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Score de risco isquémico

CHA,DS, - VASc

Sexo Fem.
ldade 65-74 anos
Doenca Vascular

AVC/AIT/Tromboem bolismo
"Diabetes

‘idade 2 75 anos

Hipertenséao

Insuf. Cardiaca Score maximo=9

Score =1 -» Considerar anticoagulacao

Score 2 2 - Recomendada anticoagulagcao



Fibrilhagao Auricular
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sllNéo
<65 anos, isolada
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Calcular o risco de AVC
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Sim
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Sem terapéutica
antitrombadtica
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Fibrilhagao Auricular
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FA valvular

\1' Nao

Calcularo risco de AVC

CHA,DS,-VASc
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Anticoagulacao oral

Calcularrisco hemorragico
HAS-BLED

Ter em conta os valores e as
preferéncias do doente

European Heart Journal (2012) 33, 2719-2747



Avaliar o risco hemorragico nos doentes com indicagao
para anticoagulacao

Risco isquémico Risco hemorragico

BMJ 1998;317:703-13



Avaliacao do risco hemorragico
Score HAS-BLED

HAS-BLED Caracteristica clinica

Hipertensao

Hypertensmn

A Funcao renal e hepatica anormal 1ou?2
Analysis (1 ponto cada)

AVC
Stroke

B Hemorragia
Bleeding

L INR labil
Labil INR

Idoso (idade > 65 anos)
Elderly

D Farmacos ou alcool (1 ponto cada)
Drugs




Caracteristica |Definicao
clinica
Hipertensao PAS > 160 mmHg

Funcao renal anormal Diadlise crdnica, transplante renal ou creatinina sérica 2
2.25 mg/di

Funcao hepatica Doenca hepatica cronica (ex: cirrose) ou alteragoes
anormal biogquimicas:
* Bilirrubina> 2x limite superior normal
associada
» AST/ALT/Fosfatase alcalina > 3x limite
superior do normal

Hemorragia Antecedentes hemorragicos e/ou predisposicdo para
hemorragia (ex: diatese hemorragica, anemia, etc.)

INR labil Dificuldade em manter o INR dentro do intervalo
terapéutico

Farmacos ou alcool Consumo de anti-agregantes plaquetarios, AINE ou
abuso de bebidas alcodlicas
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Averroes — Apixaban versus AAS

Hemorragias Major AVC e Embolismo Sistémico

B Major Bleedin | . s
, . Hazard ratio with apixaban, 1.13 R, Stoks or Syshessic Embolism Hazard ratio with apixaban, 0.45
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No. at Risk No. at Risk

Aspirin 2791 2738 2557 2140 Aspirin 2791 2716 2112 1543
Apixaban 2808 2759 2566 2120 Apixaban 2808 2758 2125 1522

N Engl J Med 2011;364:806-817



Varfarina - Intervalo terapeutico estreito

— AVC isquémico
Hemorragia intracraniana

Odds ratio

3.0 40 50 6.0 7.0 8.0
INR

Thromb Res 2006;117:493-9.452



Influéncia da idade no aumento do risco de hemorragia
intracraniana com a Varfarina
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Local de accao dos novos anticoagulantes orais

Rivaroxaban
Apixaban
Edoxaban

Xla
Villa
IXa

.——| Thrombin <= Prothrombin

Fibrin <= | Fibrinogen

European Heart Journal doi:10.1093/eurheartj/ehs267 August 2013



A diminuicao da taxa de filtracdo glomerular esta associada ao
aumento do risco de tromboembolismo na FA

P<0.001 for trend
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Hemorrragias major com varfarina ou apixaban
em funcao da Taxa de Filtracao Glomerular
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Dabigatran versus Warfarin in Patients with Atrial Fibrillation

ABSTRAC

BACKGROUND
Warfarin reduces the risk of stroke in patients with atrial fibrillation but increases
the risk of hemorrhage and is difficult to use. Dabigatran is a new oral direct throm-
bin inhibitor.

METHODS

In this noninferiority trial, we randomly assigned 18,113 patients who had atrial fi-
brillation and a risk of stroke to receive, in a blinded fashion, fixed doses of dab-
igatran — 110 mg or 150 mg twice daily — or, in an unblinded fashion, adjusted-dose
warfarin. The median duration of the follow-up period was 2.0 years. The primary
outcome was stroke or systemic embolism.

RESULTS

Rates of the primary outcome were 1.69% per year in the warfarin group, as compared
with 1.53% per year in the group that received 110 mg of dabigatran (relative risk with
dabigatran, 0.91; 95% confidence interval (CI}, 0.74 to 1.11; P<0.001 for noninferiority)
and 1.11% per year in the group that received 150 mg of dabigatran (relative risk, 0.66;
95% CI, 0.53 to 0.82; P<0.001 for superiority). The rate of major bleeding was 3.36% per
year in the warfarin group, as compared with 2.71% per year in the group receiving
110 mg of dabigatran (P=0.003) and 3.11% per year in the group receiving 150 mg of
dabigatran (P=0.31). The rate of hemorrhagic stroke was 0.38% per year in the warfarin
group, as compared with 0.12% per year with 110 mg of dabigatran (P<0.001) and
0.10% per year with 150 mg of dabigatran (P<0.001). The mortality rate was 4.13% per
year in the warfarin group, as compared with 3.75% per year with 110 mg of dab-
igatran (P=0.13) and 3.64% per year with 150 mg of dabigatran (P=0.051).

CONCLUSIONS
In patients with atrial fibrillation, dabigatran given at a dose of 110 mg was associ-
ated with rates of stroke and systemic embolism that were similar to those associ-
ated with warfarin, as well as lower rates of major hemorrhage. Dabigatran admin-
istered at a dose of 150 mg, as compared with warfarin, was associated with lower
rates of stroke and systemic embolism but similar rates of major hemorrhage.
(ClinicalTrials.gov number, NCT00262600.)
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ROCKET - Ribaroxaban
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ABSTR

ROUND

The use of warfarin reduces the rate of ischemic stroke in patients with atrial fibril-

lation but requires frequent monitoring and dos stment. Rivaroxaban, an oral
itor, may provide more consis ctable anticoagulation than

warfarin.

METHODS

In a double-blind trial, we rand

fibrillation who were at incr

daily dose of 20 mg) or dose-adjusted warfarin. The per-protocol, as-treated prima
analysis was designed to determine whether rivaroxaban was noninferior to war
rin for the primary end point of stroke or systemic embol

RESULTS

In the primary analysis, the primary end point occurred in 18
ban group (1.7% per year) and in 241 in the warfarin group (2
ard ratio in the rivaroxaban group, 0.79 onfidence interv:
0 inferiority). In the intention-to-treat analysis, the primary

P<0.001 for noninferiority; P=0.12 for superiority). Major and nonmajor clinically
evant bleeding occurred in 1475 patients in the rivaroxaban group (14.9% per year) :
n group (14.5% per year) (hazard ratio, 1,03; 95¢
ant reductions in intracranial hemorrhage (0.5%v
. 0. 0.003) in the r

ban was noninferior to warfarin for the
prevention of stroke or systemic embolism. There was no significant between-group
difference in the risk of major bleeding 1 intracranial and fatal bleeding
occurred less frequently in the rivaroxaban group. (Funded by Johnson & Johnson
and Bayer; ROCKET / “linicalTrials.gov number, NCT00403767.)
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ARISTOTLE - Apixaban
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Apixaban versus Warfarin in Patients
with Atrial Fibrillation

BACKGROUND

s a novel oral direct T
in a similar population

METHODS
In this randomized, double-blind trial, we compared apixaban (at a
twice
( additional risk factor for
stroke. The primary outcome was ischemic or hemorrhagic stroke or systemic em-
bolism. The trial was designed to test for noninfel vith key ondary objec-
tives of testing for superiority with respect to the primary outcome and to the rates
of major bleeding and death from any cause.
RESULTS
The median duration of follow-up was 1.8 years. The rate of the primary outcome was
1.27% per in the apixaban I per year in the war-
arin group (hazard ratio with apixaban, 0.79; 95% confidence interval [CI], 0.66 to
<0.001 for noninferiority; P=0.01 for sup . The rate of major bleeding
o per year in the apix p, as compared with 3.09% per year in the
in group (hazard ratio, 0.6 0.60 to 0.80; P<0.001), and the rates of
0.89; € CI,
). The rate of hemorrhagic stroke was 0.24% per year in the
o per year in the warfarin group (hazard
0.75; P<0.001), and the rate of ischemic or uncertain type o
rin the apix yroup and 1.05% per year in the warfarin

group (h ratio, 0.92; 9 .7 2

CONCLUSIONS

In patients with atrial fibrillation, apixaban was superior to warfarin in preventing stroke
or systemic embolism, caused less bleeding, and resulted in lower mortality. (Funded by
Bristol-Myers Squibb and Pfize TOTLE ClinicalTrials.gov numbe
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Novos anticoagulantes orais

AVC isquémico AVC hemorragico




Os Novos Anticoagulantes Orais na disfuncao renal
Dosagens aprovadas pela EMA na doenca renal cronica

150 mg x 2 20mg x 1 5mg x 2

Cl. Creat.
mL/min.

50

110 mgx2

30

15

Eliminagao renal

European Heart Journal doi:10.1093/eurheartj/eht134. April 2013



Os Novos Anticoagulantes Orais na disfuncao renal
Dosagens aprovadas pela EMA na doenca renal cronica

150 mg x 2

Cl. Creat.
mL/min.

50

30

15

Eliminacaorenal

* Interacgéo com a idade < 1 Hemorragias Gl *2.5mg se Cr > 1.5 e Idade =80
*D110- Hemor. major < 1 Necesidade transfusbes  anos ou peso < 65 kg
*D150- |AVC isquémico < | Hemorragias fatais * | Hemorrragias major
1 Hem Gl * | Mortalidade global
* Dispepsia

European Heart Journal doi:10.1093/eurheartj/eht134. April 2013



Novos anticoagulantes orais

AVC isquémico AVC hemorragico




Table 5 Effect on NOAC plasma levels (‘area under the curve, AUC’) from drug-drug interactions and clinical factors,

and recommendations towards NOAC dosing

Via

Atorvastatin

P-gp competition and
CYP3A4 inhibition

Dabigatran

Aplxaban Rivaroxaban

Edoxaban’

7.3

+18% No effect

%{ 77 No effect™

Digoxin

P-gp competition

3733

No effect™ No eﬁ'ect "

g//éf;r;f// 7 No effect™

Verapamil

P-gp competition (and weak
CYP3A4 inhibition)

+12-180%* (reduce
dose and take
simultaneously)

+53% (SR)™
/ (reduce dose
by 50%)a

iy /

Diltiazem

P-gp competition and weak
CYP3A4 inhibition

Quinidine

P-gp competition

Mo effect®*
+80%° (reduce +50%

e 5
dose by 50%)°

Amiodarone

P-gp competition

+12-60%* //«/é/ No effect™® W

Dronedarone

Ketoconazole; itraconazole;
voriconazole;
posaconazole

Fluconazole

P-gp and CYP3A4 inhibitor

P-gp and BCRP competition;
CYP3A4 inhibition

Moderate CYP3A4
inhibition

Wl
----

Cyclosporin; tacrolimus

P-gp competition

T L=

& W6 st [ +50%

Clarithromycin; erythromycin

P-gp competition and
CYP3A4 inhibition

+1S 20%

%f%{// W// 1+30-54%26%

HIV protease inhibitors
(e.g. ritonavir)

P-gp and BCRP competition
or inducer; CYP3A4

inhibition

Rifampicin; St John's wort;
carbamazepine; phenytoin;
phenobarbital

P-gp/ BCRP and
CYP3A4/CYP2)2
inducers

- - - L

Antacids (H2B; PPI;
Al-Mg-hydroxide)
Other factors

Gl absorption

—12-30%22~2 W% No effect

Age >80 years

Increased plasma level

Age =75 years
Weight <60 kg

Increased plasma level
Increased plasma level

X585
Watsys

Renal function
Other increased bleeding risk

Increased plasma level

See Table 7

Pharmacodynamic 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 =3

Contraindicado

Reduzir dose

Reduzir dose se outro amarelo
associado

Sem dados
Recomendacdes baseadas em
consideracgdes farmacocinéticas

Europace (2013) 15, 625-651 doi:10.1093/europace/eut083



