0.87 
1.13 

0.79 
1.07 

1.41 
1.00 

// 

Giugliano et al. N Engl J Med 2013; e-pub ahead of print 

Ischemic stroke: ITT 

0.00 

Hemorrhagic stroke: ITT 
0.54 

0.33 

Dosis 
indicación AC 

Dosis alto 
riesgo sangrado 

Beneficio 
clínico neto 



J.R.G. JUANATEY 
C.H.U.Santiago Camm AJ.  et al. Eur Heart J. 2010 Aug 29. doi:10.1093/eurheartj/ehq278 

ENGAGE-AF. Implicaciones en la práctica clínica 

77,3 % CHADS ≥ 2 

Rodriguez-Mañero M, Cordero A, et al Rev Esp Cardiol 2011; 64:649-653 
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Cumplimentación Terapéutica 
 

54% 

19% 

0% 20% 40% 60% 80% 

Dos Dosis Diarias 

(n = 561) 

p < 0,0001 

Dosis Única Diaria 

(n = 8150) 

1Jackson y cols. Value Health Suppl 2006;9:A363  

Persistencia (definida como los pacientes que tomaron el tratamiento de forma 

continuada durante 12 meses) 

Edoxaban,  

Rivaroxaban 

Dabigatran, Apixaban  

EL CONTROL MEJORA LA CUMPLIMENTACION 
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Pivotal Warfarin-Controlled Trials 

Stroke Prevention in AF 

6 Trials of Warfarin vs. Placebo 

1989-1993 

RE-LY 

(Dabigatran) 

2009 

ROCKET AF  

(Rivaroxaban) 

2010 

ARISTOTLE  

(Apixaban) 

2011 

ENGAGE AF-TIMI 48 

 (Edoxaban) 

2013 

Warfarin vs. Placebo 

2,900 Patients 

NOACs vs. Warfarin 

71,683 Patients 

The “Big 4”  



ENGAGE AF-TIMI 48 

ARISTOTLE 

ROCKET AF 

RE-LY 

Combined 

Favors NOAC Favors Warfarin 

0.88 (0.75 - 1.02) 

0.80 (0.67 - 0.95) 

0.88 (0.75 - 1.03) 

0.66 (0.53 - 0.82) 

0.81 (0.73 - 0.91) 

Risk Ratio (95% CI) 

p=<0.0001 

0.5 1 2 

All NOACS: Stroke or SEE 

[Random Effects Model] 

N=58,541 

Heterogeneity p=0.13 

[60 mg] 

[150 mg] 

Ruff CT, et al. Lancet 2013 [in-press] 



  

All-Cause Mortality 

MI 

Hemorrhagic Stroke 

Ischemic Stroke 

0.90 (0.85 - 0.95) 

0.97 (0.78 - 1.20) 

0.49 (0.38 - 0.64) 

0.92 (0.83 - 1.02) 

Risk Ratio (95% CI) 

p=0.0003 

p=0.77 

p<0.0001 

p=0.10 

Favors NOAC Favors Warfarin   

  

0.2   0.5   1   2   

Secondary Efficacy Outcomes 

Heterogeneity p=NS for all outcomes 

Ruff CT, et al. Lancet 2013 [in-press] 



ARISTOTLE 

ROCKET AF 

Combined 

Favors NOAC Favors Warfarin 

Risk Ratio (95% CI) 

0.80 (0.71 - 0.90) 

0.71 (0.61 - 0.81) 

1.03 (0.90 - 1.18) 

0.94 (0.82 - 1.07) 

0.86 (0.73 - 1.00) 

0.5 1 2 

All NOACS: Major Bleeding 

[Random Effects Model] 

N=58,498 
p=0.06 

Heterogeneity p=0.001 

RE-LY 
[150 mg] 

ENGAGE AF-TIMI 48 
[60 mg] 

Ruff CT, et al. Lancet 2013 [in-press] 



  

GI Bleeding 

ICH 

1.25 (1.01 - 1.55) 

0.48 (0.39 - 0.59) 

Risk Ratio (95% CI) 

p=0.043 

p<0.0001 

Favors NOAC Favors Warfarin   

0.2   0.5   1   2   

Secondary Safety Outcomes 

Heterogeneity  

ICH, p=0.22 

GI Bleeding, p=0.009 

Ruff CT, et al. Lancet 2013 [in-press] 



≥66% 0.82 (0.71 - 0.95) 

<66% 0.77 (0.65 - 0.92) 

Experienced 0.85 (0.70 - 1.03) 

Naive 0.75 (0.66 - 0.86) 

3-6 0.80 (0.72 - 0.89) 

2 0.86 (0.70 - 1.05) 

0-1 0.75 (0.54 - 1.04) 

 >80 0.98 (0.79 - 1.22) 

50-80 0.75 (0.66 - 0.85) 

<50 0.79 (0.65 - 0.96) 

Yes 0.86 (0.76 - 0.98) 

No 0.78 (0.66 - 0.91) 

Male 0.84 (0.75 - 0.94) 

Female 0.78 (0.65 - 0.94) 

≥75 0.78 (0.68 - 0.88) 

<75 0.85 (0.73 - 0.99) 

Center-Based TTR 

VKA Status 

CHADS2
 Score 

CrCl  

Gender 

Age 

Risk Ratio (95% CI) 

p=0.60 

p=0.31 

p=0.76 

p=0.12 

p=0.30 

p=0.52 

p=0.38 

P-Interaction 

Favors NOAC Favors Warfarin 
0.5 1 2 

Prior Stroke or TIA 

Yes 

No Diabetes 

0.80 (0.69 - 0.93) 

0.83 (0.74 - 0.93) p=0.73 

Subgroups: Stroke or SEE 

Ruff CT, et al. Lancet 2013 [in-press] 



Center-Based TTR 

VKA Status 

CHADS2
 Score 

CrCl  

Gender 

Age 

Favors NOAC 

0.2 0.5 1 2 

Favors Warfarin 

Prior Stroke or TIA 

Diabetes 

Male 

Female 

≥75 

<75 

Yes 

No 

≥66% 

<66% 

Experienced 

Naive 

3-6 

2 

0-1 

 >80 

50-80 

<50 

Yes 

No 

p=0.022 

p=0.78 

p=0.09 

p=0.57 

p=0.70 

p=0.29 

p=0.28 

0.93 (0.76 - 1.13) 

0.69 (0.59 - 0.81) 

0.87 (0.70 - 1.08) 

0.84 (0.76 - 0.93) 

0.86 (0.71 - 1.04) 

0.88 (0.65 - 1.20) 

0.60 (0.45 - 0.80) 

0.85 (0.66 - 1.10) 

0.91 (0.76 - 1.08) 

0.74 (0.52 - 1.05) 

0.89 (0.77 - 1.02) 

0.85 (0.72 - 1.01) 

0.90 (0.72 - 1.12) 

0.75 (0.58 - 0.97) 

0.93 (0.74 - 1.17) 

0.79 (0.67 - 0.94) 

Risk Ratio (95% CI) P-Interaction 

p=0.12 

0.90 (0.78 - 1.04) 

0.71 (0.54 – 0.93) 

Subgroups: Major Bleeding 

Ruff CT, et al. Lancet 2013 [in-press] 



  

GI Bleeding 0.89 (0.57 - 1.37) 

ICH 0.31 (0.24 - 0.41) 

Major Bleeding 0.65 (0.43 - 1.00) 

All-Cause Mortality 0.89 (0.83 - 0.96) 

MI 1.25 (1.04 - 1.50) 

Hemorrhagic Stroke 0.33 (0.23 - 0.46) 

Ischemic Stroke 1.28 (1.02 - 1.60) 

Stroke or SEE 1.03 (0.84 - 1.27) 

Risk Ratio (95% CI) 

p=0.58 

p<0.0001 

p=0.05 

p=0.003 

p=0.019 

p<0.0001 

p=0.045 

p=0.74 

Favors Low Dose NOAC Favors Warfarin 

0.2 0.5 1 2 

Low Dose Regimens 

Efficacy & Safety Outcomes 

N=26,107 

Dabigatran 110 mg & Edoxaban 30 mg 

Heterogeneity  

P=NS for outcomes except:  

Major Bleeding, p=<0.001 

GI Bleeding, p=0.01  Ruff CT, et al. Lancet 2013 [in-press] 
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Spanish Department of Health  

New Oral anticoagulants in AF : 
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¿Cuál es el valor umbral en España? 

   
 

 

Hay varias fuentes que han evaluado el coste/AVAC en nuestro país. 

 
    Pinto et al. (2001):               20.000 €     
 
    Sacristán et al. (2002):        30.000 € 
 
    Soto J. (2004):              24.000-42.000 € 
 
    Pinto et al. (2005):          9.000-38.000 € 
     
    De Cock et al. (2007):   30.000-45.000 € 

 

Estos valores  sirven de  referencia y orientan a los decisores. 

 

 

 
 

 

Pinto et al. El  valor monetario de la Salud. Barcelona: Springer-Verlag; 2001; 52-91. Sacristán et al. Gac Sanit 2002; 16:334-43. Soto J. Farm Hosp 2004; 

28:296-304. Pinto et al. Ekonomiaz 2005; 60:192-209. De Cock et al. Pharmacoeconomics Sp Res Art 2007; 4:97-107. 

Todos cumplen 
umbral 

coste/eficacia 
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Empleo de NACOs vs Otros Nuevos Tratamientos 

Cuota de Mercado 2013 

NACOs Nuevos 

Antiagr. 

Nuevos 

Antidiabeticos 

Nuevos 

Antipsicoticos 
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