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Margen terapéutico 
dicumarínicos

Hylek EM, et al. N Eng J Med. 1996;335:540-6
Hylek EM, et al. Ann Intern Med. 1994;120:897-902

ACV isquémico
Hemorragia intracraneal
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Riesgo embólico:
•Doble a INR=1.7
•Triple a INR=1.5



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

SPAF I

Ictus isquémico RR (95% IC)

AFASAK I

BAATAF

CAFA

0.36 (0.26-0.51)

SPINAF

1.0 2.00

Mejor warfarina Peor warfarina

EAFT

Todos los estudios (n=6)

2900 pacientes

Evidencia científica ACO clásicos
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Estudio PAULA



Estudio FANTASIIA

Bertomeu-Martínez V, et al. Clin. Cardiol. 2015;38:357-64
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Prevalence of poor anticoagulation control 54%



Bleeding

Thrombosis

Björck F, et al. JAMA Cardiol. 2016;1:172-80



Bleeding

Björck F, et al. JAMA Cardiol. 2016;1:172-80

CNS Bleeding



ACOD



stroke or SEE secondary efficacy outcomes

major bleedings secondary safety outcomes

Ruff CT, et al. Lancet 2014;383:955-62

Efficacy and safety of NOAC vs warfarin in AF: meta-analysis



Subgroups: stroke or SEE

≥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

NoDiabetes

0.80 (0.69 - 0.93)

0.83 (0.74 - 0.93) p=0.73

Ruff CT, et al. Lancet 2014;383:955-62



Center-Based TTR

VKA Status

CHADS2 Score

CrCl

Gender

Age

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)

0.2 0.5 1 2

Favors WarfarinFavors NOAC

Ruff CT, et al. Lancet 2014;383:955-62

Subgroups: major bleeding



Low dose regimens
efficacy & safety outcomes

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

Heterogeneity 
P=NS for outcomes except: 
Major Bleeding, p=<0.001
GI Bleeding, p=0.01 

Ruff CT, et al. Lancet 2014;383:955-62



Heidbuchel H, et al. Europace. 2015;17:1467-507



Heidbuchel H, et al. Eur Heart J. 2016 [Epub ahead of print]



Switching between VKA and NOACs and vice versa

Heidbuchel H, et al. Eur Heart J. 2016 [Epub ahead of print]



Heidbuchel H, et al. Europace. 2015;17:1467-507

Pharmacokinetic characteristics of NOACs

Dabigatra
n

Rivaroxa
bana Apixaban Edoxaban

Renal 
elimination 80% 33% 27% 50%

a33% excreted unchanged



Heidbuchel H, et al. Eur Heart J. 2016 [Epub ahead of print]

Interactions
clinical factors

NOAC dose adaptation



Heidbuchel H, et al. Eur Heart J. 2016 [Epub ahead of print]

Interactions
clinical factors

NOAC dose adaptation



Heidbuchel H, et al. Eur Heart J. 2016 [Epub ahead of print]

Interactions
clinical factors

NOAC dose adaptation



Heidbuchel H, et al. Eur Heart J. 2016 [Epub ahead of print]

Interactions
clinical factors

NOAC dose adaptation



Visado ACO

CHA2DS2VASc

SAMe-TT2R2 >2

CVE

Reducción TRT a 6 meses



SAMe-TT2R2



Apostolakis S, et al. Chest 2013;144:1555-63 

score SAMe-TT2R2

Variable Points

Sex (female) 1

Age (<60 years) 1

Medical history 1

Treatment (interacting drugs) 1

Tobacco use 2

Race (nonwhite) 2



Martínez C, et al. Circulation. 2014;130: A19565

SAMe-TT2R2 scores predict stroke risk after VKA for AF



Severe bleeding AF with VKA
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Lip G, et al. Chest 2014;146:719-26



Lip G, et al. Chest 2014;146:719-26


