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Caso clinico

» Varon de 67 anos con antecedentes de HTA, Dislipemia, DM tipo2.

» Historia cardiologica: Cardiopatia isquémica con triple pontaje coronario en 1997.
Actualmente en fase de cardiopatia dilatada con FE 23% y episodios de ICC con FE
deprimida. Fibrilacion auricular permanente.

» Enfermedad renal cronica estadio 3b con FGE de 40ml/min.

» 2015 sufrid una hemorragia intracraneal en forma de hematoma subdural tras TCE
estando en tratamiento con acenocumarol, que requirié drenaje quirurgico.

» CHA,DS,-VASc 4 y HAS-BLED 4.




Preguntas

1. ¢Debemos administrar
tratamiento
anticoagulante a
nuestro paciente?

2. ¢ Cual seria la mejor
opcion terapéutica?




Prevalencia de FA en Espana de acuerdo con la edad.

Estudio Val-FAAP

La prevalencia de FA fue mayor en varones que en mujeres (7,3% frente a 5,2%; P<0,01).
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Moderador
Notas de la presentación
En el estudio VAL-FAAP (caracterización y eVALuación de los pacientes con Fibrilación Auricular atendidos en consultas de Atención Primaria) se incluyeron de manera consecutiva a pacientes que fueron atendidos en las consultas de atención primaria. La edad media de los pacientes incluidos fue de 52,9 años, y la prevalencia global del 6,1%. Al igual que se observó en estudios previos como el ATRIA o el Rotterdam, la prevalencia de FA también aumentó con la edad. La prevalencia fue también mayor en varones que en mujeres (7,3% frente a 5,2%).

Referencia bibliográfica.
Barrios V, Calderon A, Escobar C, et al. Pacientes con fibrilación auricular asistidos en consultas de atención primaria. Estudio Val-FAAP. Rev Esp Cardiol 2012; 65: 47-53.






Escalas de riesgo

Table Il Clinical risk factors for stroke, transient
ischaemic attack, and systemic embolism in the

CHA;DS,-VASc score
Skl A A Points Table 10 Clinical characteristics comprising the
Congestive heart failure +1 HAS-BLED bleeding risk score
Signs/symptoms of heart failure or objective evidence of
reduced left ventricular ejection fraction
o - I Letter| Clinical characteristic® Points awarded
ypertension + :
Resting blood pressure >140/90 mmHg on at least two H | Hypertension l
occasions or current antihypertensive treatment A Abnormal renal and liver Land
Age 75 years or older +2 function (| point each)
Diabetes mellitus +| S Stroke |
Fasting glucose =125 mg/dL (7 mmol/L) or treatment B | Bleeding [
with oral hypoglycaemic agent and/or insulin
hypogly E L | Labile INRs |
Previous stroke, transient ischaemic attack, or +2
thromboembolism ’ E Elderly (e.g. age >65 years) I
Vascular disease +1 D Drugs or alcohol (| point each) | or2
Previous myocardial infarction, peripheral artery disease, Maximum 9 points
or aortic plaque @
European Heart Journal (2010) 31, 2369-2429 P A
Age 65-74 years * doi:10.1093/eurheartj/ehq278 b
Sex category (female) +1
CHA,DS5-VASc = Congestive Heart failure, hypertension, Age =75 (doubled),
Diabetes, Stroke (doubled), Vascular disease, Age 65=74, and Sex (female).




Incidencia de ictus / ES, hemorragia mayor y muerte por

cualquier causa, segun CHA,DS,-VASc (XANTUS)

Ictus / ES
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Moderador
Notas de la presentación
XANTUS: Primer estudio prospectivo, internacional y observacional publicado, en pacientes con FANV tratados con rivaroxaban.
Estudio prospectivo internacional observacional, con un solo brazo de tratamiento, no intervencionista para evaluar la seguridad y la efectividad de rivaroxaban en práctica clínica real. Pacientes reclutados desde Junio 2012 a Diciembre 2013.

Objetivo: evaluar la hemorragia mayor, ictus o embolia sistémica, así como otras variables de seguridad y efectividad en pacientes con FANV en práctica clínica real.
El 37% de los pacientes fueron mayores de 75 años, el 45,5% de los pacientes incluidos habían recibido previamente AVK, la hipertensión fue la comorbilidad más frecuente afectando un 74,7% de los pacientes, el 19% de los pacientes habían sufrido previamente ictus, ES o AIT. La media de los valores CHADS2 y CHA2DS2-VASc fue de 2,0 y 3,4 respectivamente.

La tasa de incidencia de ictus o ES fue de 0,8% anual, IC95% (0,6-1,1).
• El ictus isquémico fue el más frecuente y afectó al 0,5% de los pacientes.
• La tasa de tromboembolismos sistémicos fue de 0,1% anual
Bajas tasas de hemorragia mayor, (2,1% anual) incluyendo hemorragia en órgano crítico, HIC (0,4% anual) y hemorragia mortal (0,2% anual) en la práctica clínica real.



Indicacion de anticoagulacion

ven | 0 2 | 3 | 4

1
4

Consider for
anticoagulation

...>

ESC 2012 l

T Recommend for ESC 2016

anticoagulation

Women 1 2 3 4

1. Camm AJ. Eur Heart J. 2012;33:2719-47.
2. Kirchhof P et al, Eur Heart J 2016; doi:10.1093/eurheartj//ehw210
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Tratamiento tradicional de la FA con AVK

2/3 de los ictus por FA se pueden prevenir con un uso de AVK adecuado (INR 2-3)

Un metaanalisis de 29 estudios en Z23.044 pacientes demostro gue una dosis ajustada
de warfarina reduce el ictus isquémico y la mortalidad por todas la causas

—— lctus isquémico
—— Hemorragia intracraneal /-
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indice internacional normalizado (IIN/INR)
Hylek EM, et al. N Eng J Med 2003;348:1019-26.

Hart RG. Ann Intern Med 2007




Riesgo de ictus y supervivencia segun TRT

1,0 m

0,9 =

0,8 =

0,7 =

0,6 =

TTR del grupo de warfarina*

== 71-100%
= 61-70%
= 51-60%
41-50%
w== 31-40%
<30%

== Sin warfarina

| 1 | |
500 1.000 1.500
Supervivencia al ictus (dias)

1
2.000

Supervivencia acumulada

1,0 - i
0,8 =
0,6 =
0,4 =
0,2 =
1 1 1 1 1
0 500 1.000 1.500 2.000
Supervivencia global (dias)

Morgan et al. Thromb Res. 2009;124:37-41.




INn AF

Mechanical heart valves or moderate or severe
mitral stenosis

No |

Estimate stroke risk based on number of

anticoagulant
treatment (lIB)

OAC should be

considered (llaB) /

/

/
>

CHA:DS;:-VASc risk factors®
v i
| / |
No antiplatelet or ‘|, Oral anticoagulation

indicated
Assess for contra-indications
Correct reversible
bleeding risk factors

LAA occluding devices
may be considered in
patients with clear
contra-indications

for OAC (IIbC)

(o

r

AF = atrial fibrillation; LAA = left atrial appendage; NOAC = non-vitamin K antagenist oral anticoagulant; OAC = oral anticoagulation; VKA = vitamin K antagonist.
*Congestive heart failure, Hypertension, Age 275 years (2 points), Diabetes, prior Sstroke/TIA/embolus (2 points),Vascular disease, age 65-74 years, female Sex.

FIncludes women without other stroke risk factors.
“IlaB for women with only one additional stroke risk factor.
“|B for patients with mechanical heart valves or mitral stenosis.

Initiation of Stroke Prevention Therapy

Kirchhof P et al, Eur Heart J 2016


Moderador
Notas de la presentación
Abbreviations
AF, atrial fibrillation; LAA, left atrial appendage; NOAC, non-vitamin K antagonist oral anticoagulant; OAC, oral anticoagulant; VKA, vitamin K antagonist



NOACs are the New Standard of Care for

Stroke Prevention in Eligible Patients with AF*

Recommendations

When oral anticoagulation is initiated in a patient with AF who is eligible for
a NOAC (apixaban, dabigatran, edoxaban, or rivaroxaban), a NOAC is
recommended in preference to a Vitamin K antagonist.

AF patients already on treatment with a vitamin K antagonist may be
considered for NOAC treatment if TTR is not well controlled despite
good adherence, or if patient preference without contra-indications to
NOAC (e.g. prosthetic valve).

Antiplatelet monotherapy is not recommended for stroke prevention in
AF patients, regardless of stroke risk.

*Those without mechanical heart valves or moderate or severe mitral stenosis

Kirchhof P et al, Eur Heart J 2016


Moderador
Notas de la presentación
Abbreviations
AF, atrial fibrillation; NOAC, non-vitamin K antagonist oral anticoagulant; NVAF, non-valvular atrial fibrillation; VKA, vitamin K antagonist


Fibrilacion auricular

Resultados de eficacia

mEACO Warfarina

p=ns p<0,001 p=0,01 p=0,01 p=0,02

% por ano
2
1
0
Dabigatran Dabigatran Rivaroxaban Apixaban Edoxaban
RE-LY Rocket Aristotle ENGAGE AF

Obijetivo primario: Ictus o embolismo sistémico



Resultados de seguridad

mACO mWarfarina

p=0,003 p=ns p=ns  p<0,001 p<0,001

Dabigatran Dabigatran Rivaroxaban Apixaban Edoxaban
RE-LY Rocket Aristotle ENGAGE AF

Objetivo: sangrado grave




Fibrilacion auricular

Resultados de seguridad

mEACO Warfarina

3
p<0,001 p<0,001 p=0,02 p<0,001 pP<0,001
2 ¥
% por ano
1
Dabigatran Dabigatran Rivaroxaban Apixaban Edoxaban
RE-LY Rocket Aristotle ENGAGE AF

Objetivo: hemorragia intracraneal



Non-vitamin K antagonist oral anticoagulants compared withwarfarin at

different levels of INR control in atrial fibrillation: A meta-analysis of

randomized trials

Study or Subgroup

NOAC (n)

Warfarin(n)

Weight

Hazard Ratio
IV, Random, 95% CI

Hazard Ratio
1V, Random, 95% CI

4.5.1 TTR <60%

ARISTOTLE Q1
ENGAGE 30 Q1

2243
1406

2251
1406

6.0%
4.6%

0.73 [0.53, 1.00]
0.82 [0.56, 1.18]

ENGAGE 60 Q1 1413 1406 4.5%  0.80 [0.55, 1.16] —~T

RELY 110 Q1 1497 1504 4.5%  1.00 [0.68, 1.45] = lctus o embolismo sistémico
RELY 150 Q1 1509 1504 3.6% 0.57 [0.37, 0.88]) —

ROCKET Q1 1735 1689 4.1%  0.70 [0.47, 1.04] —

ROCKET Q2 1746 1807 5.4% 0.90 [0.64, 1.26] -

Subtotal (95% CI) 32.8% 0.79 [0.68, 0.90] ¢

Heterogeneity: Tau® = 0.00; Chi’ = 4.81,df = 6 (P = 0.57); I’ = 0%

Test for overall effect: Z = 3.39 (P = 0.0007)

4.5.2 TTR 260% to <70%

ARISTOTLE Q2 2287 2268 5.5%  0.94 [0.67, 1.31] -
ARISTOTLE Q3 2301 2301 3.8% 0.64 [0.42, 0.97) -
ENGAGE 30 Q2 2103 2196 6.2%  1.02 [0.75, 1.39] -+
ENGAGE 30 Q3 1906 2038 5.4% 1.22 [0.87,1.72] =
ENGAGE 60 Q2 2104 2196 5.3%  0.73 [0.52, 1.02) -
ENGAGE 60 Q3 1908 2038 4.3%  0.74 [0.50, 1.09) e |
RELY 110 Q2 1524 1514 4.7%  0.81[0.56, 1.17] —T
RELY 110 Q3 1474 1487 3.7%  0.89[0.58, 1.36) —
RELY 150 Q2 1526 1514 3.7%  0.50(0.33,0.77) —_
RELY 150 Q3 1484 1487 3.3%  0.69 [0.44, 1.09) —
ROCKET Q3 1734 1758 5.1%  0.88 [0.62, 1.25] -
Subtotal (95% CI) 51.0%  0.82[0.71, 0.95] ¢

Heterogeneity: Tau® = 0.02; Chi® = 15.80, df = 10 (P = 0.11); > = 37%
Test for overall effect: Z = 2.74 (P = 0.006)

4.53 TTR 2 70%

ARISTOTLE Q4 2289 2263 3.6% 0.88 [0.57, 1.35] —r

ENGAGE 30 Q4 1367 1364 3.1%  1.30[0.81, 2.09]

ENGAGE 60 Q4 1369 1364 2.8% 1.07 [0.65, 1.75) e

RELY 110 Q4 1482 1509 3.3%  0.92[0.59, 1.45) —

RELY 150 Q4 1514 1509 3.4%  0.95 [0.61, 1.48] ——

Subtotal (95% CI) 16.3%  1.00 [0.82, 1.23] ¢

Heterogeneity: Tau’ = 0.00; Chi* = 1.80, df = 4 (P = 0.77); I’ = 0%

Test for overall effect: Z = 0.04 (P = 0.97)

Total (95% CI) 100.0%  0.84 [0.77, 0.92] ¢

Heterogeneity: Tau® = 0.01; Chi® = 26.25, df = 22 (P = 0.24); I’ = 16% ?001 0-‘1 ; 1?0 100‘-

Test for overall effect: Z = 3.92 (P < 0.0001) Fav'ours NOAC Favours warfarin

Carmo J. Intern J Cardiol 2017




m Adjusted Adherence of OAC Cohorts?: PDC Percentages at 6 Months

A. Percentage of Subjects with PDC=0.80 at 6 Months B. Percentage of Subjects with PDC=0.90 at 6 Months
Rivaroxaban versus: Rivaroxaban versus:
Apixaban. absolute difference=5.8%; P<0.001 Apixaban: absolute difference=8.0%; P<0.001
Dabigratran: absolute difference=9.5%; P<0.001 Dabigratran: absolute difference=11.2%; P<0.001
1004 warfarin: absolute difference=13.6%; P<0.001 1004 warfarin: absolute difference=14.7%; P<0.001
o 907 s A 3 o 907 s A A\
_ic 80 ic 80
a g 704 z - a g 704
@ 60 9\ 60
o8 50- o Q 50 . =
gz 40 e 6.3 gg 40
$3 30 n=6,304 n=13,366 53 30- = 184
o 207 & 20— = n=13,366
104 10+
01— ) | : | — 01— ) T : T )
Rivaroxaban  Apixaban Dabigatran Warfarin Rivaroxaban  Apixaban Dabigatran Warfarin
Cohort Cohort Cohort Cohort Cohort Cohort Cohort Cohort
Anticoagulants Anticoagulants
dAdjusted adherence was calculated as the predicted probability of PDC=0.80 or PDC=0.90 based on multivariable logistic regression.
OAC=oral anticoagulant; PDC= proportion of days covered.

McHorney CA. JIMCP 2017



Direct Comparison of

Rivaroxaban, and Apixaban for Effectiveness

Dabigatran,

and Safety in Nonvalvular Atrial Fibrillation

Safety: Secondary outcome (intracranial bleeding)

Event rate per 100 person-years

Rivaroxaban vs Dabigatran
n= 15,787 n= 15,787

0.53 0.26
Favor Rivaroxaban

Hazard ratio (95% Cl)

| ) | 1.79 (1.12-2.86)

Favor Dabigatran

Favor Apixaban

Apixaban vs Dabigatran
n = 6,542 n = 6,542
0.25 0.34 G } 0.65 (0.25-1.65)
Favor Apixaban | Favor Dabigatran
Apixaban vs Rivaroxaban
n = 6,565 n = 6,565
0.25 0.43 -@—F— 0.56 (0.21-1.45)

Favor Rivaroxaban

00 05 1.0

1.5 20 25 3.0

P value

.02

.36

23

Noseworthy PA. Chest 2016



Real-World Setting Comparison of Nonvitamin-K Antagonist Oral Anticoagulants
Versus Vitamin-K Antagonists for Stroke Prevention in Atrial Fibrillation: A
Systematic Review and Meta-Analysis

| HR__| IC95%

Ictus isquémico 0,96

Ictus isquémico y 1,17
embolismo
sistémico
Cualquier ictus y
embolismo

sistémico

0,93

Infarto de
miocardio

0,96

| Dabigatran vs Warfarina

0,8-1,16 Hemorragia
intracraneal

0,92-1,5 _
Hemorragia
gastrointestinal

0,77-1,14 Hemorragia grave
Muerte

0,77-1,21

__ IC 95%

0,37-0,49
1,20 1,06-1,36
0183 0,65'1,05
0,63 0,52-0,76

Ntaios G. Stroke 2017



Real-World Setting Comparison of Nonvitamin-K Antagonist Oral Anticoagulants
Versus Vitamin-K Antagonists for Stroke Prevention in Atrial Fibrillation: A

Systematic Review and Meta-Analysis

Rivaroxaban vs Warfarina

| HR__| IC95% __ IC 95%

Ictus isquémico 0,89 0,76-1,04 Hemorragia 0,47-0,86
IGtus i o 0.73 ey intracraneal

ctus isquémico y , 52-1, _

embolismo Hemor_raga 1,24 1,08-1,41
sistémico gastrointestinal

Cualquier ictus y 0.87 0,71-1,07 Hemorragia grave 1 0,92-1,08
e_m,bo_llsmo Muerte 0,67 0,35-1,3
sistémico

Infarto de 1,02 0,54-1,89

miocardio

Ntaios G. Stroke 2017



Real-World Setting Comparison of Nonvitamin-K Antagonist Oral Anticoagulants
Versus Vitamin-K Antagonists for Stroke Prevention in Atrial Fibrillation: A
Systematic Review and Meta-Analysis

| HR__| IC95%

Ictus isquémico 0,95

Ictus isquémico y 1,07
embolismo

sistémico

Cualquierictusy 0,67
embolismo

sistémico

Infarto de ND
miocardio

Apixaban vs Warfarina

0,75-1,19 Hemorragia
intracraneal

0187_1,31 .
Hemorragia
gastrointestinal

0,46-0,98 Hemorragia grave
Muerte

ND

__ IC 95%

0,31-0,63
0,63 0,42-0,95
0,95 0,48-0,63
0,65 0,56-0,75

Ntaios G. Stroke 2017



Real-World Use of Apixaban for Stroke Prevention

in Atrial Fibrillation: A Systematic Review and Meta-Analysis

Major Bleeding

Apixaban Warfarin Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
1.4.1 Regular or Any Dose
Forslund 2017 79 3587 272 12919 10.8% 1.05 [0.81, 1.35] -+
Halvorsen 2017 49 B506 181 11427 9.7% 0.47 [0.34, 0.65] -
Lamberts 2017 252 7963 1128 24230 12.4% 0.67 [0.58, 0.77] -
Larsen 2016 109 6349 1198 35436 11.6% 0.50 [0.41, 0.61] -
Lee 2015 9 53 18 580 3.6% 6.39 [2.71, 15.05]
Li 2017 753 38470 1303 38470 12.9% 0.57 [0.52, 0.62] -
Lip 2016 68 6964 137 6964 10.1% 0.49 [0.37, 0.66] -
Shiga 2015 1 102 4 200 0.7% 0.49 [0.05, 4.40]
Yao 2016 58 6302 176 7695 10.0% 0.40 [0.29, 0.53] -
Subtotal (95% CI) 76296 137921 B1l.8% 0.64 [0.51, 0.80] -+
Total events 1378 4417
Heterogeneity: Tau® = 0.09; Chi* = 66.16, df = 8 (P < 0.00001); I* = 88%
Test for overall effect: Z = 3.82 (P = 0.0001)
1.4.2 Reduced Dose
Mielsen 2017 160 4400 2136 38893 12.1% 0.65 [0.55, 0.76] -
Yao 2016 13 1393 176 7695 6.1% 0.40 [0.23, 0.71) S
Subtotal (95% CI) 5793 46588 18.2% 0.55 [0.36, 0.86] *
Total events 173 2312
Heterogeneity: Tau® = 0.07; Chi® = 2.54, df = 1 (P = 0.11); I’ = 61%
Test for overall effect: Z = 2.62 (P = 0.009)
Total (95% CI) 82089 184509 100.0% 0.62 [0.51, 0.75] &
Total events . 1551 . 6729 .
Heterogeneity: Tau® = 0.07; Chi* = 69.07, df = 10 (P < 0.00001); I* = 86% 001 o1 i 10 100

Test for overall effect: Z = 4.99 (P < 0.00001)
Test for subgroup differences: Chi® = 0.32, df = 1 (P = 0.57), I = 0%

Favours Apixaban Favours Warfarin

Ri@letti M. Stroke 2018




Real-World Use of Apixaban for Stroke Prevention

In Atrial Fibrillation: A Systematic Review and Meta-Analysis

Major Bleeding

Apixaban Dabigatran Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

0Odds Ratio
M-H, Fixed, 95% CI

2.3.1 Regular or Any Dose

Al-Khalili 2016 2 251 2 233 0.2% 0.93 [0.13, 6.64]
Halvorsen 2017 49 6506 80 7925 5.7% 0.74 [0.52, 1.086]
Lamberts 2017 252 7963 695 15413 36.4% 0.69 [0.60, 0.80]
Larsen 2016 109 6349 376 12701 19.5% 0.57 [0.46, 0.71]
Lee 2015 9 53 3 53 0.2% 3.41[0.87, 13.39]
Lip 2016 40 4407 65 4407 5.1% 0.61[0.41, 0.91]
Moseworthy 2016 50 6542 101 6542 8.0% 0.49 [0.35, 0.69]
Shiga 2015 1 201 1 192 0.1% 0.95[0.06, 15.38)
Subtotal (95% CI) 32272 47466 75.1% 0.65 [0.58, 0.72]
Total events 512 1323

Heterogeneity: Chi® = 11.10, df = 7 (P = 0.13); I’ = 37%
Test for overall effect: Z = 8.22 (P < 0.00001)

2.3.2 Reduced Dose

Nielsen 2017 160 4400 491 8875 24.9%  0.64 [0.54, 0.77]
Subtotal (95% CI) 4400 8875 24.9% 0.64 [0.54, 0.77]
Total events 160 491

Heterogeneity: Mot applicable

Test for overall effect: Z = 4.73 (P < 0.00001)

Total (95% CI) 36672 56341 100.0% 0.65 [0.59, 0.71]
Total events 672 1814

Heterogeneity: Chi* = 11.10, df = 8 (P = 0.20); I = 28%

Test for overall effect: Z = 9.49 (P < 0.00001)
Test for subgroup differences: Chi* = 0.00, df = 1 (P = 0.98), I? = 0%

¢

0.01

0.1 1 10
Favours Apixaban Favours Dabigatran

100

Rreletti M. Stroke 2018




Real-World Use of Apixaban for Stroke Prevention
In Atrial Fibrillation: A Systematic Review and Meta-Analysis

Major Bleeding

Apixaban Rivaroxaban Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.4.1 Regular or Any Dose
Al-Khalili 2016 2 251 10 282 1.0% 0.22 [0.05, 1.01]
Halvorsen 2017 49 6506 109 6817 12.0% 0.47 [0.33, 0.66)] —
Lamberts 2017 252 7963 343 6715 21.5% 0.61[0.51, 0.72] -
Larsen 2016 109 6349 200 7192 17.1% 0.61 [0.48, 0.77] -
Lee 2015 9 53 22 127 2.9% 0.98 [0.42, 2.29] I E—
Lip 2016 72 7399 157 7399 14.7% 0.45 [0.34, 0.60] —
Nosewaorthy 2016 48 6565 123 6565 12.1% 0.39[0.28, 0.54] —
Shiga 2015 1 102 3 107 0.4% 0.34 [0.04, 3.35]
Subtotal (95% CI) 35188 35204 81.7% 0.52 [0.44, 0.62] ¢4
Total events 542 967

Heterogeneity: Tau? = 0.02; Chi® = 12.39, df = 7 (P = 0.09); I’ = 44%
Test for overall effect: Z = 7.50 (P < 0.00001)

3.4.2 Reduced Dose

Mielsen 2017 160 4400 187 3476 18.3% 0.66 [0.53, 0.82] -
Subtotal (95% CI) 4400 3476 18.3% 0.66 [0.53, 0.82] $
Total events 160 187
Heterogeneity: Not applicable
Test for overall effect: Z = 3.72 (P = 0.0002)
Total (95% CI) 39588 38680 100.0% 0.54 [0.47, 0.63] L )
Total events 702 1154
- T _ . 2 = = 12 = } } } d
Heterogeneity: Tau® = 0.02; Chi 15.10, df = 8 (P = 0.06); | 47% 0.01 01 1 10 100

Tast for overall effect; Z = 7.76 (P < 0.00001)
Test for subgroup differences: Chi* = 3.03,df = 1 (P = 0.08), I = 67.0%

Favours Apixaban Favours Rivaroxaban

Proietti M. Stroke 2018



DOAC Warfarin HR HR

Study or Subgroup logHR] SE Total Total Weight IV, Random, 95%C1 IV, Random, 95%CI
Apixaban
: ) ] . . Coleman et al22 0122 042 4083 4083 6.8%  1.13[0.49-2.61] '
Direct Oral Anticoagulants Versus Vitamin K Antagonists Forslund et al.* 0186 019 3587 12019 158% 083 [0.57-1.21) "
. . g i : P ; ; Larsen et al.% 0104 008 6349 35436 215%  1.11[0.94-1.31) ™
o Lietal® -0.400 007 38470 38470 22.0% 067 [0.58-0.77] u
in Real-life Patients With Atrial Fibrillation. A Systematic Lal? D400 DOT a0 ST mo%  oeTI0SsaT .
I i I Yao et al** 0183 022 15390 51380 13.8% 0.83 [0.53-1.30] T
Review and Meta anaIySIS Subtotal (95%CI) 72279 181191 100.0%  0.93 [0.71-1.20] <>
Heterogeneity: Tau' = 0.07; chi-square = 28.59, &f =5 (P < .0001); F = B3%
Test for ove rall effect: 7= 059 (P= _56)
Dabigatran
Bengtson et al.'’ 0182 0.12 13937 63460 91% 1.20 [0.95-1.52] .
Bengtson et al.'” -0.430 011 18891 37707 92% 065 [0.52-081] v
Chan et al.'™ -0.342 015 5821 5261 B.3% 0.71 [0.53-095] "
Farslund et al 24 0174 047 3322 129019 T7.0% 0.84 [0.60-1.18] "
Graham et al®® 0223 0.09 67207 67207 98% 0.80 [0.67-0.96] -
Larsen et al. rded™ 0548 0.18 M2 1918 T4% 1.73 [121-247) '
Larsen et al. stnd*® 0582 021 8T 1918 66% 1.79 [1.18-272) "
Larsen et al *® 0215 0.14 12701 35436 8.5% 1.24 [0.94-1.64] I
comparacion con warrarina Nielsen et al.* 0083 007 8875 38893 10.1%  0.92[0.79-107] T
Seeger et al® 0547 020 15529 15528 6.9% 055 [0.37-082] ¥
0.83, 95% CI1 0.73-0.94). Este Villines et al* 0174 015 12783 12793  81% 084 [062-1.14) '
z Yao et alt® 0058 0.15 28614 28614 B8.3% 1.06 [0.79-1.42] -1
hallazgo resultd ser m uy Subtotal (95%CI) 188740 321645 100.0%  0.95 [0.80-1.13] <
. . Heterogeneity: Tau® = 0.07; chi-square = 5392, df = 11 (P < .00001); f = 80%
consistente entre estudios. Tﬁtﬁﬁweft:" effect 7 = 0.56 (P= 57
Rivaroxaban
Chan et al.'® 562 020 3916 5251  B.A5% 057 [0.38-0.85] "
Coleman et al** -0.342 021 141 11411 B2% 0.71 [0.47-1.07] "
Farslund et al 24 -0.356 021 2370 12919 B.O% 0.70 [0.46-1.07] -
Laliberté et al® 0212 0.18 3654 14616 11.0% 0.81 [057-1.15] "
. Larsen et al_%'ij -0.150 009  T192 35436 324% 086 [0.72-1.03] i
R'Varoxaban Nielsen et al ** 0072 014 3476 38893 17.3% 093 [0.71-122] —a—
Yao et al.*® 0010 015 32350 32350 14.7% 1.01 [0.75-1.36)
Subtotal (95%CI) 64369 150876 100.0% 0.83 [0.73-0.94)] <>
R R R Heterogeneity: Tau' = 0.00; chi-square =699, of =6 (P= 32); F =14%
Test for overall effect: £ = 2.97 (F = .003)
All DOAC
Forslund et a_l_z"" 0210 012 9272 12918 T3i6% 0.81 [0.64-1.03] .
Gieling et a® 0198 030 1306 13643 264% 122 [067-222) e | ¥
Subtotal (95%C) 10578 26562 100.0%  0.90 [0.63-1.29) <=
Heterogeneity: Tau' =0.03; chi-square = 1.55 df =1 (P= 21); F = 38%
Test for overall effect: Z =057 (P = &7)
02 05 1 2 5

Escobar et al_ Rev Esp Cardiol 2018 Test for subgroup differences: chi-square = 1.90, df =3 (P = 59), F = 0% Favors DOAC Favors W arfarin




I |

Direct Oral Anticoagulants Versus Vitamin K Antagonists
in Real-life Patients With Atrial Fibrillation. A Systematic
Review and Meta-analysis

Subtotal (95%Cl)

Test for overall effect Z = 0.79 (P = .43)

61743 122140
Heterogeneity: Tau® = 0.09; chi-square = 30.99, df= 3 (P < .00001); f = 90%

DOAC Warfarin
Study or Subgroup  log[HR] SE Total Total Weight
Apixaban
Larsen et al.® 0.076 008 7192 35436 266%
Li et al 7 0.400 006 17801 15461 276%
Nielsen et al 39 0.173 011 4400 38893 252%
Yao et al 43 0.400 019 32350 32350 206%

100.0%

HR HR
IV, Random, 95%CI IV, Random, 95%CI
1.08[0.91-1.28) ¥
0.67[0.59-0.76] 8
1.19[0.95-1.49) il
0.67 [0.46-0.98] B
0.88 [0.64-1.21] &

Dabigatran
Bouillon et al.18 0.095 023 4370 10705 115% 1.10[0.70-1.73] il
Chanetal.' 0446 013 5921 5251 201% 0.64 [0.49-0.84] *
Larsen et al. % 0157 044 12701 35436 197% 1.17 [0.89-1.54]
Nielsen et al 39 0.116 007 8875 38893 27.9% 0.89 [0.77-1.03]
Yaoet al 45 0.020 043 28614 28614 208% 0.98 [0.76-1.26]
Subtotal (95%Cl) 60481 118899 100.0% 0.92[0.76-1.11]
comparacion con warfarina (HR 0.80, Reterogenely: Tay = 0.0 chl-square ~ 1100, d1=4 (P=.0) = 64%
r overall effect: £ = . =.
95% CI 0.69-0.93), un hallazgo F=
consistente entre estudios. Rivaroxaban u
Bouilllonetal.’™®  -0.2871 034 2335 10705 47% 0.75(0.39-144] —
Chanet al.’® 0673 019 3916 5251 120% 0.51[0.35-0.74] .
Laliberté etal®  -0.261 017 3654 14616 14.2% 0.77 [0.55-1.08] -
Larsen et al.* 0.186 009 7192 35436 284% 0.83 [0.69-1.00] 1
R- b Nielsen et al > 0.116 013 3476 38893 204% 0.89 [0.69-1.15]
IVaroxapan Yaoet al *3 0.072 013 32350 32350 20.3% 0.93 [0.72-120] i
Subtotal (95%Cl) 52923 137251 100.0% 0.80 [0.69-0.93] 0
RRR Heterogeneity: Tau® = 0.01; chi-square = 7.65, df = 5 (P = .18); F = 35%
Test for overall effect Z = 2.92 (P = .003)
All DOAC
Arihiro et al.’® 0.821 078 475 662 1000% 044 [0.09-2.04] —
Subfotal (95%Cl) 475 662 100.0% 0.44 [0.09-2.04] —
Heterogeneity: Not applicable
Test for overall effect: Z = 1.05 (P = .29)

0.06 0.2 1 5 20
Favors DOAC  Favors Warfarin

Test for subgroup differences: chi-square = 202, df = 3 (P=.57), F = 0%
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e

DOAC Warfarin HR HR
Study or Subgroup log[HR] SE Total Total Weight IV, Random, 95%CI| IV, Random, 95%CI
: : : : X Apixaban
Forslund et al.24 0048 042 3587 12918 12.8%  1.05([0.82-1.34] T
Direct Oral Anticoagulants Versus Vitamin K Antagonists Pokmidad® O 02 M7 LM A USPRAN
' : : : - : H ' = Hohnloser et al. ! -0.385 0.5 3633 16178 120% 0.68([0.51-0.81] -
N Real-“fe PatlentS W|th Atnal F|br|”a.t|0n. A SyStema'[IC Larsen et al.’® -0494 0.1 6349 35436 13.5% 0.61[0.49-0.76] -
E 3 Liet al¥7 0510 0.05 38470 38470 158%  0.60 [0.54-0.67] -
R eview an d M eta-an alyS|S Lip et al** -0634 016 7438 15461 11.5% 0.53[0.39-0.72) -
Mielsen et al 3 0038 0.6 4400 38883 11.3%  1.04 [0.76-1.42] -+
Yao et al 4% 0798 044 15380 51380 124%  0.45([0.34-0.60] -
Subtotal (95%C1) 85773 220175 100.0%  0.66 [0.55-0.80] &
Heterogenaeity: Tau® = 0.06; chi-square = 34 52, df =7 (P < .0001); F = 80%
Test for overall effect: Z= 4.34 (P < .0001)
P R :
Se observo una reduccion del riesgo de Dabi
igatran
c : Forslund et al 24 0040 041 3322 12918 7.1%  0.86([0.77-1.20] T
Hemorragia Grave tanto con ap ixaban como Graham et al.28 0030 005 67207 67207 79% 0.87[0.88-107] 1
. o 5 Hahorsen et al.2® 0400 043 7925 11427  6.8%  0.67[0.52-0.86] -
con dabigatran en comparacion con warfarina Hemandezetal® 0457 007 1302 8102 76% 1.58[136-1.84] -
Hohnloser et al. ! 0274 045 3138 16178  65% 0.76 [0.57-1.01] -
(HR 066’ 95% Cl 055—080, HR 081, 95% C| Larsen et al. rdcd™ 0157 0.4 2038 B504 66% 1.7 [0.89-1.54] -
: ] Larsen et al. stnd™ 0150 045 2214  B504  64%  0.86[0.64-1.16] -
A8
069 to _0_95, respecuvamente), sSin em bargo Lgrscnc;:L 0544 041 12701 35436 7.2% (0.58[0.47-0.72) :_
) o Lpetal® 0371 046 4661 15461 6.2%  0.68[0.50-0.85] ]
Mielsen et al. 0138 007  BETS 38883 7.6% 0.87[0.75-1.01]
Ia heterogeneldad eStad Istica fue muy Mishtala et a4 0798 009 2153 4835  7.3%  0.45[0.37-0.55] -
. Seeger et al.* 0223 008 15529 15528 7.6%  0.80[0.68-0.84] -
elevada entre los estudios. Vilnoest a4 013 008 12703 12798 7e% 0871074102 -
Yao et al 4 0235 008 28614 28614 7.5% (.79 [0.67-0.83] -
Subtotal (95%C1) 172472 284403 100.0%  0.83 [0.70-0.87] &
Heterogeneity: Tau” = 0.08; chi-square = 137.96, df =13 (P <.00001); F =91%
Test for overall effect: Z=2.31 (P = .02)
= Rivaroxaban
D a b | g atra n Forslund et al24 0048 012 2370 12918  80%  1.05[0.83-1.33 +
Hahorsen et al 28 0150 042 6817 11427  9.1%  0.86([0.68-1.09] -
Hohnloser et al. ! 0062 0.5 12063 16178 52%  0.84 [0.69-1.28] -+
Lalibert et al.™ 0076 021 3654 14616 28%  1.08[0.71-1.64] -+
Larsen et al.3® 0058 007 7182 35436 21.4%  1.06[0.81-1.23] J
Lip et al.2® 0020 008 17801 15461 1B.1%  0.88[0.83-1.16] T
Mielsen et al.*® 0157 0.1 3476 38BS3 10.4%  1.17 [0.84-1.46] -
Yao et al 4 0038 007 32350 32350 23.9%  1.04[0.90-1.20] J
Subtotal (95%C1) 85723 177281 100.0%  1.02[0.95-1.10]
Heterogeneity: Tau® = 0.00; chi-square = 4.46, df =7 (P= 73); F=0%
Test for overall effect: Z= 0.67 (P =.50)
; = P Al DOAC
Rivaroxaban no mostré una reduccion del O e 081 415 e 1em 063019208  ——ed—
: . S Forslund et al 24 0008 007 8272 12918 47.1%  1.01 [0.87-1.17]
riesgo de Hemorragia Grave en comparacion Geling ot al % 0732 024 1306 13643 366% 208[1.28-3.38] I;—
: Subtotal (95%C1) 11053 27224 100.0%  1.22 [0.67-2.20] <
con warfarina (H R 1. 02, 95% CI1 0.95-1. 10) Heterogeneity: Tau® = 0.18; chi-square = B.52, df = 2 (P = 01); F = 77%
Test for overall effect: Z= 0,85 (P=.51)
t } : t
0.05 02 1 5 20
| Test for subgroup differences: chi-square =22 42 df =3 (P < .0001), ?= B6.6% Favors DOAC Favors Warfarin
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O,

DOAC Warfarin HR HR
Study or Subgroup log[HR] SE  Total Total Weight IV, Random, 95%CI IV, Random, 85%C|
Apixaban
Coleman et al 22 0967 041 4083 4083 89% 0.38[0.17-085) —
Forslund et al. 0287 026 3587 12919 164% 0.75[0.45-1.25)] -
Halvorsen et al 28 0579 022 6817 11427 19.1% 056 [0.36-0.87) -
Larsen et al 3 0328 027 7192 35436 154% 072 [0.42-123) -
Li et al*” -0.446 0412 17801 15461 29.0% 0.64 [0.50-0.82] *
Yao et al.¥® -1.427 0.35 32350 32350 11.1% 0.24 [0.12-048] -
Subtotal (95%CI) 71830 111676 100.0% 0.56 [0.42-0.73] L

Heterogeneity: Tau® = 0.05; chi-square = 946, df =5 (P= .09); F = 47%
Test for overall effect: Z =416 (P < .0001)

Dabigatran
o : Avgil et &l <758 0634 022 B370 14262 7.1% 0.53 [0.34-0.83] -
ComparaCIOn (e{0]8] Warfarlna (HR 056, Rvgileta].h?51": 0510 012 0548 32930 156% 0.60[0.47-077) -
Bengtson et al. -0.867 0.30 18891 37707 43% 042 [0.23-077] -
95% CI 0.42—0.73; HR 0.42, 95% CI Bengtson et al. '’ -0.994 031 13937 63460 4.1% 0.37 [0.20-0.68] -
Chan et al.™® 0821 023 5921 5251 6.9% 0.44[0.28-0.69] -
0.37—0.48: HR 0.66. 95% CIl 0.49-0.88: Farslund et al 2! 0653 024 3322 12019 61% 052 [0.32-0.85] -
. ! ! ! Graham et al.28 -1.078 0.13 67207 67207 4.1% 0.34 [0.26-044)] -
respecnvamente). Halvnrsenetal_z’ig 0776 022 7925 11427 7.5% 046 [0.30-0.71) :
Hernandez et al. -1.140 024 1302 B102 6.5% 0.32 [0.20-0.51]
Larsen et al. rdcd™ 0371 029 2038 8504 47% 0.69[0.39-122) -1
Larsen et al. stnd® 0693 039 2214 8504 27% 0.50[0.23-1.08] -]
Larsen et al. % 0916 024 12701 35436 6.5% 0.40[0.25-064] -
Mishtala et al.% -1.560 064 2153 4835 1.1% 021[006-074] —
. Villines et al. -0.713 025 12793 12793 6.0% 0.49[0.30-0.80] -
Dablgatran Yao et al.4® -1021 0.228 28614 28614 7.0% 0.36 [0.23-0.56] *5
Subtotal (95%C1) 194936 351951 100.0%  0.45 [0.39-0.51]
Heteragenetty: Tau® = 0.01; chi-square = 17.83,df = 14 (P= 21}, f = 21%
Test for overal effect: Z = 11.90 (P < .00001)
Rivaroxaban
Chan et al.20 -1.204 035 3916 5251 10.0% 0.30 [0.15-0.60] -
Coleman et al % 0634 021 11411 11411 155% 0.53 [0.35-0.80] -
Forslund et al.2? 0116 023 2370 12919 14.8% 0.89[0.57-1.39] -+
Halvorsen et al 28 0072 017 6817 11427 17.5% 093 [0.67-129) T
Laliberté et al.** 0.157 029 3654 14616 122% 1.17 [0.66-2.07) T
Larsen et al.¥ 0579 025 7192 35436 13.6% 0.56 [0.34-092) -
Yao et al*® 0673 019 32350 32350 16.4% 0.51[0.35-0.74] -
. Subtotal (95%CI) 67710 123410 100.0% 0.66 [0.49-0.88] o
R |Varoxab an Heterogenetty: Tau® = 0.10: chi-square = 17.92, df = 6 (P = 006); F =67%
Test for overall effect: Z =277 (F= 006)
RRR All DOAC
Arihiro et al. 15 -1.897 138 475 662 56% 015001225
Forslund et al. % 0371 015 9272 12919 64.1% 0689 [0.51-093]
Gieling et al2® 0.350 047 1306 13643 30.3% 1.42 [0.56-3.60]
Subtotal (95%CI) 11053 27224 100.0% 0.79 [0.40-1.54]

Heterogenetty: Tau® = 0.16; chi-square = 341, df =2 (P= 0.18); f = 41%
Test for overall effect: Z=0.70 (F= 48)

0005 01 1 10 200
[Test for subgroup differences: chi-square = 8.54, df =3 (P=.04), F =64.9% Favors DOAC Favors Warfarin
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NACO: Farmacocinética

Dabigatran Rivaroxaban Apixaban Edoxaban
Administracion Oral Oral Oral Oral
Biodisponibilidad 6,5% >80% >50% 60%
Tmax (h) 1,25-3 2-4 1-3 1-2
Vida media (h) 12-14 9-13 8-15 9-10
Metabolismo No CYP3A4 CYP3A4 CYP3A4
hepatico
Eliminacion 85% 66% 25% 33%
renal (1/3 activa)
Interferencia con No No No No

alimentos




Direct oral anticoagulants versus warfarin for preventing stroke and
systemic embolic events among atrial fibrillation patients with

chronic kidney disease (Review)

Analysis 1.8. Comparison | Direct oral anticoagulants versus warfarin, Outcome 8 Intracranial
haemorrhage.

Review: Direct oral anticoagulants versus warfarin for preventing stroke and systemic embolic events among atrial fibrillation patients with chronic kidney disease
Compariscn: | Direct oral anticcagulants versus warfarin

QOutcome: 8 Intracranial haemorrhage

Study or subgroup DOAC Warfarin Risk Ratio Weight Risk Ratio
M- M-
H Random,95% H,Random,95%
n/MN n/N Cl Cl
ARISTOTLE Study 2010 5/1493 27/1512 = 18.8 % 0.19 [ 007, 049 ]
ENGAGE AF-TIMI 48 Study 2013 10/1372 19/1356 B 259 % 0520024, IL11]
J-ROCKET AF Study 2012 2/141 4/143 - 72% 051 [009, 272]
RE-LY Study 2009 1172428 14/1126 — 24.8 % 0.36 [ 0.17,0.80 ]
ROCKET AF Study 2010 10/1474 13/1476 — 233 % 0.77 [ 034, 1.75 ]
Total (95% CI) 6908 5613 - 100.0 % 0.43 [ 0.27, 0.69 |
Total events: 38 (DOAC), 77 (Warfarin)
Heterogeneity: Tau?> = 0.07; Chi*> = 5.36, df = 4 (P = 0.25); 17 =25%
Test for overall effect: Z = 3.50 (P = 0.00046)
Test for subgroup differences: Not applicable

002 0l | 10 50
Less with DOAC Less with warfarin

Kimachi M. Cochrane Database of Systematic Reviews 2017




CENTRAL ILLUSTRATION Renal Outcomes Associated With the Various Oral Anticoagulant Agents:
Possible Mechanisms and Outcomes

Renal Outcomes in Anticoagulated
Patients With Atrial Fibrillation

Possible Mechanisms Renal Outcomes

Renovascular
Calcification or Direct Injury

Renal Protection
Premre

Warfarin O Reference

The cumulative risk at the end of 2 years for
each outcome was 24.4%, 4.0%, 14.8%, and
1.7% for >30% decline in eGFR, doubling of
serum creatinine, AKI, and kidney failure,

respectively.

B B
- 5 - - ,_"-‘;.,\
Rivaroxaban PAR2-m sflammation) &-

Dabigatran

1 X o L o T v
1.2 11 1.0 0908 07 06 05 04 0.3 0.2

Favors Warfarin Favors NOAC
Hazard Ratio

s 30% Decline in eGFR s Doubling of Creatinine

mmmmm Acute Kidney Injury Kidney Failure

Yao X et al. J Am Coll Cardiol 2017



Non-Vitamin K Antagonist Oral

Anticoagulant Dosing in Patients With

Atrial Fibrillation and Renal Dysfunction

Renal indication for
reduced dose

[ Appropriately dosed
{(Renal indication for
dose reduction, and
recejved reduced dose)

[ Over-dosed (Renal
indication for dose
reduction but received
standard dose)

No renal indication for

reduced dose

[ Appropriately dosed (Mo ] Under-dosed (No renal

renal indication for dose
reduction, and received
a standard dose)

indication for dose
reduction, but received a
reduced dose)

i+

— 5.0
— 4.5
- 4.0
3.5
— 3.0
T 25
— 2.0
= 1.5

1.0

I+

Three NOACs

pooled

+ 05

0.0
Hazard
Ratio

Apixaban

B Major bleeding

Dabigatran Rivaroxaban

Yao X. J Am Coll Cardiol 2017




Non-Vitamin K Antagonist Oral
Anticoagulant Dosing in Patients With
Atrial Fibrillation and Renal Dysfunction

FIGURE 2 Percentage of Patients Underdosed

Overall N=3,340 N=4,653 N=5,399
Age
18-64 N=752 N=1,754 N=1,639
65-/74 N=1,058 N=1,450 N=1,875
/5-79 N=597 N=632 N=844
>80 48.0 N=933 25.7 N=817 354 N=1,041
CHA;DS;-VASc
0,1 N=283 N=652 N=729
2,3 N=1,086 N=1,841 N=2,024
>4 N=1,971 N=2,160 N=2,646
HAS-BLED
<3 N=1,771 N=2,845 N=3471
>3 N=1,569 N=1,808 N=1,928
0 10 20 30 40 50 0 10 20 30 40 O 10 20 30 40 50
M Apixaban M Dabigatran M Rivaroxaban

Yao X.J Am Coll Cardiol 2017



CENTRAL ILLUSTRATION Proposed Algorithm for Oral Anticoagulant Choices in Patients With Atrial Fibrillation
and Chronic Kidney Disease

aed

Patient with atrial fibrillation
and chronic kidney disease

I
Determine stroke risk (CHA2DS2-VASc Score)
Consider oral anticoagulation if score is = 1in males/ =2 in females

Determine bleeding risk (HAS-BLED Score)

appropriate oral a oaqulsa DA
&
OAC options: ¥ RD on RR 9 0-49 0
Vitamin K When time.in When time_in
antagonist therapeutic therapeutic
range >70% range >70%
Apixaban 5mg, b.i.d.* 2.5mg, b.i.d.
Dabigatran ® 75 mg, b.id.}
Edoxaban ® 30 mg, o.d.
Rivaroxaban 4 15 mg, o.d.

!

!

Address bleeding risk factors, frequent follow up, and closely monitor renal function in NOAC users

Lau YC et al. J Am Coll Cardiol 2016



Conclusiones

vy v

Actualmente los NACOS son el tratamiento anticoagulante de
eleccion en pacientes con fibrilacion auricular no valvular.

Todos los estudios en |la practica clinica habitual siguen demostrando
gue son tan o mas eficaces que los anti-vitamina K e igual o mas
seguros.

Entre ellos el perfil de eficacia parece similar.

Todos reducen de forma significativa la hemorragia intracraneal,
aunque Apixaban parece mostrar un mejor perfil de seguridad
respecto a las hemorragias graves.

Se debe utilizar siempre la dosis adecuada de cualquier NACO de
acuerdo con la funcion renal del paciente para evitar los efectos de
la infra o sobredosificacion.
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