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Qual o cenario?

Pacientes com quadro de Fibrilacao atrial com
fatores de risco para fenomenos tromboembadlicos



Distribuicao da Demografica da Fibrilacao Atrial por Idade
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Feinberg WM. Arch Intern Med. 1995;155:469-473.




Secular Trends in Incidence of Atrial Fibrillation in
Olmsted County, Minnesota, 1980 to 2000, and Implications
on the Projections for Future Prevalence
Yoko Miyasaka, MD, PhD; Marion E. Barnes, MSc: Bernard J. Gersh, MB, ChB. DPhil;

Stephen S. Cha, MS: Kent R. Bailey, PhD; Walter P. Abhayaratna, MBRBS:
James B. Seward, MD: Teresa S.M. Tsang, MD
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Locais mais comuns para tromboembolismo na
fibrilacao atrial

Autor No. Cerebral Membros Visceral
(%) (%) (%)
Szekeley 89 70 25 4
Fleming 173 66 20 14
Wood 75 33 6
Casella 21 55 15 27
Daley 393 48 38 14
Gazenge 257 82 13 4
Hinton 34 65 20 15
Hinton 73 58 25 18
Aberg 79 33 25 42

Aberg 308 53 16 31
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Mark S. Link et al. Circ Arrhythm Electrophysiol. 2017;10:e004267

Copyright © American Heart Association, Inc. All rights reserved.



O que devemos considerar?



A decisao de
anticoagular é
baseada:

Risco
Hasbled
Hemorrages
Orbit
Atria

Tromboembolismo cerebral

Beneficio
Chads2
Chads - Vasc

DM
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New oral anticoagulants: a practical guide A
for physicians

Rocio Hinojar*, Jose Julio Jiménez-Natcher, Covadonga Fernandez-Golfin,

and Jose Luis Zamorano

L.

Valvar

Nao Sim

v’

CHADS?2 Anticoagulacdo

CHADS - VASC convencional

Ooul ) )
(se for 56 sexo Maior ou igual a
2
feminino)

HASBLED
Nenhuma terapia PREFERENCIAS

antitromboética
CLEARENCE < 30
[ |

ACO
HONLSRCO CONVENCIONAL

European Heart Journal — Cardiovascular Pharmacotherapy (2015) 1, 134-145



O que podemos utilizar como
profilaxia?

Visao geral



VIA INTRINSECA

Superficic nogan-
vamente caregada  poeor YOI

Pt X el At ado

Calicreina
Ceninoséno

Fﬂl’.‘.lf -l{[ ﬁ Fﬂl’.‘.lf ."'i[

Avada

VIA EXTRINSICA
Calein

Fatores Fator L2 ﬁ Fﬂ?"-'fr X | Tromboplastina tecidual
Anvado

dependentes de (fator tecidual)
vitamina K quuﬁ Fator VIII

Ativado Fatgy i)
i Calcio Cileio
F'ml'nllp]u:lmlj
Vii
Fator X
IX Fator X I— """
X Fator V I F (o1
Atvado
Calcio
\Fnﬁl'nlip:idm /
N

Trombina
Protrombina

4

Mondmerns de Fibnna Solivel _ Fibrinogénio
Trombina Fator X111 *
Fator X111 # Ativado

Caleio Palimeros de Fibnna Insolivel



Intrinsic pathway Extrinsic pathway

Formation of prothrombinase X >

Formation of fibrin )

l Dabigatran
Il [la '
Formation of thrombin Prothrombin > Thrombin

Rivaroxaban, apixaban,

betrixaban, edoxaban,
darexaban, TAK-442,

LYS517717, enxaban,
plamixaban

la

Fibrinogen

2 Fibrin



Dabigatrana | Apixabana Edoxabana |Rivaroxabana

Acgao Inibidor direto Inibidor do fator Inibidor do fator Inibidor do fator
da trombina Xa ativado Xa ativado Xa ativado
Dose 150mg (2x) 5mg (2x) 60mg 20mg
110mg (2x) 2,5mg(2x) 30mg 15mg
15mg (dose Unica)

(dose Unica)

Estudo Re-Ly ARISTOTLE ENGAGE-AF ROCKET-AF
AVERROES



MEDICAGAO DABIGATRANA RIVAROXABANA APIXABANA EDOXABANA

Mecanismo

Pré - Droga

Biodisponibilidade

Meia vida

Tempo para mdaxima
concentragao

Eliminacao Renal
Metabolismo
Hepatico

Tolerabilidade
Grastrointestinal

Absorcao com
alimentos

Ingesta com
alimentos

Doses diarias

Inibidor direto da
Trombina

Sim

6%

12a17h

0,5a2h

80%

Nao

Dispepsia

Sem efeito

Nao

Inibidor do fator Xa

Nao

66% sem alimentos
100% com alimentos

5a9%h -jovens
11 a 13h - idosos

2- 4h

35%

Sim

Nenhum problema

Aumenta 39%

Mandatoria

Inibidor do fator Xa

1-4h

25%

Sim

Nenhum problema

Sem efeito

Nao

Inibidor do fator Xa

Nao

62%

9allh

1-2h

50%
Minima
Nenhum problema
Aumenta 6-22%
Sem recomendacgao

oficial

1



| Patient |

l l with AF I

Nonvalvular

AF

\

Valvular

’

Dose-adjusted

AF

h

VIKA

CHA,DS,-VASC score

(with consideration of HAS-BLED
score and patients preferences

0 for males, 1 for
females (lone AF,
age<65 years)

No antithrombotic
prophylaxis
required

=1 for males, >1 for females?

I} \

Patient accepts OAC, no

contraindications

Patient refuses
OAC

1
|
]

SAMe-TT,R, score®

T
I
I
1
I
1
I
- 1
I
4

I
¥

1
v

1 for males,
2 for females

>1 for males,
>2 for females

1
Y

4 v
Ve
Dose-
NOAC adjusted
VKA

~

Aspirin — clopidogrel combination
or - less effectively — aspirin

monotherapy

Surgical LAA
closure or

excision

January CT, Wann LS, Alpert JS, et al. 2014 AHA/
ACCMHRS Guideline for the management of pa-
tients with atrial fibrillation: a report of the American
College of Cardiology/American Heart Association
Task Force on Practice Guidelines and the Heart
Rhythm Society. Circulation 2014. [Epub ahead of
print].



Qualidade da Anticoagulacao
Escore SAMe-TT2R2

Sexo Feminino 1

Definitions Points
|ldade menor que 60 anos 1 - Sy -
. . . . A Age (<60 years) 1
Historia médica (>2 itens)** 1 M Medical history” 1
. T Treatment (interacting Rx ) 1
Uso de medicamentos com 1 r Tohmuse.:wﬂhinim; )
. ~ R Race (non-white) B
|nteraga0 Maximum points 8

SAMe-TT,R=Sex female, Age less than 60, Medical history, Treatment strateqy
U SO d e ta ba CO 2 (rtythm control), Tobacco use (doubled), Race (doubled). “Two of the following:

hypertension, diabetes, coronary artery disease, myocardial infarction, peripheral

artery disease, congestive heart failure, previous stroke, pulmonary disease,

hepatic or renal disease. tEg, amicdarone for rhythm control.

Raca nao caucasiana 2

Maximo de pontos 8

Escore 0-1 = a favor anticoagula¢ao co Warfarina
Escore 22 = a favor novos anticoagulantes

UHAS,DM, ICO,IAMLICG, AVG,DPOC s



Prevencao de AVC e tromboembolismo

14
1.2

1

0.8
0.6

04

-
i
i

Risco relativo IC 95%

0.2
0

Dabigatrana Dabigatrana Rivaroxabana Apixabana
150 mg(2 vezes) 110 mg(2vezes) 20 mg(1 vez) 5mg(2 vezes)



Risco relativo IC 95%

Risco de sangramento maior

1.4

1.2°}

1

0.8

0.6

0.4
0.2
0 L

Dabigatrana Dabigatrana Rivaroxabana Apixabana
150 mg(2 vezes) 110 mg(2vezes) 20 mg(1lvez) 5mg(2 vezes)



Dabigatrana

Apixabana

Edoxabana
(

Rivaroxabana

Pico plasmatico

Vale Plasmatico

INR

TTPA

Tempo
trombina

Dosagem anti
fator Xa

Depois de 2h

12 a 24h

N3o aplicavel

N3o aplicavel

Acima de 65s maior
risco de sangramento

Nao aplicavel

Depois de 1 a 4h

12 a 24h

N3o aplicavel

N3o aplicavel

N3o aplicavel

Sem dados ainda

Depois de 1a2h

12 a 24h

N3o aplicavel

Pode estar
prolongado

N3o aplicavel

Sem valores de
normalidade

Depois de 2-4h

16 a 24h

Nao aplicavel

N3o aplicavel

Nao aplicavel

Ainda sem valores de
normalidade



Via

Atorvastatin

Digoxin
Verapamil

Diltiazem

Quinidine

Amiodarone

Dronedarone

Ketoconazole: itraconazole;
voricenazole; posaconazole

Fluconazole

Cyclosporin,; tacrolitnus
Clarithromycin;
erythromycin

HIV protease inhibitors (e.g.
ritonavir)

Rifampicin; 5t John's wort;
carbamazepine; phenytoin;
phenobarbital

Antacids (H2B, PPI, Al-Mg-
hydroxide)

Other factors

Age =80 years

Age =75 years

Weight =60kg

Renal function

Other increased bleeding risk

P-gp competition and
CYP3A4 inhibition
P-gp competition

P-gp competition (and
weak CYP3A4
inhibition)

P-gp competition and
weak CYP3A4
inhibitien

P-gp competition

P-gp competition

P-gp and CYP3A4
inhibitor

P-gp and BCRP
competiticn; CYP3A4
inhibition

Moderate CYP3A4
inhibition

P-gp competition
P-gp competition and
CYP3A4 inhibition
P-gp and BCRP
competition or
inducer; CYP3A4
inhibition

F‘-gp_.l’ BCRP and
CYP3A4/CYP2J2
inducers

Gl absorption

Increased plasina level
Increased plasma level
Increased plasma level
Increased plasina level

Dabigatran Api xaban Edoxaban?® Rivaroxaban
+18% % No effect MNo effect
W%
No effect M dataget No effect
+12-180% (reduce %’ +53% (SR}
dose and take (reduce dose
simultaneously) % 7 by 50%)°
No effect +40%5mFC %
,,,,,,,,,,,,,, .
+50% +80% (reduce
dose by 50%)°
+12-60% No effect

) sysemiclly
administered)
50%

4+15-20% +30-54%

e
—12-30% %’%ﬁgﬁ% No effect No effect
See Table 7

Phannacodynamic interactions (antiplatelet drugs; NSAID; systemic steroid
therapy; other anticoagulants); history or active Gl bleeding; recent surgery on
critical organ (brain; eye); thrombocytopenia (e.g. chemotherapy), HAS-BLED = 2

Reduzir dose

Considerar Reduzir dose




Meia vida dos farmacos de acordo com a Func¢ao renal

Clearence Sem dados 8,6h 8,5h
>60ml/minuto

Clearence 18h Sem dados 9,4h 9h
30-60ml/minuto

Clearence 28h Sem dados 16,9h 9,5h
15-30ml/minuto

Clearence Sem dados Sem dados Sem dados Sem dados
<15ml/minuto



Caracteristicas farmacologicas Novos Anticoagulantes

Fracao excretada pelo 80% 27% 50% 35%
Rim
Biodisponibilidade 3-7% 50% 62% 60% sem dieta

100% com dieta
(ingesta de comida
obrigatoria)

Aprovada para >30ml/min >15ml/min >15ml/min >15ml/min
Clearence creatinina

Dose recomendada 150mg (2x) 5mg (2x) 60 mg 20mg (1x)
Cl Cr >50ml/min Creatinina<1,5mg/dl 30 mg Cl Cr >50ml/min
Dose para Clearence 110mg (2x) 2,5mg (2x) 30 mg 15mg (1x)
reduzido ou alto fator Cl Cr 15-49ml/min
de Risco para Cr>1,5mg/dl
sangramento Idade maior 80 anos
Menos que 60Kg

Fatores amarelos



A prevenc¢ao de sangramentos
comec¢a com a indicagao correta e a
dose adequada



Dabigatrana

Cuidados na indicagao

.......................

| 30 capsules

'Dabigat
Pradaxa [—-38“";‘)"?——
‘|.75 mg LEl:aa dlagxaa% 3(3 capsules ',
~ @mup Dabigatran etexilate|
e Pradaxa® !

L s m ‘
st l

Direcy thrombin §

— ! Capaule ‘
! Birect thrombin inhisitor
‘C" Boehrir
| Gl 1ngeibe
W= M.tk
1
|

C'z Boehringer
| |\||| Ingelheim===




Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose em pacientes
com mais de 80 anos

*Reduzir a dose em uso de
Verapamil

*Reduzir a dose quando mais
de 2 fatores menores

"> Fulfill indication for NOAC?

YES l

YES l

Contraindication?

CrCl 230 ml/min ?

Start-up for Dabigatran

1,
Choose other OAC
NO 1

YES I

Nol

Currently on VKAs?

v

NO

YES

<60 % of INR in therapeutic range
Haemorrhagic stroke

Ischaemic stroke under optimal INR range
Patient preference

l

v

At least 1 of:

* Age 280 years
+ Concomitant treatment

with Verapamil

—

2 or more:

00rlof*:

Age 75-80 years
Weight < 60 kg
CrCl 30-49 ml/min

Concomitant tratment with
antiplatelet, NSAID, steroids

Thrombocytopenia

History or non-sever active Gl bleeding

HAS BLED 2 3

!

v



Start-up for Dabigatran

& 1. Non-valvular AF
Aﬁ n F @ 2. DVT and PE Fulfill indication for NOAC? NO
@ 3. DVT/PE prevention | e —

i | t\Choose other OAC\>
(CrCI >30 ml/min ? N — —
Risco aumentado de ccl<30mi/min =1 ) !
Active pamo!::i;.al b::;d:;g or
Sa ng ra m e ntos Hesang Contraindication? e X

Significant liver failure (>2 T ALT/
)

Nol

Currently on VKAs?

*Disfuncao renal ou hepatica

History of a serious hypersensitivi
reaction to Dabigatran

Concomitant treatment with:
dronedarone, ketakonazol, I I

*Uso concomitante com itraconzazol, vori

posaconazole; rifamplcin'; l

farmacos e e =y . YES

<60 % of INR in therapeutic range
Haemorrhagic stroke
Ischaemic stroke under optimal INR range
Patient preference

*Reduzir a dose em pacientes

com mais de 80 anos v

[ SUITABLE FOR DABIGATRAN § ]
Reduzir a dose em uso de ; I 1 H
Verapamil At least 1 of: 2or rﬁore: 0or1of X
[~ * Age 75-80 years
) . : Age 2 8q years * Weight < 60 kg ’
*Reduzir a dose quando mais thverspami N e B b
d e 2 fatO res me N Ores - antiplatelet, NSAID, steroids

« Thrombocytopenia
* History or non-sever active Gl bleeding
* HASBLED 23

i v




Atencao para:
Risco aumentado de
sangramentos
*Disfuncao renal ou hepatica

Uso concomitante com
farmacos

*Reduzir a dose em pacientes
com mais de 80 anos

*Reduzir a dose em uso de
Verapamil

*Reduzir a dose quando mais
de 2 fatores menores

Start-up for Dabigatran

CrCl £ 30 ml/min

Active pathological bleeding or
conditions with high risk of
bleeding38

1. Non-valvular AF
2. DVT and PE Fulfill indication for NOAC? NO
3. DVT/PE prevention —
YES / \
[ Choose other OAC
N /
Crcl > 30 ml/min ? NO T
YES
W
Contraindication? e

Concomitant treatment with:
dronedarone, ketakonazol,
itraconzazol, voriconazol,
posaconazole; rifampicin;
carbamazepine; phenytoin;
phenobarbital

Significant liver failure (>2 T ALT/
)

History of a serious hypersensitivi

NO

v

Currently on VKAs?

| |
v

NO

YES

<60 % of INR in therapeutic range
Haemorrhagic stroke

Ischaemic stroke under optimal INR range
Patient preference

V

SUITABLE FOR DABIGATRAN § ]

v

At least 1 of:

* Age 280 years
* Concomitant treatment
with Verapamil

| l Iﬁ

2 or more: Oor1of k:

* Age 75-80 years
* Weight < 60 kg
* CrCl 30-49 ml/min
* ¢ Concomitant tratment with
- antiplatelet, NSAID, steroids
« Thrombocytopenia
* History or non-sever active Gl bleeding
* HASBLED 23

i v




Start-up for Dabigatran

1,
Choose other OAC
NO *

"> Fulfill indication for NOAC?

YES l

CrCl 230 ml/min ?

Atencao para:

Risco aumentado de

YES l
sa ngra mentos Contraindication? ¥ I
. ~ ’ . No l
*Disfuncao renal ou hepatica
Currently on VKAs?
*Uso concomitante com l l l
farmacos vés
NO <60 % of INR in therapeutic range
Haemorrhagic stroke
o . Ischaemic stroke under optimal INR range
*Reduzir a dose em pacientes l Patient preference
com mais de 80 anos

l

*Reduzir a dose em uso de | l

—

)
Verapamil At least 1 of:

* Age 280 years

with Verapamil *
-

*Reduzir a dose quando mais
de 2 fatores menores

2 or more:

00r10f*:

* Age 75-80 years

* Weight < 60 kg

* CrCl 30-49 ml/min

+ Concomitant tratment with
antiplatelet, NSAID, steroids

* Thrombocytopenia

* History or non-sever active Gl bleeding

* HASBLED 23

l




Start-up for Dabigatran

"> Fulfill indication for NOAC?

NO
YES _]_)
l Choose other OAC
NO *

CrCl 230 ml/min ?

s l I

Atencao para:

Risco aumentado de
sangramentos

T YES
Contraindication?

Nol

*Disfuncao renal ou hepatica

Currently on VKAs?
*Uso concomitante com l l l
farmacos vés
NO <60 % of INR in therapeutic range
Haemorrhagic stroke
. . Ischaemic stroke under optimal INR range
*Reduzir a dose em pacientes l Patient preference
com mais de 80 anos

l

° i I
Reduzir a dose em uso de ) l I—,L

Vera pamil At least 1 of: 2 or more: 0or1of k:

[~ + Age 75-80 years

* Weight < 60 kg
. . < « Concomitant treatment > * CrCl 30-49 ml/min
hd Re d uzir a d ose C] uan d O mals with Verapamil + Concomitant tratment with

*" antiplatelet, NSAID, steroids

de 2 fatores menores « Thrombocytopenia

* History or non-sever active Gl bleeding
* HASBLED 23

! v




Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose em pacientes
com mais de 80 anos

*Reduzir a dose em uso de
Verapamil

*Reduzir a dose quando mais
de 2 fatores menores

1. Non-valvular AF
2.DVT and PE
3. DVT/PE prevention

Start-up for Dabigatran

CrCl £ 30 ml/min

Active pathological bleeding or
conditions with high risk of
bleeding38

Significant liver failure (>2 T ALT/
)

History of a serious hypersensitivi
reaction to Dabigatran

Concomitant treatment with:
dronedarone, ketakonazol,
itraconzazol, voriconazol,
posaconazole; rifampicin;
carbamazepine; phenytoin;
phenobarbital

Fulfill indication for NOAC? NO
YES / : \
[ Choose other OAC
N /
Crcl > 30 ml/min ? NO T
YES
v
Contraindication? e

NO

v

Currently on VKAs?

| |
v

NO

YES

<60 % of INR in therapeutic range
Haemorrhagic stroke

Ischaemic stroke under optimal INR range
Patient preference

V

SUITABLE FOR DABIGATRAN §

v

At least 1 of:

* Age 280 years
* Concomitant treatment
with Verapamil

]
Iﬁ

Oor1of k:

2 or more:

* Age 75-80 years

* Weight < 60 kg

* CrCl 30-49 ml/min

* ¢ Concomitant tratment with
- antiplatelet, NSAID, steroids

« Thrombocytopenia

* History or non-sever active Gl bleglling

* HASBLED 23

v




x arelto 20mg
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D Xarelto 15, mg

comprimidos recubiertos con pelicula

-‘:§ p—_— . R|varoxaban }
0’0’

0
Rivaroxabana

Xorrer/f> e rrrar

Cuidados na indicagao



Start-up for Rivaroxaban

NO

Fulfill indication for NOAC?
YES l

Atencao para:

.
. CrCl 2 15 mi/min ? o '
Risco aumentado de s
v
sa ngra m e ntos Contraindication? L I
. - , . NO l
*Disfuncao renal ou hepatica
Currently on VKAs?
*Uso concomitante com i | |
farmacos v v
NO YES
s <60 % of INR in therapeutic range
. . Patient pref
*Reduzir a dose quando mais L e e
de 2 fatores menores l

v 7
* CrCl 2 50 ml/min * CrCl 15-49 ml/min **

* 2 or more:

-Age > 75years

- Weight < 60 kg

- HAS BLED 2 3

- Concomitant treatments *

¢ {
© omgah  ismgeh




Start-up for Rivaroxaban

1. Non-valvular AF
Fulfill indication for NOAC? NO

Aﬁé n ?5 @ p a r)a 2 ; ngT/j";dpiivention - 1 -
Vv .Choose other OAC
i rCl > 15 ml/min ? NO
Risco aumentado de %r) CCI T :

conditions with high risk of b|eedln53’g \ 4 1

Sa ng ra m e ntos Chronic liver disease (Child Pugh B/C) or ontraindication? s
liver disease with coagulopathy

History of a serious hypersensitivity NO l

*Disfuncao renal ou hepatica reaction to rivaroxaban

Pregnancy, lactation

Currently on VKAs?
Concomitant use with HIV protease

*Uso concomitante com inhibitors: lopinavi; ritonavir; indinavir; | |
ketakonazol, itraconzazol, voriconazol,

fé rmmacos posaconazole

Special caution: NO YES
+ Concomitant treatment with:
dronedarone

*Reduzir a dose quando mais s icrelien
de 2 fatores menores l

<60 % of INR in therapeutic range
Patient preference

SUITABLE FOR RIVAROXABAN §

| I
¥ v

* CrCl 2 50 ml/min * CrCl 15-49 ml/min **
* 2 or more:

-Age 2 75years

- Weight < 60 kg

- HASBLED 23

- Concomitant treatments *

v |

20 mg/24h 15 mg/24h




Atencao para:
Risco aumentado de

sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose quando mais
de 2 fatores menores

1. Non-valvular AF
2. DVT and PE
3. DVT/PE prevention

CrCl <15 ml/min

Active pathological bleeding or
conditions with high risk of b|eedln53’g

Chronic liver disease (Child Pugh B/C) or
liver disease with coagulopathy

History of a serious hypersensitivity
reaction to rivaroxaban

Concomitant use with HIV protease
inhibitors: lopinavir; ritonavir; indinavir;
ketakonazol, itraconzazol, voriconazol,
posaconazole

Start-up for Rivaroxaban

Fulfill indication for NOAC? NO

YES

v Choose other OAC

CrCl > 15 mi/min ? NO A

YES

L 2
A A YES
Contraindication?

Nol

Currently on VKAs?

—

Special caution: NO YES
’ :f:::dnal:’t:::treatment okt <60 % of INR in therapeutic range
+  Paediatric population Patient preference

SUITABLE FOR RIVAROXABAN §

v
* CrCl 2 50 ml/min

v

20 mg/24h

| I
v

* CrCl 15-49 ml/min **
* 2 or more:

-Age 2 75years

- Weight < 60 kg

- HASBLED 23

- Concomitant treatments *

}

15 mg/24h



Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose quando mais
de 2 fatores menores

1. Non-valvular AF
2. DVT and PE
3. DVT/PE prevention

CrCl <15 ml/min

Active pathological bleeding or
conditions with high risk of b|eedln53’g

Chronic liver disease (Child Pugh B/C) or
liver disease with coagulopathy

History of a serious hypersensitivity
reaction to rivaroxaban

Pregnancy, lactation

Concomitant use with HIV protease
inhibitors: lopinavir; ritonavir; indinavir;
ketakonazol, itraconzazol, voriconazol,
posaconazole

Special caution:

+ Concomitant treatment with:
dronedarone

* Paediatric population

Start-up for Rivaroxaban

Fulfill indication for NOAC? NO

YES 1
: | Choose other OAC

CrCl > 15 mi/min ? NO A

YES

L 2
A A YES
Contraindication?

Nol

Currently on VKAs?

YES

<60 % of INR in therapeutic range
Patient preference

l

SUITABLE FOR RIVAROXABAN §

v

* CrCl 2 50 ml/min

v

20 mg/24h

* CrCl 15-49 ml/min **

* 2 or more:
-Age 2 75years
- Weight < 60 kg
- HASBLED 23
- Concomitant treatments *

}

15 mg/24h




Apixabana

Cuidados na indicagao

Eliquis m
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Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose quando mais
de 2 fatores menores

Start-up for Apixaban

NO

" Fulfill indication for NOAC?
YES —L
Choose other OAC

v
A4
—— YES
Contraindication?

Nol

Currently on VKAs?

CrCl = 15 ml/min ?

YES

NO YES

<60 % of INR in therapeutic range
Patient preference

| |

v 2
* CrCl 250 ml/min *  CrCl 15-29 ml/min **
* CrCl 30-50 ml/min and s 2 ormore:

<80 years and > 60 kg -Creatinine 2 1.5 mg/d|

- Age 2 80 years
l - Weight <60 kg



Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose quando mais
de 2 fatores menores

Start-up for Apixaban

“ Fulfill indication for NOAC? NO
YES —L
1 Choose other OAC
. rCl = 15 ml/min ?

- 1

YES

Currently on VKAs?

NO YES

<60 % of INR in therapeutic range
Patient preference

| |

v Vv
* CrCl 250 ml/min *  CrCl 15-29 ml/min **
* CrCl 30-50 ml/min and s 2 ormore:

<80 years and > 60 kg -Creatinine 2 1.5 mg/d|

- Age 2 80 years
l - Weight <60 kg



Start-up for Apixaban

NO

" Fulfill indication for NOAC?
YES —L
Choose other OAC

v

Atencdo para:

Risco aumentado de

CrCl = 15 ml/min ?

YES

sa ngra mentos Contrainvdication? L {
*Disfuncao renal ou hepatica l
Currently on VKAs?

*Uso concomitante com
farmacos

) i )

YES

<60 % of INR in therapeutic range
Patient preference

*Reduzir a dose quando mais
de 2 fatores menores l

v v
* CrCl 250 ml/min *  CrCl 15-29 ml/min **
* CrCl 30-50 ml/min and s 2 ormore:

<80 years and > 60 kg -Creatinine 2 1.5 mg/d|

- Age 2 80 years
l - Weight <60 kg



Atencdo para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose quando mais
de 2 fatores menores

Start-up for Apixaban

NO

" Fulfill indication for NOAC?
YES —L
Choose other OAC

v
A4
3 YES
Contraindication?

Nol

Currently on VKAs?

NO YES

<60 % of INR in therapeutic range
Patient preference

CrCl = 15 ml/min ?

YES

s

* CrCl 250 ml/min
* CrCl 30-50 ml/min and
< 80 years and > 60 kg

l

CrCl 15-29 ml/min *
* 2ormore:
-Creatinine 2 1.5 mg/d|

- Age 2 80 years

- Weight <60 kg
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() Daiichi-Sankyo

comprimes pelliculés
filmomhulde tabletten
Filmtabletten

comprimes elliculés

edoxaban
: ﬁlnqc‘)%huldeptabletten

Voie orale Oraal ebruik/ 2
Zg:n Einne/hmen & 28 Filmtabletten

» \ Lixiana 60 mg

Edoxabana
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Cuidados na indicacao



Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose quando com
clearence reduzido, peso
reduzido e alguns farmacos

&
1. Non-valvular AF
2.DVT and PE

CrCl £ 15 ml/min or > 95 mL/min L

Active pathological bleeding or
conditions with high risk of bleeding A

Chronic liver disease (Child Pugh B/C)/

4
History of a serious hypersensitivity
reaction to edoxaban

Special caution with concomitant

tretament:

* Aspirin and/or NSAIDs

« Antiretroviral therapy (ritonavir,
nelfinavir, indinavir, saquinavir)

« Cyclosporine *

+ Rifampin

Start-up for Edoxaban

Fulfill indication?

NO
YES l _I—) Choose other OAC

CrCl 2 15 ml/min ?

es i ‘

N
D e YES
/ Contraindication?

Nol

Currently on VKAs?

NO YES

<60 % of INR in therapeutic range
Patient preference

|

SUITABLE FOR EDOXABAN & J

v

* CrCl 250 ml/min
* Weight > 60 kg

* No concomitant use with

v

Any of the following:

*  CrCl 15-50 ml/min **
*  Weight <60 kg

verapamil, quinidine,

* Concomitant use of specific

dronedarone
P-gp inhibitors (verapamil,
quinidine, dronedarone)
< 60mg/24h <y 30 mg/24h =




Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

*Uso concomitante com
farmacos

*Reduzir a dose quando com
clearence reduzido, peso
reduzido e alguns farmacos

Fulfill indication?

YES l

CrCl 2 15 ml/min ?

YES i

Contraindication?

&
1. Non-valvular AF
2.DVT and PE

Fc

rCl £ 15 ml/min or > 95 mL/min

Active pathological bleeding or
conditions with high risk of bleeding \
N

Start-up for Edoxaban

NO
_L) Choose other OAC

YES ‘

Chronic liver disease (Child Pugh B,

History of a serious hypersensitivity NO
reaction to edoxaban

Special caution with concomitant
EELAmerE Currently on VKAs?
* Aspirin and/or NSAIDs
« Antiretroviral therapy (ritonavir,

nelfinavir, indinavir, saquinavir)

L Cyclosporine*
+ Rifampin

|

YES

<60 % of INR in therapeutic range
Patient preference

|

‘ SUITABLE FOR EDOXABAN § ]

v

* CrCl 250 ml/min

* Weight > 60 kg

* No concomitant use with
verapamil, quinidine,
dronedarone

v

Any of the following:
*  CrCl 15-50 ml/min **
*  Weight <60 kg
* Concomitant use of specific
P-gp inhibitors (verapamil,
quinidine, dronedarone)

|

~ 30mg/2ah




Atencao para:

Risco aumentado de
sangramentos

*Disfuncao renal ou hepatica

Uso concomitante com
farmacos

*Reduzir a dose quando com
clearence reduzido, peso
reduzido e alguns farmacos

Fulfill indication?

&
1. Non-valvular AF
2.DVT and PE

YES l

CrCl £ 15 ml/min or > 95 mL/min

L CrCl 2 15 ml/min ?
Active pathological bleeding or

YES i
conditions with high risk of bleeding \
D

‘ o
Chronic liver disease (Child Pugh s/c)/ Contraindication?
NO l

4
Currently on VKAs?

History of a serious hypersensitivity
reaction to edoxaban

Special caution with concomita

tretament:

* Aspirin and/or NSAIDs

« Antiretroviral therapy (ritonavir,
nelfinavir, indinavir, saquinavir)

Start-up for Edoxaban

NO

_L) Choose other OAC

1‘

YES ‘

* Cyclosporine *

+ Rifampin

|

YES

<60 % of INR in therapeutic range

Patient preference

|

‘ SUITABLE FOR EDOXABAN § ]

v

* CrCl 250 ml/min

* Weight > 60 kg

* No concomitant use with
verapamil, quinidine,
dronedarone

v

Any of the following:
*  CrCl 15-50 ml/min **
*  Weight <60 kg
* Concomitant use of specific
P-gp inhibitors (verapamil,
quinidine, dronedarone)

|

~ 30mg/2ah




Start-up for Edoxaban

P
X9 1. Non-valvular AF Fulfill indication? NO
Atencao para: i
: ] e

t CrCl 2 15 ml/min ?

es l I

YES

CrCl £ 15 ml/min or > 95 mL/min

Active pathological bleeding or

Risco aumentado de
sangramentos ...

/

History of a :;rloubs hypersensitivity NO l
reaction to edoxaban
*Disfuncao renal ou hepatica TPt altn wicon tmu
IEEtamont: Currently on VKAs?

* Aspirin and/or NSAIDs
« Antiretroviral therapy (ritonavir,
. nelfinavir, indinavir, saquinavir) | I
*Uso concomitante com « I cyclosporine ™

, « Rifampin l ‘L
farmacos NO ves
<60 % of INR in therapeutic range
Patient preference

*Reduzir a dose quando com l l
clearence reduzido, peso |
reduzido e alguns farmacos L SUITABLE FORIEDOXABAN S J

v

* CrCl 250 ml/min

* Weight > 60 kg

* No concomitant use with
verapamil, quinidine,

Any of the following:
CrCl 15-50 ml/min **
Weight < 60 kg
Concomitant use of specific

dronedarone
P-gp inhibitors (verapamil,
quinidine, dronedarone)
< e0mg/2ah . 30mg/2ah




Quais sao os principais riscos?



Risco de Trombose vs Risco de Sangramento

A Stroke or systemic embolic events
NOAC (events) Warfarin (events) RR (95%Cl) <]

RE-LY* 134/6076 196/6022 B 0-66(053-082) 00001

ROCKET AF*t 26917081 306/7090 —Jl 0-88(075-103) 012

ARISTOTLE'4 212/9120 265/9081 . 0-80(0-67-095) 0012

ENGAGE AF-TIMI 48% 296/7035 33717036 —— 0-88(075-1:02) 010

Combined (random) 911/29312  1107/29229 e 0.81(073-091) <00001

I - 1
05 1.0 20
Favours NOAC Favours warfarin
B Major bleeding
NOAC (events)  Warfarin (events) RR (95% CI) P
RE-LYS* 375/6076 397/6022 ——— 094(082-107) 034
ROCKET AFSt 395/7111 386/7125  — 1-03(090-118) 072
ARISTOTLES 327/9088 462/9052 —— 071 (061-081)  <0-0001
ENGAGE AF-TIMI 48% 444/7012 557/7012 —— 0-80(071-090)  0-0002
Combined (random) 1541/29287 1802/29211 <> 0-86(073-100) 006
| - 1
05 1.0 2.0
Favours NOAC Favours warfarin



Escolhendo novos anticoagulantes em
situacoes especificas

T Suagio | wedcmenmo | Do

Alto risco de AVE Dabigatrana 150 mg 12/12h
AVE prévio Rivaroxabana 20 mg 1vez ao dia
Alto risco de sangramento ou Dabigatrana 110 mg 12/12h
sangramento prévio com Apixabana 5mg 12/12h
gravidade
Dispepsia Rivaroxabana 20 mg 1 vez ao dia
Apixabana 5mg 12/12h
Sangramento TGl Apixabana 5mg12/12h
ldosos maiores que 80 anos e Apixabana 2,5mg12/12h

disfuncao renal
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Bleeding risk with dabigatran, rivaroxaban, warfarin, and
antiplatelet agent in Asians with non-valvular atrial fibrillation

Yi-Hsin Chan®?*", Yung-Hsin Yeh'%", Hui-Tzu Tu®, Chi-Tai Kuo'?, Shang-Hung
Chang'?°, Lung-Sheng Wu'?, Hsin-Fu Lee'? and Lai-Chu See*®”
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0%

Percentage at risk
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6%

| Gastrointestinal bleeding
1 P <0.0001 ——Dabigatran

- - - Antiplatelet agent

0.5 1
Follow-up (years)
100 794 60.0 40.6 248 11.7 1.9

4.1

= Gastrointestinal bleeding
= P=0.0189 — Warfarin
Q 4% -
2 - - - Antiplatelet agent
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E
3 1% - P
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0 0.5 1 1.5
Percentage at risk Follow-up (years)
W 100 80.5 64.8 483 319 163 3.9
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Cumulative risk
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0
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Gastrointestinal bleeding
P=0.7694
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Follow-up (years)
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Cumulative risk

0%

0 0.5 1
Percentage at risk  Follow-up (years)

5%
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All major bleeding
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Oncotarget, 2017, Vol. 8, (No. 58), pp: 98898-98917



Comparative risk of major bleeding with new oral anticoagulants
(NOAC:Ss) and phenprocoumon in patients with atrial fibrillation:

a post-marketing surveillance study

Stefan H. Hohnloser! - Edin Basic? - Michael Nabauer®

Event Rate per 100 person-years

(unadjusted)

Results A total of 35,013 patients were identified, includ-
ing 3138 on dabigatran, 3633 on apixaban, 12,063 on
rivaroxaban, and 16,179 on phenprocoumon. Patients

Hazard Ratio (95% CI) p value
(adjusted)

Apixaban vs. Phenprocoumon

Major Bleeding 24
Gastrointestinal Bleeding 21
Any Bleeding 12

3.2

3.5

126

Dabigatran vs. Phenprocoumon

Major Bleeding 22
Gastrointestinal Bleeding 34
Any Bleeding 10.0

Rivaroxaban vs. Phenprocoumon

Major Bleeding i3
Gastrointestinal Bleeding 45
Any Bleeding 141

0.68(0.51,0.91)

0.53(0.39,0.72)

0.80(0.70, 0.92)

32 —- 0.76 (0.57, 1.03) 0.080
35 — - 111(0.87, 1.42) 0.414
126 — 0.88 (0.76, 1.01) 0.078
a2 B 1.10 (0.94, 1.28) 0.233
35 1.39(1.20, 159) <0.001
126 1.19(1.10, 1.28) <0.001
Favor NOAC ' ! Favor Phenprocoumon
0.5 1.0 15 |

e e 22 03092-017-1098-x



Long-term stroke and bleeding risk in patients with atrial fibrillation

treated with oral anticoagulants in contemporary practice: Providing
evidence for shared decision-making

Peter A. Noseworthy *2<*, Xiaoxi Yao %€, Bernard J. Gersh €, Ian Hargraves 2,
Nilay D. Shah *P¢¢€, Victor M. Montori >4

Warfarin Apixaban
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Comparagao de sangramento

entre os NOACs

Major Bleeding Risk During Anticoagulation with
Warfarin, Dabigatran, Apixaban, or Rivaroxaban in

Patients with Nonvalvular Atrial Fibrillation

Gboyega Adeboyeje, MD, MS; Gosia Sylwestrzak, MA; John J. Barron, PharmbD;
Jeff White, PharmbD, MS; Alan Rosenberg, MD; Jacob Abarca, PharmD, MS;

Geoffrey Crawford, MD, MS: and Rita Redberg, MD, MSc

Dabigatran vs. Apixaban Dabigatran vs. Rivaroxaban Apixaban vs. Rivaroxaban
Favors Favors Favors Favors Favors Favors
Outcome dabigatran apixaban dabigatran rivaroxaban apixaban rivaroxaban
) ) 1.26 0.67 052
Major bleeding evenis2 i — _ -1 -3
J 8 (0.99-1.69) (0.58-0.78) (0.40-0.68)
i 0.57 0.54 1.13
Intracranial bleeding 0330080 X 0430060 (0.66-1.93) —
e 1.43 1.17 0.82
Major GI bleeding (1.09-1.88) i (0.99-1.38) i (0.62-1.08) &
Subgroups (major bleeding events)
History of bleeding
. 1.15 0.65 0.50
o (0.86-1.54) 0 ©0ss.0mn ¥ 0a07 T
- 2.07 N 0.38 1.01
s (1.07-4.00)b B ¥ | (0.20-0.72) a (0.79-1.30) 0
Age, years
e 1.04 i 0.53 0.51
65 (0.50-2.16) g 043087 B 025100 ¥
= = 0.85 I 0.57 0.67
03-74 (0.32-1400 (041-0.78) I (0.41-1.08) I 3
. 1.52 0.72 0.47
=1 (1.06-2.18) —— (0.60-0.87) & (0.33-0.68) .
HAS-BLED scorec
- 1.10 I 0.70 0.58
= 0.80-1.700 (0.50-0.80) -.- (D.40-0.8a) I
- 1.44 0.69 048
= (0.99-2.08) —— 0s7-089 T ©33-060 W

Journal of Managed Care & Specialty Pharmacy jwWcP

September 2017



E se o paciente sangrar?



Sangramento com novo
anticoagulante

Sangramento
moderado

Medidas de
suporte

Compressao Hemostasia Reposicao Concentrado

A s . . n s . . Plaquetas
mecanica cirurgica volémica de Hemacias

Para dabigatrana: P 4 OXbln‘,Q Anticorpo

*Dialise reduz 65% em 4h idarucizumap monoc'fmal contra
*Estimular diurese Dabigatrana

RE-VERSE AD



ldarucizumab - Praxibind®

Dose 5g infundida em 2x 2,5g em um periodo ideal de 5 a 10 min
(nunca mais que 15 min)

Efeito persiste por 24h

Controlar TTPA e tempo de coagulacao

Tempo meédio para interrupcao do sangramento — 2,5h
Taxa de normalizacao da coagulacao — 93%

Efeito por 24 horas, independentemente da idade, sexo, funcao renal
ou a concentracao de dabigatrana tomada pelo paciente



Como se comportar em sangramentos no SNC

European Heart Journal (2017) 38, 14551462
EUROPEAN doi:10.1093/eurheartj/ehw4 54
SOCIETY OF

CARDIOLOGY ™

hmm-'mmmm
[mechanical heart valves, AF)

v
— -
Evaluate risk of embolism with
CHA,DS,-VASc score and risk of
bleeding with the HAS-BLED score
*
Ideally, randomise in a trial Consider {relstamng Conslder Conslder LAA
comparing OAC vs. non-0AC*  OAC with NOAC (or VKA) | | avoiding OAC occlusion




Como controlar sangramentos na emergéncia

_ Dabigatrana Inibidores do Fator Xa

AlteracOes sobre exames Variaveis sobre TP e TTPA
laboratoriais (ndo recomendado)
Reversao em caso de Praxibind
emergéncia Diuréticos

Hemodialise

Complexo Protrombinico
Agentes antifibrinoliticos *

*Acido aminocaproico (Ipsilon®)
e Acido Tranexamico (Transamin®)

Aumento do Anti fator Xa

Variaveis sobre TP e TTPA
(ndo recomendado)

Complexo Protrombinico
Desmopressina
Agentes antifibrinoliticos *



European Heart Journal (2017) 38, 1455-1462
doi:10.1093/eurheartj/ehw4 54

EUROPEAN
SOCIETY OF

CARDIOLOGY ™

RISK FACTORS FOR BLEEDING
(e.8. age, hypertension, renal failure

!

| MAJOR BLEEDING ]

| }

Management of antithrombotic therapy after
bleeding in patients with coronary artery
disease and/or atrial fibrillation: expert
consensus paper of the European Society of
Cardiology Working Group on Thrombosis

Sigrun Halvorsen'*, Robert F. Storeyz, Bianca Rocca?, Dirk Sibbing‘,

Jurrien ten Berg®, Erik Lerkevang Grove®, Thomas W. Weiss’, Jean-Philippe Collet®,
Felicita Andreotti’®, Dietrich C. Gulba"’, Gregory Y.H. Lip”, Steen Husted”,
Gemma \ﬂlahur”, Joao Morais”, Freek W.A. Verheugi:1 5 Angel Lanas’ ",

Rustam Al-Shahi Salman'’, Philippe Gabriel Steg'®, and Kurt Huber” on behalf of
the ESC Working Group on Thrombosis

Sempre balancear os
riscos e beneficios de

Shock, severe anaemia | Anticoagulant and/or

se interromper a

anticoagulacao

|

[ Plaque rupture ]

!

MYOCARDIAL INFARCTION, STROKE,
VTE or CARDIOVASCULAR DEATH

I antiplatelet discontinuation
l [ Transfusion ]
)
Myocardial | Inflarmmmation Prothrombortic
_ichaemia & oxidative stress __Sete




European Heart Journal (2017) 38, 14551462
EUROPEAN doi:10.1093/eurheartj/ehw4 54

SOCIETY OF
CARDIOLOGY ™

Table I Consensus definitions of thrombotic risk categories

Management of antithrombotic therapy after
bleeding in patients with coronary artery
disease and/or atrial fibrillation: expert
consensus paper of the European Society of
Cardiology Working Group on Thrombosis

Sigrun Halvorsen'*, Robert F. Storeyz, Bianca Rocca?, Dirk Sibbing‘,

Jurrien ten Berg®, Erik Lerkevang Grove®, Thomas W. Weiss, Jean-Philippe Collet?,
Felicita Andreotti®, Dietrich C. Gulba'®, Gregory Y.H. Lip'!, Steen Husted'?,
Gemma Vilahur'?, Joao Morais'?, Freek W.A. Verheugt'®, Angel Lanas'®,

Rustam Al-Shahi Salman'’, Philippe Gabriel Steg'?, and Kurt Huber’ on behalf of
the ESC Working Group on Thrombosis

Risk category Risk of athero-thrombotic events
(stable CAD, ACS or after PCI)

Very high ACS or PCl with newer generation DES <8 days
BVS <30 days

Risk of cardio-embolic events
(AF or mechanical valves)

AF with CHALDS,-VASc > —6
Mechanical mitral valves

Cardiac assist devices.

AF with CHA,DS,-VASc 4-5
Mechanical aortic valves (bileaflet)

High ACS or PCl with newer generation DES 8—30 days ago.
BVS 1-12 months ago
Moderate ACS or PCl with newer generation DES 1-12 months ago
Low-to- Stable CAD (12 months after ACS or PCl with newer generation DES),
moderate but complex cases (left main, bifurcations, recurrent ACS)
Low Stable CAD (=12 months after ACS or PCl with newer generation DES)

without additional risk factors

AF with CHA;DS;-VASc 0 (male) or 1 (female)




Meu paciente precisa de algum
procedimento ou preciso trocar de
anticoagulante. O que fazer para
evitar sangramento?



* Procedimentos com
possibilidade de hemostasia
local efetiva: realizar
procedimento no vale da
medica¢ao

Procedimentos de alto Risco:

Interventions not necessarily requiring discontinuation of
anticoagulation
Dental interventions
Extraction of 1-3 teeth
Paradontal surgery
Incision of abscess
Implant positioning
Ophthalmology
Cataract or glaucoma intervention
Endoscopy without surgery
Superficial surgery (e.g. abscess incision; small dermatologic
excisions;... )

Interventions with low bleeding risk

Endoscopy with biopsy

Prostate or bladder biopsy

Electrophysiclogical study or radiofrequency catheter ablation
for supraventricular tachycardia (including left-sided ablation via
single transseptal puncture)

Angiography

Pacemaker or ICD implantation (unless complex anatomical
genital heart diseas

terventions with high bleeding risk
Complex left-sided ablation (pulmonary vein isolatio
ablation)

Spinal or epidural anaesthesia; lumbar diagnostic punctu
Thoracic surgery

Abdominal surgery

Major orthopaedic surgery

Liver biopsy

Transurethral prostate resection
idney biopsy




Ultima ingesta para procedimentos com alto risco de sangramento

T iatons | apiabans | edosabans | ivaroabana

Clearence >48h >48h Sem dados >48h
>80ml/minuto

Clearence >72h >48h Sem dados >48h
50-80ml/minuto

Clearence >96h >48h Sem dados >48h
30-50ml/minuto

Clearence Nao indicado >48h Sem dados >48h
15-30ml/minuto

Clearence Nao indicado Nao indicado Sem dados Nao indicado
<15ml/minuto



Como transicionar os anticoagulantes sem aumentar muito
o risco de trombose ou sangramento

ACO
convencional Quando o INR estiver menor que 2
para NOAC

Heparina NF Depois de 2h de pausa da HNF com func¢ao
para NOAC renal normal

Heparina de
BPM para
NOAC

No momento que a proxima dose de HBPM foi
prevista

NOAC para ACO

: Uso concomitante até INR entre2 e 3
convencional

NOAC para HNF
ou de baixo
peso (HBPM)

Quando a proxima dose do NOAC estava
planejada




Obrigado!!!

sac@arritmiaonline.com.br

Aula disponivel em:

n /arritmiaonline.com.br

www.arritmiaonline.com.br

Secao Médica de Eletrofisiologia Clinica e Arritmias Cardiacas
Instituto Dante Pazzanese de Cardiologia
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