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Fibrilac&o Atrial
(B

o Arritmia sustentada mais frequente na
pratica clinica.

o Prevaléncia estimada na populacao geral
entre 0,5e 1%

o Estudos mais recentes (1,9% - Italia; 2,9% -
Suécia).

- NUumeros possivelmente subestimados (10-
25% assintomaticos.)

- Aumento na incidéncia.

FA e idade
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Classificacao da FA

FA Paroxistica: revertida espontaneamente
ou com intervencdo meédica em até 7 dias.
FA Persistente: duragao superior a 7 dias.

Persistente de longa duracao: superior a 1
ano.

FA Permanente: as tentativas de reversao a
sinusal ndo serao instituidas.

FA nao valvar: auséncia de estenose mitral
moderada e importante, protese mecanica.

Prevencao de fenbmenos
tromboembalicos

FA nao valvar risco de AVC 5X maior
FA + Emi risco de AVC 20 x maior

Risco maior de recorréncia, grandes
sequelas e mortalidade

Controle de outros fatores: HAS e
hipercolesterolemia




Prevencéo de fendbmenos
tromboembalicos

o FA é a prinicipal fonte emboligénica de
origem cardiaca (45%).

o Triade de Virchow: estase sanguinea atrial,
lesdo endotelial, trombogenicidade propria
da arritmia.

o Pacientes com FA nao valvar devem ter
CHA,DS,VASC estratificado.

o Anticoagulacéao indicada independente do
tipo de FA .

CHADS,

Critérios de risco CHADS, Pontuagao
Cardiac failure {IC) 1
Hypertansion (Hipertensao) 1

Age =75 (idade = 75 anos) 1
Diabetes meilitus (diabetes melito) 1
Stroke or TIA (historico de AVC ou AIT) 2

Chads2 = 2 (risco elevado) indicado a anticoagulacao.
Escore 0 e 1 (risco entre 2,8-4% ao ano => anticoagula¢éo ndo contemplada.




CHA,DS,-VASC

CHA,DS, VASC

Pontuagio

Congsstive heart failure/left ventricular dysfunction (ICCT disfuncao ventricular esquerda)

Hypertension (hipertensdo)

Age =75 yrs (Idade = 75 anos)

Diabetes melitus (diabetes melito)

Stroke/transient ischaemic atack/TE (historico de AVC)

Vascular disease (prior myocardial infarction, peripheral artery disease or aortic plaque) (Doenca Vascular)
Age 85-T4 yrs (idade)

Sex category (i.e. female gender) (Sexo femining)

1

- = = M = h =

-1 Escore 0 muito baixo risco.

- Escore 1 risco baixo (pesar
riscos/beneficios)

- Escore 2 2 anticoagulagao indicada.

HAS-BLED

Risco HAS-BLED

Pontuacio

Hyperznsian (niperiensdo)

Abnomal renal or fver funclion (1 point each) (alteracao da funcda renal cu hepatica)
Stioke [AVC)

Blesaing (sangramento prévia)

Lahile INR (iabiidade de RNI)

Eiderly (2. age > 65 years) (idade avancada)

Drugs or alcohal (1 point each) (uso de drogas au Skcoal)

1
Tou2
1
1
i
1
fou?

2 3 significa risco mais elevado de sangramento com a

anticoagulacéo.




NOACs

[

o Inibidores diretos do fator Xa
Rivaroxaban
Apixaban
Edoxaban

o Inibidor do fator lla
Dabigatran

- Acessar funcao renal antes de iniciar o
tratamento.

Intrinsic Pathway
(Contact Activation)

Extrinsic Pathway ’

@; (Tissue Factor)

X Factor Xa (-AT)

Apixaban and Rivaroxaban

Direct Thrombin Inhibitors
Dabigatran

e iy




Warfarin

o Interacdo com alimentos e drogas.

o Exames laboratoriais frequentes para
ajuste, faixa terapéutica estreita.

- Necessidade de uma droga efetiva, segura

€ com uso rotineiro mais facil .

Principais estudos

Dabigatrana

Rivaroxabana

Apixabana

Edoxaban

Numero de pacientes

Populagio

Desenho do estudo

Dasagem
Controle
Desfecho primério - Eficicia

Desfecho Primério—
Seguranca

Resultado

18.113

FA N0 Valvar com escore de
CHADS igual ou superior a
1 (idade média de 72 anas)

Naa inferioridade, randomizado

150 mg (110 mg) 2 vezes
a0 dia

Varfarina (RNI 2-3) TTR 84%

AVC isquéico, hemomagico
U emboiia sistémica

Combinago de Sangramento
néig-maior & maior

Eficcia: Dabigatrana 110 mg
Vs vartarina
(0,91, 1C 95%, 0,74-1,11;

P néio inferioridade < 0,001)
Dabigatrana 150 mg vs
varfarina (0,66, IC 95%,

0,53-0,82; p superiondade

<0,001)
Seguranga Dabigatrana
110 mg vs varfarina (0,80,

1C 85%, 0,69-0,93; p = 0,003)
Seguranca Dabigalrana
150 mg vs varfarina (0,93

IC 95%, 0,81-1,07, p=0.31)

14.284

FA ndo valvar com escore de
CHADS igual ou superior a
2 (idade média de 73 ancs)

Nao inferioridade, duplo
cego randomizado

20mg (15 mg) f vez ao dia

Varfarina (RNI 2-3) TTR 55%

AVC isquémico, hemorragico
0u embolia sistémica

Combinado de sangramento
néio maior e maior

Eficacia Rivaroxabana
20 mg vs varfarina (0,88,
IC 95%, 0,75-1,03; pndo

inferioridade < 0,001,

p superioridade = 0,12)
Seguranga rivaroxabana 20 mg
vs varfarina (1,03, IC 95%,
096-1,11; p=0,44)

18.201

FA ndo valvar com escore de
CHADS igual ou superior a
1 (idade média de 70 anos)

Nao inferiondade, duplo
cego randomizado

5mg (2,5 Mg) 2 vezes ao dia

Varfarina (RNI 2-3) TTR 82%

AVC isquémico, hemarrégico
ou embolia sistémica

Sangramento maior

Eficcia Apixabana 5 mg

vs varfarina (0,79, IC 85%,

0,66-0,95; p< 0,001 ndo
inferioridade, p = 0,01

21.105

FAndD valvar com escore de
CHADS igual ou superior a
2 (idade média de 72 anos)

No inferioridade, duplo
cego randomizado

60 mg (30 mg) 1 vez a0 dia

Varfarina (INR 2-3) TTR 68,4%

AVC isquémico, hemorragico
ou embolia sistémica

Sangramento maior

Eficicia Edoxabana
60 mg vs vartaina (0,75
IC 97,5%, 0.63-088; p ndo
inferioridade < 0,01)
Eficécia Edoxabana
30 mg v vartarina (107,
IC 97 5% 0.87-1.31, pndo

Seguranca Apixabana 5 mg
vs varfarina (0,88, IC 95%,
0,60-0,80; p < 0,001)

005)
Seguranga Edoxabana 60 mg
ws varfarina (0,80 IC 95%,
0,710,981 p <0,001)
‘Seguranga Edoxabana 30 mg
vs varfaring (0,47, IC 95%,
0.41-0,55;p <0,001)




RE-LY (RandomiZed Evaruation
of Long-Term Anticoagulation
== Therapy)

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 17, 2009 VOL. 361 NO. 12

Dabigatran versus Warfarin in Patients with Atrial Fibrillation

rusuf, F.R.C.P.C., D.Phil,,

e M Q(:,. Paul A. Reilly, Ph.D.,

, Denis Xavier, M.D.,
E ius “hristog }m-r er, M.D., Pil‘.

Campbe HD'WHUDL\W\ entin, M.D., Ph and the RE-LY Steering Cc I\m”—‘E‘ and Investigato

N Engl ) Med 2009;361:1139-51.

RE-LY

[

- Dabigatran = inibidor direto da trombina, com
absoluta biodisponibilidade de 6,5%, 80%
excretado pelos rins, meia-vida de 12-17
horas, ndo requer controle regular.

o Multicéntrico (44 paises) Dabigatran x
Warfarin

o Inclusdo: AVC ou AIT prévio, FE < 40%, ICC CF
2 I, idade 75 anos ou idade entre 65 e 74 anos
com DM, HAS ou ICO.

o Exclusado: doenca valvar grave, qualquer AVC
nos ultimos 15 dias ou AVC grave nos ultimos
6 meses, Cl Cr < 30 ml/min, doencga hepatica
ativa e gravidez.




RE-LY

Randomizado, Dabigatran 150 mg BID ou 110
mg BID X Warfarin controlado por INR.

Desfecho primario: AVC ou embolizacéo
sistémica.

Desfecho primario de seguranga: hemorragia
maior.

Desfecho secundario: AVC, embolizagcéo
sistemica e morte.

Sangramento maior: queda HB > 20g/l, 2
concentrados hemacias, sgto sintomatico em
area critica.
“Life-threatening”: fatal, intracraniano, queda HB
50g/l, transfuséo 4 u, agentes inotropicos,

necessidade de cirurgia. concentrados de
hemacias

Table 1. Baseline C} istics of the Study Partici ding to Treatment Group.®
Dabigatran, Dabigatran,
Characteristic 110 mg 150 mg Warfarin
R E - L Y Age—yr 71.4+8.6 71.5£8.8 71.61£8.6
Weight — kg 82.9+19.9 82.5+194 82.7+19.7
Blood pressure — mm Hg
Systolic 130.8+17.5 131.0+17.6 131.2+17.4
Diastolic 77.0+10.6 77.0+10.6 77.1£10.4
Male sex — no./total no. (%) 3865/6015 (64.3)  3840/6076 (63.2) 3809/6022 (63.3)
Type of atrial fibrillation — no./total no. (35)
Persistent 195076011 (32.4)  1909/6075 (31.4) 193076021 (32.0)
Paroxysmal 1929/6011 (32.1)  1978/6075 (32.6) 2036/6021 (33.8)
Permanent 2132/6011 (35.4)  2188/6075 (36.0) 2055/6021 (34.1)
CHADS, scoret 21£11 2.2+12 2111
0or 1— nojtotal no. (3) 1958/6014 (32.6) 1958/6076 (32.2) 1859/6022 (30.9)
2— no.ftotal no. (%) 2088/6014 (34.7)  2137/6076 (35.2) 2230/6022 (37.0)
3-6— no.ftotal no. (%) 1968/6014 (32.7)  1981/6076 (32.6) 1933/6022 (32.1)
Previous stroke or transient ischemic attack—no jtotal  1195/6015 {19.9)  1233/6076 (203)  1195/6022 (19.8)
no, (3%)
Prior myocardial infarction — no. /total no. (%) 1008/6015 (16.8)  1029/6076 (16.9)  968/6022 (16.1)
Heart failure — no.ftotal no. (%) 1937/6015 (322) 1934/6076 (31.8) 1922/6022 (31.9)
Diabetes mellitus — ne./total no. (%) 1409/6015 (23.4)  1402/6076 (23.1) 141076022 (23.4)
Hypertension — no./total no. (%) 4738/6015 (78.8)  4795/6076 (78.9) 4750/6022 (78.9)
Medications in use at baseline — no.ftotal no. (%)
Aspirin 2404/6013 (40.0)  2352/6075 (38.7) 2442/6017 (40.6)
ARB or ACE inhibitor 3987/6013 (66.3)  4053/6075 (66.7) 3939/6017 (65.5)
Beta-blocker 3784/6013 (62.9) 3872/6075 (63.7) 3719/6017 (61.8)
Amiodarone 6246013 (10.4)  665/6075 (10.9)  644/6017 (10.7)
Statin{ 2698/6013 (44.9)  2667/6075 (43.9)  2673/6017 (44.4)
Proton-pump inhibitor 812/6013 (13.5)  847/6075 (13.9)  832/6017 (13.8)
H-receptor antagonist 225/6013 (3.7)  241/6075 (4.0)  256/6017 (4.3)
Long-term VKA therapy 3011/6015 (50.1)  3049/6076 (50.2) 29296022 (48.6)




RE-LY

n 18113 pacientes.

n Média de idade: 71 anos.
o Homens: 63,6%

o CHADS, médio: 2,1

- Durag&o média de 2 anos.
o INR terapéutico: 64%

RE-LY - RESULTADOS

10 0.05
o0t Warfarin Desfecho primario
04 Daiatrn. 1,53/ano D 110
@ 0.03 Mg~
g 1,11/ano D 150
i o 1,69/ano W
i ot D né&o inferior p<0,001
S 0.4 .
5 Q'UQ76:. g 2 1 2 30
02 D 150 superior W
p<0,001
) S —— AVCH
"o 6 12 1 2 30 0.38/ano W
Months ’ )
No. at Risk 0,12/ano Dabi 110
Debosan, Womg 013 ez 710 pees 2015 35 0,10/ano Dabi 150
Dabigatran, 150 mg 6076 5939 5779 4682 3044 1429 <0 001
p<y,
Figu:eGl. Cumulative Hazard Rates for the Primary Outcome of Stroke or Systemic Embolism, According to Treat- Risco 74% menor
ment Group.
ComD




RE-LY - RESULTADOS

1AM
0,53/ano W

0,72/ano D 110 p = 0,07

0,74/ano D 150 p = 0,048

31% dos pac DAC

Life threatening bleeding/intracraniano/maior ou menor

W 18
D110 1,22
D150 1,45

p<0,05

0,74
0,23
0,30

Sgto maior

3,36/ano W

2,71/ano D 110 p=0,003
3,11/ano D 150 p=0,31
Taxa de sgto Gl significativamente ma
em D150 1,6%/ ano x 1,0%/ano

18,15
14,62
16,42

Evento vascular maior/sangramento maior/morte
w 7,64

D110 7,09p=0,10

D150 6,91 p=0,04

RE-LY - Conclusoes

Em comparacédo com Warfarin

Dabigatran 110 mg tem taxas semelhantes
de AVCi e embolizacéo sistémica e menores
de sangramento maior.

Dabigatran 150 mg tem taxas menores para
AVCi e embolizacéo sistémica e semelhantes
para sangramento maior.




ROCKET-AF (Rivaroxaban versus

Warfarin in Nonvalvular Atrial
lmm Fibrillation)

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 8, 2011 VOL. 365 NO. 10

Rivaroxaban versus Warfarin in Nonvalvular Atrial Fibrillation

Manesh R. Patel, M.D., Ker
Werner Hacke, M.D., I
Jonathan P. Piccir 1 A B J\lm F. Paolini, M.
Scot witz, M.D., Keith AA. Fox, M. B Ch.B., Robert M. Califf, M.D.,
and the DO{ KET AF Steering Committee, for the ROCKET AF Investigators*

N Engl ) Med 2011;365:883-91.

ROCKET-AF

o Rivaroxaban = inibidor direto do fator Xa;
eliminacgé&o renal, DU, com alimento
(preferencialmente a noite).

n 20 mg/dia ou 15 mg/dia (CI Cr entre 30 e 49
ml/min)

o Populagéo: FA ndo valvar com moderado ou
elevado risco para eventos embdlicos. Risco
elevado: AVC/AlT/evento embdlico prévio ou
CHADS, 2 2.

o Programado que 90% da populacéo teria evento
nravin ol CHADS > 12




ROCKET-AF

Desfecho primario: composto de AVC (I ou
H) e embolizacao sistémica.

Desfecho secundario: composto de AVC,
embolizagdo sistémica e mortalidade por
causa cardiovascular ou por infarto.

Desfecho primario de seguranca:
sangramento maior ou ndo maior
clinicamente significante.

ROCKET-AF

14264 pacientes.
|ldade média: 73 anos.
CHADS, médio: 3,5.
Homens: 60,3%.

INR terapéutico: 55%.

Tempo médio: 707 dias.




ROCKET-AF Resultados

A Events in Per-Protocol Population

100+
90+ 6
= B0 5
&
e 704 4 Warfarin
&
E 60 3
a 504 2 Rivaroxaban
w
E 40
3 -
3
E 30+
= 0 T T T T T T 1
v 20 0 120 240 360 480 600 720 840
104
0 T T T T T T 1
0 120 240 360 480 600 720 240
Days since Randomization
No. at Risk
Rivaroxaban 6058 6211 5786 5468 4406 3407 2472 1496
Warfarin 7004 6327 5011 5542 4461 3478 2530 1538

AVC/embolizacéo
W 2,2%/ano
R 1,7%/ano

p< 0,001
para ndo
inferioridade

ROCKET-AF Resultados

B Events in Intention-to-Treat Pop
100
90| 6
— B0 54
£ .
T 704 o Warfarin
&
L 60 34
E 50 2 Rivaraxaban
s 40
3 1
=1
Y 0
T T T T T T 1
Y 204 0 120 240 360 480 600 720 B840
10
0 T T T T T T 1
/] 120 240 360 480 600 720 240
Days since Randomization
No. at Risk
Rivaroxaban 7081 6879 6683 6470 5264 4105 2951 1785
Warfarin 7000 6871 6656 6440 5225 4087 2044 1783

AVC/embolizacéo
W 2,4%/ano
R 2,1%/ano
p< 0,001
para nao inferioridade

p = 0,12 para superioridade




ROCKET-AF Resultados

Sangramento maior e Sangramento maior ~ Sangramento
nao maior clinicamente relevante W 3,4 intracraniano
W 14,9 R 3,6 W 0,7

R 14,5 p =0,58 R 0,5
p=0,44 p = 0,02

Sangramento maior GI  Queda de HB = 2 g/dl e necessidade de transfusao

W 2,2 mais comum com Rivaroxoban, enquanto que
R 3,2 sangramento fatal ou em sitios anatdmicos criticos
p < 0,001 foram mais comuns com Warfarin.

IAM

W11

R 0,9

p=0,12

ROCKET-AF Conclusoboes

Em comparacédo com Wafarin

Rivaroxaban é nao inferior na prevencao do
AVC embolia.

N&o ha diferenca significativa na incidéncia de
sangramento maior e nao maior clinicamente
relevante. Entretanto, sangramento
intracraniano e sangramento fatal ocorreram
menos frequentemente com Rivaroxaban.




AR'STOTLE (Apixaban for Reduction in

Stroke and Other Thromboembolic Events in Atrial

b Fibrillation )

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 15, 2011 VOL. 365 NO.11

Apixaban versus Warfarin in Patients
with Atrial Fibrillation

). Lopes, M.D., Ph.D.

tar, M.D.,

N Engl ] Med 2011;365:981-92.

ARISTOTLE

o Apixaban = inibidor direto do fator Xa, meia-vida
12h, 25% de excrec¢ao renal.

n Populagéo: FA com ao menos 1 FR para AVC:
idade = 75 anos, AVC prévio, AIT ou embolia,
sintomas de ICC nas ultimas 3 semanas ou FE <
40%, DM, HAS com necessidade de tratamento
farmacologico.

o Critérios de exclusédo: FA com causa reversivel,
EMi moderada/grave, outra condi¢cao que
necessitasse anticoagulacdo, AVC nos ultimos 7
dias, uso de aspirina > 165 mg/dia, uso de
aspirina + clopidogrel, insuficiencia renal grave
(Cr> 2,5 mg/dl; CI Cr < 25 ml/min.




ARISTOTLE

Apixaban 5 mg BID ou 2,5 mg BID (se dois
dos seguintes: P < 60 Kg, Cr 21,5 mg, idade 2
80 anos

Desfecho priméario: AVC ou embolia.

Desfecho secundario: morte por qualquer
causa.

Desfecho secundario: IAM.

ARISTOTLE

Desfecho priméario de seguranca:
sangramento maior (queda de HB 2 g/dl,
transfuséo 2 u, envolvendo sitio critico, fatal).

Desfecho secundario de seguranca:
sangramento maior e sangramento nao maior
clinicamente relevante (hospitalizacao,
intervencdo meédica, interrupcao na terapia
anti-trombdtica)




ARISTOTLE

£ I
- 18201 pacientes.

- Média de idade: 70 anos.

o Homens: 65%

o CHADS, médio: 2,1

- Duragéo média de 1,8 anos.

o INR terapéutico: 62,2%

ARISTOTLE

Randomizado Critérios de exclusao
Duplo cego "FA valvar (prétese valvar e/ou estenose mitral
Critérios de incluséo double dummy ':‘OC’E"aF’_a agrave) ‘ _ ‘
= Pacientes com FA ndo valvar elegiveis a (N=18,201) Sg”,fc“a"§'§_';C,Qi’g’,f,”f[‘292’131?53,‘5';25 T, G (S5

tratamento com varfarina, com 21 fator
de risco

"Necessidade de aspirina + tienopiridina

n=9120 / \ n=9081

Apixabana 5 mg via oral 2 x/dia _
2.5 mg 2x/dia em pacientes selecionados Varfarina
(4.7%) (alvo: RNI 2-3)

Estudo de néo inferioridade com poder estatistico p ara avaliar superioridade
Duracédo mediana do follow-up: 1,8 anos

1. 2,
OBJETIVO PRIMARIO DE OBJETIVO PRIMARIO DE

3.
OBJETIVO SECUNDARIO

EFICACIA SEGURANGCA
AVC e EmbadlitaSsséentaa | SangramenttoNVéado (IGSTH)

Mortzllithakiepoo tddaknasas
causas




ARISTOTLE - Resultados

A Primary Outcome: Stroke or Systemic Embolism

1004

4

Warfarin
3
- )
Apixab
po 2 pixaban
2 60 P
s o
; s
5 40 /
5 0 T T T T ]
2 0 6 12 18 24 30
& 209 Harard ratio, 0.79 (95% Cl, 0.66-0.95)
P-0.01
0- ] T T T 1
0 6 12 18 24 30
Months
No. at Risk
Apixaban 9120 8726 8440 6051 3464 1754
Warfarin 9081 8620 8301 5972 3405 1768

AVC/Embolia
A 1,27%/ano
W 1,60%/ano

p< 0,001 para ndo
inferioridade

P=0,01 para
superioridade

21% RRR

ARISTOTLE - Resultados

B Major Bleeding

100 84 Warfarin
™
6+ i
804 J
£ i~
£ 4 ’ :
- Apixaban
2 60 o
= 2 e
3 40
5 0= T T T T 1
- 0 B 12 18 24 30
& 209 Horard ratio, 0.69 (85% CI, 0.60-0.80)
P<0.001
o T T T 1
13 12 18 24 30
Months
No. at Risk
Apixaban 9088 8103 7564 5365 3048 1515
Warfarin 9052 7910 7335 5106 2956 1491

Sangramento maior
A 2,13%/ano
W 3,09%/ano

Hemorragia intracraniana
A 0,33%/ano
W 0,80%/ano

p< 0,001

Qualquer

sangramento
A 18,1%/ano
W 25,8%/ano

p< 0,001




ARISTOTLE - Resultados

Mortalidade por todas as causas

11% RRR
3.94%
—~ 47 669/9081
239 -
2 3’8
X 38 -
o 37 | ® Varfarina
S5 3.52% = Apixabana
A 603/9120
o 351
T
g > L
K 3,3
Varfarina Apixabana

ARISTOTLE - Conclusdes

[
No comparativo com Warfarin:

oApixaban € superior para prevenir AVC e
embolia.

oCausa menos sangramento.

~Resulta em menor mortalidade.




ENGAGE-AF

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Edoxaban versus Warfarin in Patients
with Atrial Fibrillation

Robert P. Giugliano, M.D,, Christian T. Ruff, M.D., M.P.H., Eugene Braunwald, M.D.,

Sabina A. Murphy, M.P.H., Stephen D. Wiviott, M.D., Jonathan L. Halperin, M.D.,

Albert L. Waldo, M.D., Michael D. Ezekowitz, M.D., D.Phil., Jeffrey I. Weitz, M.D.,
Jindfich Spinar, M.D., Witold Ruzyllo, M.D., Mikhail Ruda, M.D.,

Yukihiro Koretsune, M.D., Joshua Betcher, Ph.D., Minggao Shi, Ph.D.,

Laura T. Grip, A.B., Shirali P. Patel, B.S., Indravadan Patel, M.D.,

James J. Hanyok, Pharm.D., Michele Mercuri, M.D., and Elliott M. Antman, M.D.,

for the ENGAGE AF-TIMI 48 Investigators?

N Engl) Med 2013;369:2093-104.

ENGAGE-AF

[
- Pacientes: 21205

- Média de idade: 72 anos
o Homens: 62%

o INR terapéutico: 68,4%




ENGAGE-AF

Low-dose edoxaban

100+
90+
&
3 804
&
g 707 5
T
a2 60
£ 504 4
; 40+ 3
& 30
£ 04 o
10+
0 T
0 0.5
No. at Risk
Warfarin 7036 6798
High-dose 7035 6816
edoxaban
Low-dose 7034 BE1S
edoxaban

Years
6615 6406 6225 4593 2333 336
6650 6480 6233 4659 2401 551
6631 6461  6Z77 4608 2358 534

A Stroke or Systemic Embolic Event

Hazard ratio and 97.5% confidence intervals
High-dose edoxaban vs. warfarin, 0.87 (0.73-1.04); P-0.08
Low-dose edaxaban vs. warfarin, 1.13 (0.96-1.34); P=0.10

AVC + Embolia

W 1,5%/ano

E60 1,18%/ano

p < 0,001 n&o inferioridade
p = 0,02 superioridade
E30 1,61%/ANO

p=0,05 nao inferioridade
p= 0,41 superioridade

ENGAGE-AF

B Major Bleeding
Hazard ratio and 95% confidence intervals
100  High-dose edoxaban vs. warfarin, 0.80 (0.71-0.91); P<0.001
20! Low-dose edoxaban vs. warfarin, 0.47 (0.41-0.55); P<0.001
g 80+ e Warfarin
€ 704 o High-dose edoxaban
o 8.
2 60
£ s0d 6
2 4
g 404 Low-dose edoxaban
S 304 2
& 20 0 —————
10+ 15 20 25 30 335
0 T T T T T 1
05 10 15 20 25 30 5
Years
No. at Risk
Warfarin 7012 6ll6 5630 5278 4941 3446 1687 370
High-dose 7012 6039 5594 5232 4910 3471 1706 345
edaxaban
Low-dose 7002 6218 5791 5437 5110 3635 1793 336
edoxaban

W 3,43%/ano
E60 2,75%/ano
p< 0,001
E301,61

p< 0,001




ENGAGE-AF

AVC Hemorragico
W 0,47

E60 0,21

P < 0,001
E300,16

P < 0,001

Sangramento Intracraniano
W o0,8

E60 0,39

E30 0,26

P < 0,001

Sangramento “life-threatening”
W 0,78

E60 0,4

E30 0,25

P < 0,001

Sangramento maior e ndo
maior clinicamente
relevante

W 13,02

E60 11,10

E307,9

P < 0,001

ENGAGE-AF Conclusoes

Em comparacéo ao Warfarin

Ambas as doses de Edoxabana se mostraram
nao inferiores para a prevencao de AVC e

embolia sistémica.

Todos os tipos de sangramento ocorreram
menos frequentemente com ambas as doses de
Edoxabana, a excecdo do sangramento Gl que
ocorreu mais frequentemente no grupo E60 do

que no grupo W.




NOACs

[
o Menos interacdes com outras drogas.

o Sem interacdo alimentar.
- Menor risco de hemorragia intra-craniana.
o Inicio de acéo rapida.

o Término de acgao rapido.

InteracOes medicamentosas
(B

Drusg-dnug interactions of NOACS.

Mechanism Dabigatran Rivarcsaban Apixaban Edascaban
Riampicin P-gp. CYP3A4 Contraindication Contraindication Contraindication Use with castion
HIV protese inhilitor P-gp. CYPIA Contraindiction Contraindiction Contraindication Contraindication
Itraconazole P-gp. CYP3A Contraindication Contraindiction Contraindication S0% dese
Ketnconazole
Carbamazepine P-gp. CYP3A4 Contraindication Contraindiction Contraindication Contraindication
Phenobarbital
Phenytin
Amisdarne Pgp 50% dose 500 dese 500 dase S0% dese

If = 75 years If = 75 years If = 75 years If = 75 years
Verapamil Pgp 50% dose No data Ko data No data
Dronedamne P-gp. CYPIA Contraindication No data Ko data S0% dese

Cetoconazol, verapamil, amiodarona, quinidina, claritromicina aumentam a
concentragdo no plasma.

Fenitoina, Carbamazepina, Rifampicina, Erva de S&o Jodo diminuem a
concentragdo no plasma.




Posologia

RE-LY? ROCKET-AF? ARISTOTLE? ENGAGE-AF*

* 150 mg ou 110 *20->15mg 1 x ao *522.5mg2xao *60->30 mg 1x ou
mg 2 x ao dia dia para: dia: 30>15mg1lx
* Regimes de — Clearance de *Redugéo =2 para:
doses diferentes creatinina fatores — Clearance de
=« >80 anos <3049 mL/min | — >80 anos creatinina

* Clearance de — <60 kg 30-50 mL/min
creatinina B NIt — <60 kg
30-50 mL/min >1.5 mg/dL — Quinidina, ou
verapamil

(B
o O que as diretrizes recomendam?




2012 focused update of the ESC Guidelines
for the management of atrial fibrillation

J FA nao valvar

<65 anos & FA isolada (inT:Iuindo mulheres|

FA valvar
(doenca reumatica e
protese metalica)

Varfarina

melhor opgég

. = *==="  Opgéo
| Terapia Ant;coagulante] a,fegma“va

Avaliar risco (CH'A_Z,D-SZ—VASC score)

Avaliar risco de sangramento(HAS-BLED score)
Y Considerar preferéncia do paciente

Nenhuma terapia
antitrombaotica

European Heart Journal (2012) 33, 2719-2747

2012 focused update of the ESC Guidelines

for the management of atrial fibrillation
(=

Recommendations

Recommendations for prevention of thromboembolism in non-valvular AF—general

it ic therapy to prevent is pati
patients {both male and female) who are at low risk (sged <65 years and lone AF), or with contrai

The choice of antithrombotic therapy should be based upon the absolute risks of strokeithromboembolism and
blesding and the net dinical benefit for a given patient.

‘with AF, except in those . 21,63,104,
indications. 105, 106

“The CHA,DS;-VASc score is recommended as a means of assessing stroke risk in non-vabular AF. 25,3639

In patients with a CHA,DS,-VASC score of 0 (1e..aged <65 years with lone AF) who are at low risk. with none of the
sisk factors, no ic therapy is
In patients with a CHA,DS,-VASe score 52, GAC therapy with:
+ adjusted-dose VKA (INR 2-3);0r
+a direct thrombin inhibitor (dabigatran); or
+ an oral factor Xa inhibitor (e.g.rivaroxaban, apixaban}t
... i recommended, unless contraindicated.

11,36,82

Tn patients with a CHA,DS, -VASC score of I, OAC therapy with
+ adjusted-dose VKA (INR 2-3);0r
+a direct thrombin inhibitor (dabigatran; or
+ an oral factor Xa inhibitor (e.g. rivaroxaban, apixaban)’
... should be considered, based upon an assessment of the risk of bleeding complications and patient preferences.

Female patients who are aged <65 and have lone AF (but sill have a CHA,DS,-VASc score of | by virwe of their
gender) are low risk and no antithrombotic therapy should be considered.

When patients refuse the use of any OAC (whether ¥KAs or NOACs), antiplatelet therapy should be considered,
using combination therapy with aspirin 75100 mg plus clopidogre] 75 mg daily {where there i a low risk of bleeding)
‘or—less effectively—aspirin 75-325 mg daily.

21,2651,
109

European Heart lournal (2012) 33, 2719-2747




AHA/ACC/HRS Practice Guideline

[ 2014 AHA/ACC/HRS Guideline for the Management

of Patients With Atrial Fibrillation

A Report of the American College of Cardiology/American
Heart Association Task Force on Practice Guidelines and the
Heart Rhythm Society

Table 6.  Summary of Recommendations for Risk-Based Antithrombotic Therapy

Recommendations COR LOE References
————
Antithrombotic therapy based on shared decision making, discussion of risks of siroke and _ 0 A
bleeding, and patient's preferences
_ Stetion o antomitic terapybasedon sk o romboemibsn 18 167-470
| CHADS VASc score recommended t assess stoke risk 1B 71473 |
Waran reoommende formecharica et vabves nd erge N rtensy bas on e nd catinof _ " —
prosthesis

With prior sirake, TIA, or CHA,DS, -VASc score =2, oral anticoagulants recommended. Options include:
Warfarin

Dah'Eatmn rivaroxaban, or apixaban

AHA/ACC/HRS Practice Guideline

2014 AHA/ACC/HRS Guideline for the Management
of Patients With Atrial Fibrillation
A Report of the American College of Cardiology/American

Heart Association Task Force on Practice Guidelines and the
Heart Rhythm Society

Wih wartarin, dtermine IV a st veekydurng o of ey nd montly whenstabe. [l 15102

Direct thrombin or factor Xa inibitor recommended if unable to maintain therapeutic INR ﬁ L NiA
Reevaluate the need for anticoagulation at periodic intervals i G A
Bridging therapy with UFH or LMWH recommended with a mechanical heart valve if warfarin c A
is interrupted. Bridging therapy should balance risks of stroke and bleeding
For patients without mechanical heart valves, bridging therapy decisions should balance c A
stroke and bleeding risks against duration of fime patient will not be anticoagulated
Evaluate renal function before initiaion of direct thrombin or factor Xa inhibitors, and B 83-185

reevaluate when clinically indicated and at least annually
| For atral flutter, antithrombotic therapy i recommended as for AF
With nonvalvular AF and CHA,DS, -VASc scare of 0, it is reasanable to omit antithrombotic therapy [la B 183, 184
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Qual é o melhor?

Comparison of the efficacy and safety of new oral
anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

NOAC {ovents) Warfarin {svents) RR{a5% ) [
REAY* L6 19960z —H 066(053062)  @oooL
ROCKET AP 267081 067090 —— aBE{o7sa03)  oxm
ARSTOTLE g 3siom —E— ofofadrons)  oom
ENGAGE AF-TMI 4% 2967955 IO —— 088(075502)  odn
Combined jrandorm) YNNI 1HHEY e of1(373.001) 00000

T T

o5 e 1 ; 10

Tawours NOAC Fanvonurs warkarin

Figure1- Stroke or systemic embolic events

NOAC feverts)  Warfarin [evenis) PR o5 dl) P
L 3756076 760z -] cosfomay) 034
ROCKETAFY 3097 W|ETES 103{0e0118) o7
ARISTOTLES 337 5088 4fa/o5z —E— OFL{DELDEL)  <0.000%
ENGAGEATIMI 8% 4o spn —— o80(071-090) o002
Cambined {random) 154329287 1802729211 oB6{073100) 006
T 1
a5 10 14
Favaurs NOAD Favouswarfarin

Figure 3: Majar bleeding

Lancet 2014.383:955-962




Comparison of treatment effect estimates of non-vitamin K
antagonist oral anticoagulants versus warfarin

between observational studies using propensity score methods
and randomized controlled trials

&) NOAL:  Wactsan
R Fian Wi
oo P o Numer Nsber Nunber Nobe:
et Noag Mo .
oo evmes o sve

RELY [S4] D{150mg) 4078 934 5022 202 065(0.52,081)
— —
MR B e ‘ ik
STV R S VO R -
ENGAGE AF-THA 40 HO] E (B0mg) 7035 206 7036 337 .—.—' 08T(0.74,102)

POT————— <> e

D dabigairan; A: spixabar;
it

R ivarassban, E: edoraban.

: ®

NG Wardadin

e TR Nt Nsbr Name e B
peticets cvenls patieods events
REAY (54] O (150mg) 6076 300 65022 421 09308, 1.07)
ARISTOTLE 41} A 0420 327 OOBY 462 0530 60 0.60)
ROCKET AF 42 R 7431 385 7830 388 404 {0.90, 120§
JROCKET AF 143 R t39 26 t3m 30 085 (0.50, 1.43)
Eur J Epidemiol. 2016 S T
Jun;31(6):541-61 PR e assem
—
R rivarorsben, € edoxaben,
. .
L I3

Comparison of treatment effect estimates of non-vitamin K
antagonist oral anticoagulants versus warfarin

between observational studies using propensity score methods
and randomized controlled trials

(b) NOACs  Warrin
Suiy O ;
Pl NGaga b Momber N b Raam, 55 C1
i v pop P
AL Oorsoma sore <3 5022 47 om0
EOTENT A G o e am s 100
mcwTea R e e am s 10
ENGHGE AT 81401 EfOme) TO3E 773 TN 38 aszos 1on
e A $00% £ €022 a%0 06805

D dabigabran, A apixsbin,
Rt miaianaban. £ soaxsban

Eur J Epidemiol. 2016 Jun;31(6):541-61




Dabigatran x Rivaroxaban

JAMA Internal Medicine | Original Investigation

Stroke, Bleeding, and Mortality Risks in Elderly Medicare
Beneficiaries Treated With Dabigatran or Rivaroxaban
for Nonvalvular Atrial Fibrillation

David 1. Graham, MD, MPH; Marsha E. Reichman, PhD; Michael Wemecke, BA: Ya-Hui Hsueh, PhD; Rima tzem, PhD;
Mary Ross Southworth, PharmiD: Yugin Wei, MS: Jiemin Liao, MA: Margie R. Goulding. PRD: Katrina Mott, MHS:
‘Yoganand Chillarige, MPA; Thomas E. MaCurdy, PhD); Chris Worrall BS; Jeffrey A. Kelman, MD, MMSc

Estudo observacional, retrospectivo, que avaliou
pacientes do Medicare, com mais de 65 anos, em uso
das duas drogas na dose maior.

52240 Dabigatran x 66651 Rivaroxaban

JAMA Intern Med. 2016:176(11)k1662-1671.

Figure 1. Adjusted Kaplan-Meier Cumulative Incidence Plots of Thromboembolic Stroke, Intracranial Hemorrhage, Major Gastrointestinal Bleeding,

and Death in Patients Treated With the Standard Dose of Dabj or for Stroke ion With Atrial Fibril
[&] Thromboembolic strake Intracranial hamorrhage
06 Dabigatran 06

Rivaraxaban

= T = X . P
Ex T Rfvarokiban B HR, 1,65; 95% Cl, 1,20-2,26; P=0,02 _,-"J'_‘
=54 =
23 =
£ 2
LR 2
EE £
o= i HR,0,81;95% CI,0,65-1,01; P=0,07 S
0 A 120 180 240 300 a & 10 150 240 300
Follow-up Time, d Follow-up Time, d
welghted No. Weighted No.
atrisk atrisk
Dabigatran 52264 26729 13355 9236 6156 4334 Daigatran 52264 26729 13355 9236 5156 4381
Rivaroxaban 66630 35707 19527 12047 8511 5753 Rharoxaban 66630 35707 19527 1047 BS11 5753
Major gastrointestinal bleeding IE Death
25

Rivaroxaban
0 —

Rivaroxaban

/_IJ/—T:;:;;

e

e
,—-r/ff-"’ Dabigatran
i

e Adjusted
e Rate, %
=

Cumulative Adjusted
Incidence Rate, %

o
= il X 59" P
HR, 1,40; 95% Cl, 1,23-1,59; P< 0,001 HR, 1,15; 95% ClI, 1,00-1,32; P=0,051
UI &0 120 130 240 300 20 180 240 300
Follow-up Time, d Follow-up Time, d

weighted No. weighted No.
at risk atrisk

Dabigatran 52264 16720 13355 2236 6156 4384 Dabigatran 52264 26824 13380 0260 6165 4303

Rivaroxaban  GEEID is707 19527 12047 8511 5753 Rivaroxzban  £6630 35905 19593 129% 8542 5767




Stroke, Bleeding and Mortality Risks in Elderly
Medicacre Beneficiaries Treated With Dabigatran or
Rivaroxaban for Nonvalvular Atrial Fibrillation -
mmm Conclusdes

o Rivaroxaban teve maior nimero de
sangramento intracraniano do que Dabigatran.

o Rivaroxaban teve maior nimero de
sangramento Gl do que Dabigatran.

New oral anticoagulant agents — general features and outcomes in
subsets of patients

Efficacy Safety
(reduction of stroke or (major bleeding)
systemic embolism)
Best

Dabigatran 150 mg BID Edoxaban 30 mg daily
RR 0.66 (95% CI, 0.53-0.82) HR 0.47 {97.5% Cl, 0.41-0.55)
Apixaban 5 mg BID Apixaban 5 mg BID
HR 0.79 (95% Cl, 0.66-0.95) HR 0.69 (95% Cl, 0.60-0.80)
Edoxaban 60 mq daily Dabigatran 110 mg BID
HR (.87 (97.5% CI, 0.73-1.04) RR 0.80 (95% I, 0.69-0.93)
Rivaroxaban 20 mg daily Edoxaban 60 mg daily
HR 0.88 (95% (I, 0.74-1.03) HR 0.80 (97.5% I, 0.71-0.91)
Dabigatran 110 mg BID Dabigatran 150 mg BID
RR 0.91 (95% ClI, 0.74-1.11) RR 0.93 {95% C1, 0.81-1.07)
Edoxaban 30 mg daily Rivaroxaban 20 mg daily
HR 1.13 (97.5% CI, 0.96-1.34) HR 1.04 (95% Cl, 0.90-1.20)

Worst*

Thromb Haemost 2014 Apr 1; 114(4):575-82




Choosing the right drug to fit the patient when selecting oral anticoagulation for stroke

prevention in atrial fibrillation

Individual patient groups and characteristics

Asian Elderly Renal Previous 61 || High bleeding Recurrent Preference Patient less
patients patients impairment || haemorrhage risk (HAS- stroke for low pill likely to do
BLED 23} despite well- burden well on VKA
managed (SAMETT,R,
VKA score >2)
v I 1 v ¥ ¥ v 4
Consider Consider ca- Consider Consider Consider Consider Avaid “trial of
agents with iditi gents wil Rents wi agents with agent with Consider warfarin” and
reduced risk and agents. lower no increased lower demonstrable once- consider
of ICHand with lower haemorrhagic risk of GI Incidence of benefitin daily NOAC upfront
major extracranial i i reducing both | | formulations when
haemarthage || haemarrhage || in moderate- haemarrhage ischaemic deciding on
in Asian amongst severe remal AND OAC In newly
populations. elderly Impairment haemorrhagic diagnosed
{age>75) strake patient

Any NOAC,

Aptaaban
but considor

Edoxabion 110 m patient.
5 ‘Edowaban characteristics
when

chiodsing
agent

J Intern Med 2015; 278(1): 1-18

Sangramento

-1 NOACSs sao farmacos de meia-vida curta.

- Dabigatran
o fraca ligacdo com proteinas plasmaticas =>
dialisavel.
o ldarucizumab => fragmento de anticorpo
monoclonal.
o Rivaroxaban e Apixaban
o Ligacao forte com proteinas plasmaticas => nao
dialisaveis
o Andexanet => proteina recombinante que se liga
aos inibidores do fator Xa.




Sangramento

Carvao ativado pode ser usado até 2 horas
(contra-indicado em hemorragia digestiva)

Plasma Fresco Congelado

Concentrados de Complexos Protrombinicos

GRATA!




