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los factores
precipitantes

Evalde el Anticoagulacion oral en pacientes
riesgo de ACV con riesgo de ACV

Evalie la
frecuencia
cardiaca
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los sintomas
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Mejoria de los sintomas
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Mayor esperanza
de vida



Ictus en pacientes con FA

La FA multiplica por 5 el riesgo de Ictus.
El riesgo depende de factores clinicos.
Los ictus embolicos por FA tienen peor prondstico.

30 A
Framingham
20 - B AF prevalence
% :
B Strokes attributable to AF
10 A
0 ol

50-59 60-69 70-79 80-89
Age Range (years)



Prevencion de Ictus en FA: Warfarina vs. Placebo

AFASAK-1
SPAF &—
BAATAF —&—
CAFA
SPINAF H&—
EAFT H®— @ 64%
All Trials S
100% 50% 0% -50% -100%
Favors Warfarin Favors Placebo or
Control
HartR, et al. Ann Intern Med. 2007;146:857-8



Registries GARFIELD-AF

Age _ Adjusted HR (95% Cl)
6569 y - 1.63 (1.26 10 2.11)
70-74 y P - 2.15(1.71 to 2.71)
=75y o 4.23 (3.48 to 5.14)
VWomen -I- 0.99 (0.88 10 1.13)
r-&‘ﬁ------------;-- - R B s e e
L _A_snfn ____-.-j L L (_1.26_{0.55 to_0;7_9) [
Other - 1.3% (0.91 to ¢.89)
Smoking
Ex - 1.25 (1.09 to 1.45)
Current | .- 1.57 (1.27 10 1.94)
Diabetes - 127 (1.10 10 1 47)
Hypertension -l- 0.86 (0.74 to 1.00)
Stroke/TIA/SE - 1.27 (1.10 fo 1.47)
History of bleeding P —.— 1.89 (1.51 10 2.37)
Cardiac failure P - 1.86 (1.66 to 2.09)
Vascular disease - 1.40 (1.22 10 1.60)
i - 1 BT §
I AC treatment - 0.65 (0.58 to 0.73) I
Type of AF :
Permanent - 1.45 (1.20 to 1.76)
Persistent . 1.37 (1.12 10 1.66)
New - 1.25 (1.07 to 1.46)

‘ I 1l
05 1 2 3 5

Bassand JP et al. Eur. Heart J. 2016

Mortalidad por
cualquier causa
en 2 anos tras el
comienzo de la FA




TRATAMIENTO ANTITROMBOTICO DE LA FIBRILACION AURICULAR

»Determinantes del riesgo trombético y hemorragico
Cuando debe iniciarse la ACO ?

ACO con antivitamina K (acenocumarol o warfarina)
ACODs vs ACOavk. Eficacia y efectividad

ACO en p. que requieren antiagregacion adicional
Oclusion de la Orejuela lIzquierda

Conclusion



Insuficiencia cardiaca congestiva +1
Signos/sintomas de IC o evidencia objetiva de FEVI reducida

Hipertension +1
Presion arterial en reposo > 140/190 mmHg en al menos 2
ocasiones o tratamiento antihipertensivo en curso

Edad > 75 anos +2

Diabetes mellitus +1
Glucosa en ayunas > 125 mg/dl (7 mmol/l) o tratamiento
hipoglucemiante oral y/o insulina

ACV, AIT o tromboembolia previos +2

Enfermedad vascular +1
Infarto de miocardio, enfermedad arterial periférica o placa adrtica
previos

Edad entre 65y 74 arnios +1

Categoria de sexo (femenino) +1




Annual Stroke Event Rate (%)

16

B +T1A (063, 164, 174, 126, G45)

I +Pulmonary Embolism (163, 164, 174, 126)

14

I +Unspecified Stroke/+Systemic Embolism (163, 164, 174)

BN Ischemic stroke only (163)

CHA,DS,-VASC Score
9923 12,298 16,803 23680 24621 18,690 12,652

6,105 2,48 372

Friberg Ly cols. JACC 2015



JOURNAL OF THE AMERICAN COLLEGE OF CARDIOLOGY
2015 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION

PUBLISHED BY ELSEVIER INC

ORIGINAL INVESTIGATIONS

Oral Anticoagulation, Aspirin, or No
Therapy in Patients With Nonvalvular
AF With O or 1 Stroke Risk Factor
Based on the CHA,DS,-VASc Score

CONCLUSIONS

Low-risk patients (i.e., CHA_DS,-VASc — 0 [male], —1
[female]) have a trulx low risk for stroke, intracranial

bleeding, and major bleeding. With 1 additional

stroke risk factor (i.e., CHA_DS.-VASc =1 |male|i =2

[female]), there was a significant increase in event
rates, particularly mortality, if nonanticoagulated.

L Lip et al. J Am Coll Cardiol. 2015

VOL. 85, NO. 14, 2015

ISSN O735-10097/8368 .00

No Treatment Aspirin Initiated Warfarin Initiated
Events/PY Rate Events/PY Rate Events/PY Rate
No risk factors
ITT
[Stroke 65/13370  0.49 16/2,048 0.78 27/3,078 0.88]
Ischemic stroke  58/13372  0.43 16/2,048 0.78 23/3,080 0.75
[ Bleeding 144/13,329 1.08 31/2,038  1.52 51/3,067  1.66 |
ICH 2013387 0.5 2/2,053 0.10 5/3,093 0.16
Death 519/13,401 3.87  64/2,054 312 68/3,093 2.20
1 risk factor*
I
[Stroke 133/8,571 155  43/2,964 145  55/5172 1.06]
Ischemic stroke  129/8,573 150  43/2964 145 53/5,173 1.02
[ Bleeding 233/8,516 2.74 68/2,949 231 124/5130  2.42 |
ICH 31/8,611 0.36 6/2981  0.20 23/5189 0.44
[Death 978/8.630 ___11.3__169/2.984 566 _ 208/5.197 __ 4.00]
o



Beneficio Clinico Neto: ¢ Aspirina o AVK?

Gtrata / NCB Model Aspirin vs no treatment Warfarin vs no treatment \
| One risk factor |
~074(=202054) § == e == 1.68 (0.63,2.74) P -
DC-5
~0.15 (-0.67.0.38) e 0.59 (0.11;1.08) |
DC-1
\ ~0.11 (~0.68:0.45) | | 0.55(0.01;1.09) — )
0.16 (-0.67,1.00) > 0.49 (-0.29,1.26) to=—1
Singer et al.
0.15(-0.21,0.51) o] 0.31 (-0.04,0.65) [
Connolly et al.
—0.11(-0.74,0.53) ——r—i 055(—007,1.17) —
| T T | T T
-4 -2 0 2 1 -4 -2 0 2 4
Favours NCB Favours Favours NCB Favours
no treatment aspirn no treatment warfarin ‘

Lip y cols. Thromb Haemost 15



Puntuacion de riesgo y toma de decisiones: ¢ CHA,DS,VASC o CHA,DS,VA?

Stroke rate per 100 PY’s

=
o

O P N W b U1 O N 0 O

9.85 9.58

—Males  3.40 per 100 PY’s 9.2
—Females 4.44 per 100 PY’s

0.42
0.48 125 |

CHA2DS2-VA score

Nielsen PB y cols. ESC 2017



¢Qué dicen las guias?

Score

Stroke rate
per 100 PY’s

U.S. guideline recommendations

ESC guideline recommendations

Women Men

CHA,DS,-VASc = 0

CHA,DS,-VASc = 1

CHA,DS,-VASc = 2

CHA,DS,-VASc > 3

0.6

Women Men

-

Consider OAC

Consider OAC




Caracteristicas clinicas del sistema

de puntuacién de sangrado HAS-BLED

©

Letra Caracteristica clinica* Puntos
Hipertension 1
Funcion renal y hepatica alteradas (un punto cadauna) 102
Accidente cerebrovascular 1
Sangrado 1
INR labil 1
Edad avanzada (> 65 anos) 1
Farmacos o alcohol (un punto cada uno) 102

A
©
B
L
©
D

Maximo 9 puntos
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Guias ESC 2016

Se recomienda emplear la escala CHA,DS,-VASc
para la prediccion del riesgo de ACV de los
pacientes con FA

Se debe considerar el empleo de escalas de

riesgo hemorragico para los pacientes con
FA tratados con anticoagulantes orales, para

identificar los factores modificables de riesgo
de sangrado mayor




TRATAMIENTO ANTITROMBOTICO DE LA FIBRILACION AURICULAR

Determinantes del riesgo trombadtico y hemorragico
»Cuando debe iniciarse la ACO ?

ACO con antivitamina K (acenocumarol o warfarina)
ACODs vs ACOavk. Eficacia y efectividad

ACO en p. que requieren antiagregacion adicional
Oclusion de la Orejuela lIzquierda

Conclusion



Guias ESC 2016

Prevencion de los ACV en pacientes programados para cardioversion de la FA I

Se debe iniciar la anticoagulacion con heparina o un NACO tan pronto sea posible, incluso antes de la cardioversion de la FA o el
flutter auricular

Para la cardioversion de la FA o el flutter auricular, se recomienda la anticoagulacion efectiva durante un periodo minimo
de 3 semanas antes de la cardioversion

Se recomienda la ecocardiografia transesofagica (ETE) para excluir trombos cardiacos como alternativa a la anticoagulacion antes
del procedimiento cuando se planifica una cardioversion precoz

La cardioversion precoz se puede realizar sin ETE en pacientes con una duracion de la FA claramente < 48 h

Para los pacientes con riesgo de ACV, se debe mantener la anticoagulacion a largo plazo después de la cardioversion segtn
las recomendaciones especificas sobre anticoagulacion, independientemente del método empleado para la cardioversion o el

mantenimiento aparente del ritmo sinusal. Para los pacientes sin factores de riesgo de ACV, se recomienda la anticoagulacion
durante 4 semanas después de la cardioversion

Para pacientes con trombos identificados por ETE, se recomienda la anticoagulacion efectiva durante al menos 3 semanas

Se debe considerar la repeticion de la ETE para confirmar la resolucion de los trombos antes de la cardioversion




TRATAMIENTO ANTITROMBOTICO DE LA FIBRILACION AURICULAR

Determinantes del riesgo trombadtico y hemorragico
Cuando debe iniciarse la ACO ?

»ACO con antivitamina K (acenocumarol o warfarina)
ACODs vs ACOavk. Eficacia y efectividad

ACO en p. que requieren antiagregacion adicional
Oclusion de la Orejuela lIzquierda

Conclusion



Limitaciones del Acenocumarol y la Warfarina

Comienzo y terminacion retardados.
Interacciones abundantes con alimentos y farmacos.

Variabilidad genética en su metabolismo (VKORC1 y
CYP2C9)

Rango terapeutico estrecho que obliga a controles
INR frecuentes.



Eficacia y Seguridad de la Warfarina

20

15 ;. .
Ictus Isquemico Hemorragia Intracraneal

Odds Ratio

10
Rango
. 1 Terap. 1
|
1
| I | | | | | |
1.0 2.0 3.0 4.0 5.0 6.0 7.0 8.0
INR

rnMed, 2004:141:745-752.

Fang MC, etal. Ann Interi
Hylek EM, et al. N Engl J Med. 1996;335:540-546



TRATAMIENTO ANTITROMBOTICO DE LA FIBRILACION AURICULAR

Determinantes del riesgo trombadtico y hemorragico
Cuando debe iniciarse la ACO ?

ACO con antivitamina K (acenocumarol o warfarina)
»ACODs vs ACOavk. Eficacia, Efectividad y Seguridad
ACO en p. que requieren antiagregacion adicional
Oclusion de la Orejuela lIzquierda

Conclusiones



Propiedades del anticoagulante ideal

Propiedades

Beneficios

Dosis oral Unica diaria

Comienzo del efecto rapido

Desaparicion rapida del efecto tras su
retirada

No interaccidon con drogas o alimentos

Efecto anticoagulante predecible

Eliminacion no renal

Antidoto

Cumplimiento
HBPM puente innecesarias

Simplicidad de manejo si hemorragia
o intervencion quirurgica

Dosificacion simplificada
No precisa monitorizacion
Seguridad en p. con Insuf. Renal

Para emergencias



Rivaroxaban
Apixaban

Edoxaban

I .
v / Dabigatran
lla

v

Fibrinogen ————p Fibrin



Comparacion de ACODs

Mecanismo Inhibidor oral directo de la trombina Inhibidor oral directo Inhibidor oral directo Inhibidor oral directo del factor Xa
del factor Xa del factor Xa
Biodisponibili- 6 66 en ayunas, 80-100 50 62
dad (%) con comida
Tiempo hasta 3 2-4 3 1-2
nivel pico (h)
Vida media (h) 12-17 5-13 9-14 10-14 1
Excrecién 80% renal 66% hepatica, 33% renal 27% renal 50% renal e
IDosis 150 mg/12ho 110 mg/12 h 20 mg/24 h 5mg/12h 60 mg/24 ho 30 mg/24 h

Reduccién de Rivaroxaban, 15 mg/24 hsiel Apixaban, 2,5 mg/12 hen caso Edoxaban 60 mg se reduce a30 mg/24 hy
la dosis para AcICr es 30-49 ml/min de 2 de los siguientes: edoxaban 30 mg se reduce a 15 mg/24 hen
pacientes edad > 80 anos, peso corporal caso de 1 de los siguientes: AclCr 30-50 ml/min,
seleccionados <60 kg o creatinina sérica peso corporal < 60 kg, uso concomitante

> 1,5 mg/dl (133 umol/l de verapamilo o quinidina o dronedarona




ACODs vs AVK: Eficacia. Metanalisis

Ruff CT y cols. Lancet 2013

Pooled NOAC Pooled warfarin RR (95% CI) p
(events) (events)
Efficacy
Ischaemic stroke 665/29292  724/29221 St 092 (0-83-1.02)  0-10
Haemorrhagic stroke 130/29292 263/29221 @ 0-49(0-38-0-64)  <0-0001
Myocardial infarction 413/29292 432/29221 %>— 0-97 (0-78-1-20) 0-77
All-cause mortality 2022/29292 2245/29221 0-90 (0-85-0-95) 0-0003
Safety
Intracranial haemorrhage  204/29287 425/29211 0-48 (0-39-0-59)  <0-0001
Gastrointestinal bleeding ~ 751/29287 £91/29211 <sie—> 1.25(1-01-1.55) 0-043

0-2

|
05

‘_
Favours NOAC

1

e

Favourswarfarin

1
2



Hemorragia Gl: ACODs vs AVK en Registros. Metanalisis
Ntaios G y cols. Stroke 2017

Da blgatra n VKA Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Avgil-Tsadok <75years -0.08338161 0.12033533 6370 14262 8.2% 0.92[0.73, 1.16] =
Avgil-Tsadok =75years 0.26236426 0.0700094 9548 32930 10.3% 1.30 [1.13, 1.49] =
Bengston (dabi-new users) 0.00995033 0.09728764 18981 37707 9.2% 1.01[0.83, 1.22] .
Bengston (dabi-switchers) 0.53062825 0.1058879 13937 63460 8.8% 1.70[1.38, 2.09] -
Chan Stroke 2016 -0.01005034 0.20772744 9940 9913 51% 0.99 [0.66, 1.49] .
Graham Circulation2015 0.41210965 0.06900247 67207 67207 10.4% 1.51[1.32, 1.73] =
Halvorsen 0.23111172 0.11253196 7925 11427 8.5% 1.26 [1.01, 1.57] =
Larsen 2014;650 D110 -0.63488  0.319582 2038 8504 2.9% 0.53[0.28, 0.99]
Larsen 2014;650 D150 0.314811 0.267339 2214 8504  3.7% 1.37 [0.81, 2.31] -
Nishtala 0.14842001 0.1489663 4385 4385 7.1% 1.16 [0.87, 1.55] T
Vaughan Sarrazin 0.43178242 0.12645714 1394 83950 8.0% 1.54 [1.20, 1.97] -
Villines 0.13102826 0.10434769 11484 11484 8.9% 1.14 [0.93, 1.40] T
Yao 0.0295588 0.10343498 14307 14307 8.9% 1.03 [0.84, 1.26] B
Total (95% ClI) 169730 368040 100.0% 1.20 [1.06, 1.36] <l
Heterogeneity: Tau? = 0.03; Chi? = 43.38, df = 12 (P < 0.0001); 12 = 72% 0:5 0=7 1 1=5 2
Test for overall effect: Z = 2.94 (P = 0.003) Favours Dabiaatran Favours VKA
Rlva roxa ba n VKA Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bengston (rivaroxaban) 0.09531018 0.29361742 3301 8280 52% 1.10[0.62, 1.96] "
Chan JACC2016 0.35767444 0.24839328 3916 5251 7.2% 1.43 [0.88, 2.33] =
Laliberte 0.2390169 0.12720162 3654 14616 27.6% 1.27 [0.99, 1.63] I
Yao 0.19062036 0.08619179 16175 16175 60.0% 1.21[1.02, 1.43] ——
Total (95% Cl) 27046 44322 100.0% 1.24 [1.08, 1.41] <>
Heterogeneity: Tau? = 0.00; Chi? = 0.61, df = 3 (P = 0.89); I>= 0% ois 0?7 3 1 5 2
Test for overall effect: Z=3.16 (P = 0.002) Favours Rivaroxaban Favours VKA
Aplxa ba n VKA Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Halvorsen -0.26136476 0.13965188 6506 11427 52.0% 0.77 [0.59, 1.01] —l
Yao -0.67334455 0.16264728 7695 7695 48.0% 0.51[0.37, 0.70] —ii—
Total (95% CI) 14201 19122 100.0% 0.63 [0.42, 0.95] e
Heterogeneity: Tau? = 0.06; Chi? = 3.69, df = 1 (P = 0.05); I>= 73% 0=5 0=7 : 1=5 2

Test for overall effect: Z = 2.23 (P = 0.03)

Favours Apixaban

Favours VKA



Hemorragias Graves: ACODs vs AVK en Registros. Metanalisis
Ntaios G y cols. Stroke 2017

Da b Igatra n VKA Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Bouillon -0.24846136 0.17917445 4370 10705 6.5% 0.78 [0.55, 1.11] B
Chan Stroke 2016 -0.54472718 0.12128156 9940 9913 7.1% 0.58 [0.46, 0.74] -
Halvorsen -0.40047757 0.13420742 7925 11427 7.0% 0.67 [0.52, 0.87] -
Hernandez 0.45742485 0.07572226 1302 8102 7.4% 1.58 [1.36, 1.83] -
Larsen 2014;650 D110 -0.18632958 0.13110861 2038 8504 7.0% 0.83 [0.64, 1.07] -1
Larsen 2014;650 D150 -0.52763274 0.14031794 2214 8504 6.9% 0.59[0.45, 0.78] =
Larsen 2016 -0.54472718 0.10523783 12701 35436 7.2% 0.58 [0.47, 0.71] —
Lip TH2016 -0.34249031 0.19442348 4515 4515  6.4% 0.71[0.49, 1.04] -
Maura -0.16251893 0.34764384 2548 5096 4.7% 0.85[0.43, 1.68] I B
Nishtala -0.7985077 0.10112635 4385 4385 7.2% 0.45[0.37, 0.55] —
Seeger -0.28768207 0.07436756 19189 19189 7.4% 0.75 [0.65, 0.87] -
Sorensen 110 1.193922 0.16205439 782 49640 6.7% 3.30 [2.40, 4.53] -
Sorensen 150 0.10436002 0.4486243 349 49640 3.7% 1.11[0.46, 2.67] *
Villines -0.16251893 0.08990833 11484 11484 7.3% 0.85[0.71, 1.01] ]
Yao -0.23572233 0.0863781 14307 14307 7.3% 0.79 [0.67, 0.94] -
Total (95% CI) 98049 250847 100.0% 0.83 [0.65, 1.05] S

T 1

Heterogeneity: Tau? = 0.19; Chi? = 213.65, df = 14 (P < 0.00001); I? = 93%

f f
Test for overall effect: Z = 1.57 (P = 0.12) 0-2 0.5 ! 2 S

Favours Dabigatran Favours VKA

Rlva roxa ba n VKA Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bouillon 0.03922071  0.2150733 2335 10705  3.6% 1.04 [0.68, 1.59]
Chan JACC2016 -0.26136476 0.19313671 3916 5251  4.4% 0.77 [0.53, 1.12] I
Halvorsen -0.15082289 0.12269711 6817 11427 11.0% 0.86 [0.68, 1.09] -
Laliberte 0.07696104  0.213568 3654 14616  3.6% 1.08 [0.71, 1.64] I
Larsen 2016 0.05826891 0.07686858 7192 35436 28.0% 1.06 [0.91, 1.23]
Lip TH2016 -0.03045921 0.09914745 12625 12625 16.8% 0.97 [0.80, 1.18]
Maura -0.21072103 0.31116242 2861 5722 1.7% 0.81[0.44, 1.49]
Yao 0.03922071 0.07338828 16175 16175 30.8% 1.04 [0.90, 1.20]
Total (95% CI) 55575 111957 100.0% 1.00 [0.92, 1.08]

Heterogeneity: Tau? = 0.00; Chiz =4.91, df =7 (P = 0.67); I? = 0%

Test for overall effect: Z=0.11 (P = 0.92) .
Apixaban

05 07 1 15 2
Favours Rivaroxaban Favours VKA

VKA Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Halvorsen -0.5798185 0.16373824 6506 11427 18.1% 0.56 [0.41, 0.77] -
Larsen 2016 -0.49429632 0.10858873 6349 35436 41.2% 0.61[0.49, 0.75] &
Lip TH2016 -0.597837 0.17353158 6964 6964 16.1% 0.55[0.39, 0.77] -
Yao -0.7985077 0.14060636 7695 7695 24.6% 0.45[0.34, 0.59] -
Total (95% Cl) 27514 61522 100.0% 0.55[0.48, 0.63] L 4

Heterogeneity: Tau? = 0.00; Chi? = 2.96, df = 3 (P = 0.40); 1= 0% — —
Test for overall effect: Z = 8.63 (P < 0.00001) 0507 1 152
’ ’ . Favours Apixaban Favours VKA



ACODs vs ACO en p CHA,DS,VA =1

Ictus isquémico, Hemorragias y Mortalidad
Lip y cols. JAMA Cardiology 2017;2(8):872-881

Ischemic
Strata/ Stroke/SE Favors Favors Any Bleeding Favors Favors Death Favors Favors
Treatment HR (95% Cl) Alternative | Warfarin HR (95% CI) Alternative | Warfarin HR (95% ClI) Alternative ; Warfarin
Entire cohort with AF |
(main analysis) i : i
Apixaban 1.01(0.51-2.01) — 0.35(0.17-0.72) — 0.47 (029-0.76) ——
Dabigatran 0.81(0.49-1.34) —H— 0.48 (0.30-0.77) —— 0.59(0.43-0.81) +
Rivaroxaban 1.46 (0.79-2.70) ——-— 0.84(0.49-1.44) + 0.52(0.34-0.79) —=

Cohort hospitalized with AF
(sensitivity analysis)

Apixaban 1.06 (0.51-2.19) —-— 0.46 (0.22-0.97) S 0.58 (0.33-1.02) .

Dabigatran 0.69(0.39-123)  ——i 0.46 (0.27-0.77) . 0.69 (0.47-1.02) -
Rivaroxaban 127 (0.64-2.52) — - 0.72(0.38-1.37) —- 0.62 (0.36-1.08) —t
Low mortality cohort 5 i ’
(sensitivity analysis) 5 : i
Apixaban 1.39(0.65-2.95) e 0.31(0.12-0.78) — 0.74 (0.39-1.43) i
Dabigatran 1.03 (0.59-1.80) — 0.44 (0.25-0.77) S 0.92 (0.58-1.47) —
Rivaroxaban ~ 1.28 (0.61-2.68) S 0.72 (0.37-1.37) — - 0.39(0.17-0.91) ——
T T T ISENLELALLL) s ) ERELIAALL B AL
0.2 1.0 6.0 0.01 0.1 1.0 3.0 0.01 0.1 1.0 3.0
Ischemic Stroke/SE Any Bleeding Death

HR (95% ClI) HR (95% CI) HR (95% ClI)



Cuestiones que se plantean con los nuevos ACO

Como sabemos cual es el mejor?

Son mejores si el INR esta bien controlado con AVK?

Se siente seguro el clinico no siendo capaz de

monitorizar e

Como manejar

nivel de anticoagulacion?

a anticoagulacion

periprocedimiento?

Es un problema la desaparicion rapida del efecto
cuando el paciente no es cumplidor?

Como evaluar la relacidon coste-efectividad?



Guias ESC 2016

Se recomienda el tratamiento con AVK (INR 2,0-3,0 o superior) para la prevencion de los ACV en pacientes con FA y estenosis mitral
de moderada a grave o valvula cardiaca mecanica

Cuando se inicia la anticoagulacién oral de un paciente con FA candidato a tratamiento con NACO (apixaban, dabigatran, edoxaban
o rivaroxaban), este tratamiento es preferible a un AVK

Cuando los pacientes reciben tratamiento con AVK, se debe mantener lo mas alto posible el TRT y monitorizarlo regularmente

Se debe considerar a los pacientes con FA que reciben tratamiento con un AVK para tratamiento con NACO si el TRT no se controla
adecuadamente a pesar de una buena adherencia o si lo prefiere el paciente, siempre que no haya contraindicaciones para los NACO
(p. €j., valvula protésica)




Guias ESC 2016

Se recomienda el tratamiento con NACO, en

lugar de AVK o AAS, para los pacientes con FA
y ACV previo




EMANATE: Apixaban vs W en Cardioversion de FA

Screening/
randomization

If not cardioverted follow up was 90 days

| <+
Treatment
begins

If cardioverted follow up was 30+/- 7 days |

a

Apixaban 5.0 mg twice daily (2.5 mg BID if down-titrated)

Heparin/VKA (usual care)

1:1

Cardioversion

Imaging

R



EMANATE: Apixaban vs W en Cardioversion de FA

e Stroke/SE -y Safety outcomes N = 1456
—— Apixaban (events: 0/753) Apixaban
0.0207 —— Heparin/VKA (events: 6/747) S
* 5 ischaemic, 1 haemorrhagic stroke with 0
% 0.015 - systemic embolic events
2 ' —
e @ o
E S 0.010 - Clinically
o » relevant non
£S5
a3
=
o

0.000 *Randomised and received > 1 dose of study
' medication (by treatment received)

0 30 60 90 |

Time to stroke/SE (days) Loading dose for Apixaban: 10 mg
Number at risk Imaging guided cardioversion
Apixaban 752 614 199 55

Heparin/VKA 747 565 231 88 |

~major 11 (4) 13
0.005 - ,—' P=0.0164 bleeds



RE-CIRCUIT : Ablacién de FA en presencia de Dabigatran 150 vs Warfarina.
Calkins Hy cols. N Engl ) Med 2017;376:1627-36.

S pabigatan | Wariarin

g10 .
o Patients with ISTH MBEs, n 5 22
% o ISTH MBES, n* 5 23t
= Absolute risk Pericardial tamponade 1 6
% difference -5.3%4 . . .
2 6 - (P<0.001) Pericardial effusion 1 0
= Groin bleed 2 2
I . .
0 4 Relative risk Groin haematoma 0 8
- reduction 77.2%
g Gl bleed 1 2
fa 2 16 v Intracranial bleed 0 2
=
.% J Pseudoaneurysm 0 1
a 0- ' Haematoma 0 2
Dabigatran Warfann . . :
150 mg BID (n=318) Required medical action 4 @
(n=317) Intervention/procedure 1 11

The uninterrupted regimen of dabigatran during ablation is not included in the product label

Major bleeding events (MBEs) during and up to 60 days after ablation

*Based on number of events rather than number of patients. 'One patient on warfarin had two adjudicated ISTH MBEs
Calkins et al. N Engl J Med 2017



ACODs: Conclusiones

Existen abundantes pruebas, en el mundo real,
confirmando los resultados de los ensayos de
eficacia.

Los ACODs son efectivos y seguros. Muestran un
perfil global mas beneficioso que las AVK.

Las hemorragias Gl siguen siendo un problema.

Pudieran no ser coste-efectivos en nuestro medio
en el momento actual.



TRATAMIENTO ANTITROMBOTICO DE LA FIBRILACION AURICULAR

Determinantes del riesgo trombadtico y hemorragico

Cuando debe iniciarse la ACO ?

ACO con antivitamina K (acenocumarol o warfarina)
ACODs vs ACOavk. Eficacia y efectividad

»ACO en p. que requieren antiagregacion adicional
Oclusion de la Orejuela lIzquierda

Conclusion



M
o
1

—
un
1

Cumulative Inddence (%)

ISAR-TRIPLE:
Duracion optima de la triple terapia post stent farmacoactivo

-
I

un
1

- G-month group - 6-week group

HR 1.14 (95% CI 0.68 - 1.91), p=0.63

| ' 1 | 1 |

2 3 4 5 6 7
Months After Randomization

Composite of death, M,
stent thrombosis, stroke or

TIMI major bleeding



Cumulative Incidence (%)

ISAR-TRIPLE:
Duracion optima de la triple terapia post stent farmacoactivo

— G-month group -—— 6-week group

50 4 SW

HR 0.68 (0.47 - 0.98), p=0.04

5
o
1

W
Q
1

(]
Q
1

Q
L

Q
L

T | ! 1 | ] | I | '

0 1 2 3 4 5 6 7 E g
Months After Randomization

Fiedler KA et al. J Am Coll Cardiol 201 5;65:1619-29‘



WOEST

Cumulative incidence of bleeding

573 p. en 15 centros de Bélgica y Holanda. Aleatorizado pero abierto.

) W + Clopidogrel vs W + DAP Lancet 2013 )
Primary Endpoint: Total number of bleeding events

50 %

40 %

30 %

20 %

10 %

0%

— Triple therapy group

= Double therapy group

p<0.001

44.9%

19.5%

HR=0.36 95%CI[0.26-0.50]

180

Days

|
270

|
365




Secondary Endpoint

9 -
p=0.876
8- 73 H Double
p=0.027 - 68 therapy group
M Triple therapy
group

Death Mi TVR Stroke ST

ZIEKENHUIS

MI=any myocardial infarction; TVR= target vessel revascularisation (PCl + CABG); ST= stent thrombosis STAQNTONIVS



PIONEER AF-PCI: Rivaroxaban 15 mg + iP2Y,, v§ W + DAP

Group 1: rivaroxaban 15 mg OD + P2Y12 inhibitor; Group 2: rivaroxaban 2.5 mg BID + DAPT; Group 3: adjusted-dose VKA + DAPT

30
Group 3
25-
2. Clinically significant bleeding:
154 composite of TIMI major or minor
o
(%) bleeding or bleeding requiring
10- medical attention
51 “" Group 1vs. 3: HR 0.59 (95% CI, 0.470.76); p<0.001
' Group 2 vs. 3: HR 0.63 (95% CI, 0.50—0.80); p<0.001
0 T T I 1 1 1 1
0 30 60 90 180 270 360

Day
A Adapted from Gibson CM et al. N Engl J Med 2016;375:2423-34



RE-DUAL PCI: Dabigatran +iP2Y,, vSs W + DAP

Time to first ISTH major or CRNM bleeding event

Time to first ISTH major bleeding event

Time to first TIMI major bleeding event

Time to first TIMI minor or major bleeding event

Il D110
Il D150

Favours dabigatran
dual therapy

Favours warfarin triple
therapy

P value

<0.0001
<0.00071°

0.0003
0.0220

0.0015
0.0285

<0.0001
0.0090



Cumulative Incidence
of Event (%)

RE-DUAL PCI: Dabigatran + iP2Y,, vSs W + DAP

359 HR 1.04 (95% CI 0.84-1.29)

104 P<0.005 for noninferiority

25+ Dual therapy (combined) :
1004 0. Composite of TE events
g BETY 2 (MI, stroke, systemic
80 _ _
704 10- Triple therapy embolism), death or
60 -

§
sof unplanned
;g: 0 90 180 270 360 450 540 630 720 revascularization
20 PP
104 ——

0-_-—-:‘"—1_ T T T T T 1
0 90 180 270 360 450 540 630 720

Davs to First Event

@ E S C European Heart Journal (2018) 39, 1330-1393

European Society doi:10.1093/eurheartj/ehy136
of Cardiology

The 2018 European Heart Rhythm Association
Practical Guide on the use of non-vitamin K
antagonist oral anticoagulants in patients

with atrial fibrillation



TRATAMIENTO ANTITROMBOTICO DE LA FIBRILACION AURICULAR

Determinantes del riesgo trombadtico y hemorragico
Cuando debe iniciarse la ACO ?

ACO con antivitamina K (acenocumarol o warfarina)
ACODs vs ACOavk. Eficacia y efectividad

ACO en p. que requieren antiagregacion adicional
»Oclusion de la Orejuela Izquierda

Conclusion



Alternative for patients w/o OAC option
LAA occluder




Network metaanalysis NOACs vs Warfarin

Stroke or systemic embolism

HR (95% Cl)
LAAC vs Placebo - 0.24 (0.11-0.52)
LAAC vs APT - 0.44 (0.23-0.86)
LAAC vs NOAC - 1.01 (0.53-1.92)

0.1 Favours LAAC 1 Favours comparator

Sahai et al., Heart 2017



Complication rates

10% .
Perforation
9% -
Tamponade
8% - |
Ischemic stroke
7% 4
Device-embolisation
-y I I
Vascular complications
5% - P

PROTECT-AF  CAP PREVAIL EWOLUTION

Boersma et al., Eur Heart J 2016



TRATAMIENTO ANTITROMBOTICO DE LA FIBRILACION AURICULAR

Determinantes del riesgo trombadtico y hemorragico
Cuando debe iniciarse la ACO ?

ACO con antivitamina K (acenocumarol o warfarina)
ACODs vs ACOavk. Eficacia y efectividad

ACO en p. que requieren antiagregacion adicional
Oclusion de la Orejuela lIzquierda

»Conclusion



Si

Guias ESC 2016

v

Se debe considerar la
anticoagulacion oral (lla B)

/

/

/
&

.

Esta indicada la
anticoagulacion oral

Evalte las contraindicaciones
Corrija los factores de riesgo

hemorragico reversibles

r Se puede considerar )

el uso de oclusores de
la Ol para pacientes con

contraindicaciones claras

a la anticoagulacion

oral (lIb C)

\

J







Intracranial
hemorrhage:

Dabigatran

Rivaroxaban

Apixaban

Ntaios G. et al.
Stroke 2017

B Dabigatran VKA Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total  Total Weight IV, Random, 95% ClI IV, Randory, 95% CI
Avgil-Tsadok <75years -0 63487327 022145118 8370 14262 T77% 0.53[0.34,0.82) ——
Avgil-Tsadok =75years 051082562 0.1225%84 8548 32930 15.0% 0.60[0.47,0.76) -
Bengsten (dabi-new users) -1.30933332 0.36327416 18981 37707 3.5% 0.27[0.13, 0.55) _—
Bengston (dabi-switchers) 069314718 035105266 13937 63460 37% 0.50[0.25, 0.99) |
Chan Stroke 2016 -0.82098055 0.16035935 8940 9913 11.5% 0.44 [0.32, 0.60) -
Graham Circulation2015 -1.2039728 0.17682326 67207 67207 10.3% 0.30[0.21,0.42) -
Halvorsen 0.77652879 0.21614741 7925 11427 7.9% 0.46 [0.30, 0.70] L
Larsen 2014,650 D110 -0.71334989 0.28626091 2038 8504  §5.2% 0.49[0.28, 0.86) i
Larsen 2014,650 D150 -0.96758403 0.37408558 2214 8504 3.3% 0.38[0.18,0.79) T
Nishtala -1.56064775 064089429 4385 4385 1.2% 0.21[0.08, 0.74]
Seager -1.17118298 0.29483%45 18189 19188 50% 0.31[0.17, 0.55) -
Staerk -0.89425227 0.16719563 12613 18094  11.0% 0.37[0.27, 0.51) -
Vaughan Sarrazin -0.15082289 071988409 1384 83950 1.0% 0.86 [0.21,3.53]
Villines 0. 77652879 0.25472674 11484 11484 6.3% 0.46 [0.258, 0.76) -
Yao -1.02165125 0.22700445 14307 14307 74% 0.36 [0.23, 0.56) —
Total (95% CI) 201532 405323 100.0% 0.42[0.37, 0.49] ]
Heterogeneity: Tau* = 0.02; Chi* = 19,54, df = 14 (P = 0.15); I* = 28% 05 0*2 : ; 2‘0
Test for overall effect Z = 11.74 (P < 0.00001) Fadours Dabigatran  favours VKA
B
Rivaroxaban VKA Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight |V, Random, 95% CI IV, Randorg, 95% CI
Bengston (rivaroxaban) -0.91628073 1.09027665 3301 8280 1.9% 0.40 [0.05, 3.39] - |
Chan JACC2016 -1.2039728 0.35364652 3916 5251 11.0% 0.30 [0.15, 0.60) .
Coleman -0.63487827 0.20767852 11411 11411 17.5% 0.53 [0.35, 0.80) =
Halvorsen -0.07257069 0.16712239 6817 11427 19.7% 0.93 [0.67, 1.29]
Laliberle 015700375 0.28912123 3654 14616 1386% 1.17 [0.66, 2.06) =
Staerk -0.41551544 0.19854719 5693 18094 18.0% 0.66 [0.45, 0.97] ]
Yao -0.67334455 0.19442348 16175 16175 18.2% 0.51[0.35, 0.75) -
Total (95% CI) 50967 85254 100.0% 0.64 [0.47, 0.86] ‘
Heterogeneity: Tau? = 0.10; Chi* = 16,19, df = 6 (P = 0.01); I* = 63% (] =os 0%2 1 é 2%0
Test for overall effect: Z=2.89 (P = 0.004) Fava JF.S Rivaréxaban avours VKA
3
Apixaban VKA Hazard Ratio Hazagd Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CIj IV, Randbm, 95% CI
Coleman -0.96758403 0.41941925 4083 4083 14.4% 0.38 [0.17, 0.86]
Halvorsen -0.5798185 0.22215009 6506 11427 34.2% 0.56 [0.36, 0.87]
Staerk -0.63487827 0.22767349 6899 18094 33.3% 0.53 [0.34, 0.83]
Yao -1.42711636 0.36406029 7695 7695 18.0%

Total (95% CI)

25183 41299 100.0%

Heterogeneity: Tau® = 0.04; Chi* =4.56, df =3 (P = 0.21); I* = 34%

Test for overall effect: Z = 4.54 (P < 0.00004)=

0.24 [0.12, 0.49)

0.45 [0.31, 0.63] foar

F ixabard Favours VKA




Apixaban

:ﬁ: Universititsklinikum Essen

Gl hemorrhage

Apixaban VKA Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random,95% CI IV, Random, 95% CI
Halvorsen -0.26136476 0.13965188 6506 11427 52.0% 0.77 [0.59, 1.01] —l
Yao -0.67334465_0.16264728 7695 7695 48.0% 0.5110.37,0.70] —il—
Total (95% CI) 14201 19122 100.0% 0.63 [0.42, 0.95]) T
Heterogeneity: Tau® = 0.06, Chi* = 3.69, df = 1 (P = 0.05); P = 73% o=.5 0_* : 1f5 2

Test for overall effect: Z = 2.23 (P = 0.03) Favours Apixaban Favours VKA

Major hemorrhage

Apixaban VKA Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% ClI
Halvorsen -0.6798185 0.16373824 6506 11427 18.1% 0.56 [0.41, 0.77] - =
Larsen 2016 -0.49429632 0.10858873 6349 35436 41.2% 0.61[0.48,0.75] —
Lip TH2016 -0.597837 0.17353158 6964 6964 16.1% 0.55[0.38, 0.77] -
Yao -0.7985077 0.14060636 7695 7695 24.6% 0.45[0.34, 0.59] ——
Total (95% CI) 27514 61522 100.0% 0.55 [0.48, 0.63] v

Heterogeneity: Tau® = 0.00; Chi* = 2.96, df =3 (P = 0.40); P = 0%

0507 1 15 2
Test for overall effect: Z = 8.63 (P < 0.00001) > >

Favours Apixaban Favours VKA

Death
Apixaban VKA Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Larsen 2016 0.43078292 0.0745246 6349 35436 100.0% 0.65[0.56, 0.75]
Total (95% CI) 6349 35436 100.0% 0.65 [0.56, 0.75] E——
Heterogeneity: Not applicable 0*5 0*7 1 1*5 é
Test for overall effect: Z = 5.78 (P < 0.00001) Fav'ours A;;ixaban Favours.VKA

Ntaios G. et al. Stroke 2017 Spitzenmedizin und Menschlichkeit.



Summary of numerous real-world studies of dabigatran vs rivaroxaban

Not for direct comparison between studies — no inter-study conclusions may be drawn

Risk of major bleeding with dabigatran vs rivaroxaban

Gorst-Rasmussen 2016 (D150 vs R20), n=6949

Gorst-Rasmussen 2016 (D110 vs R15), n=4364
Hernandez 2016, n=13 121

Graham 2016, n=118 891

Lip 2016 (all doses), n=9314

Lip 2016 (standard doses), n=8306

Favours rivaroxaban | Favours dabigatran

0.0 0.5

1.0
HR (95% Cl)

15

20

25

30

Other NOAC companies
) Independent academic cenfres
@ FDAICMS

Studies’ of
dabigatran vs rivaroxaban

published between
2014 and 2017




RE-VERSE AD results: immediate, complete, and sustained reversal of
dabigatran anticoagulation, based on dTT

Group A: Uncontrolled bleeding (n=293)

120 —
10 °
100 —
m_
80 —
0
70_
E Idarucizumab
60 — 2x25¢g
40_
T T, T
ST - é
0 I T I T T I T I
Baseline Between 10~30 1h 2h 4h 12h 24h
vidls mn
Time post-idarucizumab

= Median and 25th/75th percentiles | 10th/80th percentiles

dTT, diluted thrombin time; Pollack et al. N Engl J Med 2017

Group B: Emergency surgery or procedure (n=195)

120 —
110 —
100 —
90._
80 —
)
70 —
': Idarucizumab
T 60 T 2x25¢g
40 ‘ .
vl ey T o Sua i, o el =
s
0 T T T T T T T T
Baselinre DBetween 10-30 1h 2h 4h 12h 24h
vials min
Time post-idarucizumab



Cumulative incidence

2%

1%

Risk of thromboembolism

Apixaban  ————- Dabigatran

— - - —  Rivaroxaban Warfarin

0 1
Time since treatment initiation (years)




Rehospitalization (%)

404

30 4

204

10+

0

PIONEER AF-PCI trial: re-hospitalization by cause

Cardiovascular

Riva I5mg + P2Y,; vs. VKA + DAPT Riva 2.5mg + DAPT vs. VKA + DAPT

HR: 0.68 (95% CI: 0.54 - 0.85) HR: 0,73 (95% CL. 0.58
p <0.001 p = 0.005

ARR: 5.1% ARR: E.1%

NNT: 13 NNT: 13

Bleeding

Riva 15mg + P2Y,, vs. VKA + DAPT

HR: 061 (95% CI: 0.41 - 0.90), HR: 0.5]

p=0.012 p=0.00]
ARR: 4.0 ARR:5.1%
NNT: 25 NNT: 20

Riva 2.5mg + DAPT vs. VKA +
0.77)

(95% CL 0,34

0.91)

VKA + DAPT
DAPT

Riva 2.5mg + DAPT

Riva 15mg + P2Y,

NOTE

CV events also included

valvular or vascular

disease, pace-maker/ICD
=Cardiovasculat . .

implantation, arrhythmia

ablation, hypertension,

etc.

Bleeding

L T

0 30 60 90

180
Time in Days

270

L ]

360

Gibson CM et al. Circulation 2017;135:323-33 p



Patient-level metaanalysis

1 Efficacy —+ 0.79 0.22
' All Stroke or SE —— 1.02 0.94

Favors Watchman <= :-’ Favors warfarin

0.01 01 ] 10
Harzard Ratio (95% Cl)

Holmes et al., JACC 2015



Patient-level metaanalysis

Ischemic Stroke or SE 1.95

0.22

8

Hemorrhagic Stroke ; ®

0.05
0.004

Favors Watchman <= :-b Favors warfarin

L L}

0.01 01 ] 10
Harzard Ratio (95% Cl)

Holmes et al., JACC 2015



Patient-level metaanalysis

|
Favors Watchman <@= =9 Favors warfarin

L) L

0.01 0.1 ] 10
Harzard Ratio (95% Cl)

Holmes et al., JACC 2015



SAME-TTZRZ SCOre (Apostolakis S Chest 2013, Roldan V Am J Med 2015) .

Sex (woman),
Age (<60 years);
Medical history (at least 2 of the following: hypertension, diabetes,

coronary artery disease/myocardial infarction, peripheral arterial
disease, congestive heart failure, previous stroke, pulmonary
disease, hepatic or renal disease)

Treatment (interacting drugs, eg, amiodarone for rhythm control) [all 1
point]

current Tobacco use (2 points)

Race (non-Caucasian; 2 points)

0 o 1: alta probabilidad de mantener tiempo en rango terapeutico en
torno a 70% con antivitaminas K



Antithrombotic and anticoagulation
regimen in high risk patients
German AF-NET (Nabauer M. et al., unpublished data)

:ﬁ: Universititsklinikum Essen

n = 4647 patients with high and very high stroke risk

. I There is/was a need for a
broader treatment!

B Anticoagulation
@ ASS

30%
20%

10%

<45 4549 50-54 55-59 60-64 65-69 70-74 75-79 80-84 85-89 90-94 >=95 Age (yea I'S)




Cumulative Incidence

of Event (%)

RE-DUAL PCI: Dabigatran + iP2Y,, vS W + DAP

Major or CRNM bleeding

HR 0.52 (95% CI 0.42-0.63)
P<0.001 for noninferiority

‘-- L L

Triple therapy

e ammT

e ) therapy (110 mg)

%0

1 1 1 I I I
270 360 450 540 630 720

Days to First Event

T
130

Cumulative Incidence

of Event (%)

100
90
80+
70+

504
40~
304
20+
10+

HR 0.72 (95% CI 0.0.58-0.88)
P<0.001 for noninferiority

\
A

-F N N N NN NN NN NEN NN SN A .

5

Corresponding triple therapy

o ———

______......-o-""'"'_—l)ual therapy (150 mg)

90

T
130

| I 1 I I I
270 360 450 540 630 720

Days to First Event

Adapted from Cannon CP et al. N Engl J Med 2017:epub Aug 27

4



