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Trombogénesis en la FA

Virchow’s triad revisited

Mechanisms of thrombogenesis in atrial fibrillation:

HIPERCOAGULABILIDAD

‘ T Haematocrit
Platelet activation
T B-thromboglobulin

Atrium Atrial tissue

Haemoconcentration Wall motion abnormalities

Blood stasis

£ L
‘Thrombusformation} ----------------------------------- I =

y

T D-dimer

T Prothrombin 1and 2
T Thrombin-antithrombin complex

‘Thromboembolism and stroke /

Coagulation cascade activation

Atrial tissue changes

» Myocytic hypertrophy
+ Sclerosis

« Fibroelastosis

Re-entry fodi
formation

A
Atrial fibrillation

Endothelial damage/dysfunction %

= Extracellular matrix
abnormal changes

Inflammation
T vWF, interleukin 6
1

Watson T et al. Lancet 2009; 377:155-66
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Reduccion de riesgo de ictus en la FA

Warfarina mejor Placebo mejor

AFASAK
SPAF
BAATAF
CAFA
SPINAF

EAFT

RRR 649%*
Todos O (95% CI: 49-74%)

100 50 0 ~50 ~100
RRR (%)t

Hart RG et al. Ann Intern Med 2007;146:857—67
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Reduccion de riesgo de ictus en la FA

AFASAK
SPAF
EAFT

ESPS I

LASAF
125 mg/d
125 mg QOD

UK-TIA
300 mg/d
1200 mg/d

JAST

All trials

Aspirina mejor Placebo mejor

| O " RRR = 19%%*
(95% CI: -1 to 35%)

100

50 0 50 ~100
RRR (%)t

Hart RG et al. Ann Intern Med 2007;146:857—67
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Estrategias terapéuticas de FA

‘Upstream’ therapy of concomitant conditions

Anticoagulation

Rate control

Antiarrhythmic drugs _

ESC GUIDELINES

2

:

3 Ablation -

8

B : :

< Cardioversion I I I
NN 1 I

silent ' paroxysmal persistent long-standing  permanent

persistent

==

Camm AJ et al. Eur Heart J
2010:;
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Calculo de riesgo embolico CHADS,

Tasa anual de ictus

Congestive HF 1 9 12,5
Hypertension 1
Age > 75 yr 1
Diabetes 1
Stroke 2
E1,9E
6 2 4 6 8 10121416 18 20

Gage BF, et al. JAMA 2001; 285:2864-70
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Tratamiento anticoagulante en FA

“

T Congestive heart failure,
Hypertension. Age > 75 years
Diabetes.
Stroke/TIA/thrombo-embolism
(doubled)

Consider other risk factors™

*Other clinically relevant
non-major risk factors:

age 65-74,female sex,
vascular disease
]

&

ESC GUIDELINES

Camm et al.Eur Heart J (2010).
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Prognostic impact of atrial fibrillation progression in a community study: AFBAR
Study (Atrial Fibrillation in the Barbanza Area Study)

798 pacientes
- 52% varones
- /5 anos

77% HTA
25% DM
7% ictus
5% AIT

81 % ACO
70% iIECA/ARA

HT 3 0,46 (0,25-0,87

DBP x 0,97 {0,94-0,99)

IHD 2,78(1,51-5,13)

R LVEF<50% 2,19(1,11-3,32)
e
=

§ Complications 1,98(1,10-3,56)

Previous CV
hosp 2,22(1,18-4,19)
Change AF 2,89(1,28-6,55)
I T T T T T
01 0,3 05 07 1 3 5 7 10 HR

HR ( 95% C1)

Seguimiento 6 meses

16.4% muerte u hospitalizacion

Garcia-Castelo A et al. Int J Cardiol 2010, epub ahead of print
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o FA en estudio Cardiotens
15102 pacientes
85,3 %
£ ] FA: 10 % (1544)
il 10,2 %
: | " E——
Edad media 73 afos (en 1999, 69 anos)
87.9% son hipertensos (en 1999, 66%).
63% tratamiento ANTICOAGULANTE (en 1999, 33%)
%z  SOCIEDAD .‘ Seccion de

®= ESPANOLA DE Hipertension
[} s CARDIOLOGIA V) Arteria

Rodriguez-Mafiero et al.. Rev Esp Cardiol 2011, 64:649-53
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77, 3 % CHADS > 2
|

30—

48,9 % CHADS = 3
%

20—

Porcentaje

10

{00 . . 3,00
CHADS2

* 87.9% son hipertensos
* 63% tratamiento ANTICOAGULANTE

Bz SOCIEDAD J Seccion de

@ ESPANOLA DE Hipertension
[} s CARDIOLOGIA T Arteria

Rodriguez-Mafero et al. Rev Esp Cardiol 2011; 64:649-53
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Tratamiento anticoagulante en

FA

Patients receiving warfarin® (%)

Low risk Moderate risk High risk
(n = 34,338) (n = 105,563) (n = 31,492)
40.1% 43.5% treated 42.1% treated
treated
60
490 60.7 600
o ] 435 435 sl
<. 430 Pl a- 430 430
40.1 400 406 20 408 — 400 307 404 397 [
401 39.1
36.3
347 —
30
20
10
0 A
0 1 2 3 4 5 6
n=34338 n=58004 n=47559 n=20589 n=7711 n= 2625 n = b67
CHADS, score
20% 33,8% 27,7% 12,0% 4,5% 1,5% 0,3%

B Total (n = 171,393) [ Newly diagnosed atrial fibrillation/flutter (n = 51,907) O Pre-existing atrial fibrillation/flutter (n = 119,486)

Zimetbaum PJ, et al. Am J Med. 2010; 123: 446-53.
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‘z=r| Calculo de riesgo embolico CHA,DS, VASc

Tasa anual de ictus

CHADS;-VASC
oS o 15,2
CHF/LVD (<a0%) 1 8
Hypertension 1
Age > 75 yr 2
Diabetes 1
Stroke/ TIA 2
Vascular dis. 1
Age 65-74 yr 1
Sex (female) 1 | | | | | | | | |
0 2 4 6 8 10 12 14 16 18

Lip GY, et al. Stroke 2010;
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Tratamiento anticoagulante en FA

Risk category

CHA,DS,-VASc
score

Recommended
antithrombotic therapy

One ‘major’ risk
factor or >2 ‘clinically

ESC GUIDELINES

- >2 OAC?
relevant non-major
risk factors
Either OAC® or
One ‘clinically relevant aspirin 75-325 mg daily.
non-major’ risk factor Preferred: OAC rather
than aspirin.
Either aspirin 75—
325 mg daily or no
No risk factors 0 antithrombotic therapy.

Preferred: no
antithrombotic therapy
rather than aspirin.

Camm et al.Eur Heart J (2010).
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Riesgo embodlico en Cardiotens

L

ESPANOLA DE W Hipertension
CARDIOLOGIA W Arterial

Rodriguez-Mafero et al. Rev Esp Cardiol 2011; 64:649-53

g
30 = 100 5
/I o 93,9%
901 [mcHADs, mcHA,Ds,-vASc
251
80
| 70
20 18,1%
60
14,2%
15 &
10 40
5,8% 30
5 .
2.7% 20
04 1 34% oo
0 1 2 3 4 5 6 0 _0 ’
CHADS,
SOCIEDAD Seccion de
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q;Emm‘“ Rango terapéutico

<15 1519 20-25 26-3.0 3.1-35 3640 4.1-45 >45
Hylek EM, et al. N Eng J Med 2003; 349:1019-1026.
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Riesgo segun tiempo en rango terapeutico

Relative risk vs clinical trial setting

4.0

3.5+

3.0 1

2.5 1

2.0

1.5 -

1.0

--A-- Ischemic stroke
—&@— Intracerebral hemorrhage

2.0
TTR (%)

Amouyel P. Eur J Intern Med 2009;20:63
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Calculo de riesgo hemorragico

HAS-BLED risk criteria

Hypertension

Abnormal renal or liver
function (1 point each)

Stroke
Bleeding

Labile INRs

Elderly
(e.g. age >65 yrs)

Drugs or alcohol
(1 point each)

Score HAS-BLED Number Bleeds per 100
total score of bleeds  patient-yrs*
1 0 798 9 1.13
1o0r?2 1 1286 13 1.02
2 744 14 1.88
1 3 187 7 3.74
1 4 46 4 8.70
5 8 1 12.5
L 6 2 0 0.0
1 7 0 - =
8 0 — —
1o0r2 9 0 _ _

*P value for trend = 0.007
Camm AJ et al. Eur Heart J 2010,

Pisters et al. Chest 2010; 138 : 1093-100
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HASBLED - Estudio FABAR

HAS-BLED

FABAR (723) p
(3963) FABAR vs
Sangrado - Sangrado HAS-BLED
Si Si con
4,1% 1,3% sangrado
Edad 76 72 <0,001 73 66 <0,001
>65 anos 87% 83% ns 79% 51% ns
Mujeres 46% 40% ns 53% 39% ns
1° ep 10% 13% 17% 19%
EA Parox 13% 14% ns 28% 31% ns
PeslPm 77% 73% 56% 51%
Tab actual 9% 6% ns 11% 13% ns
HTA 87% 76% <0,05 74% 65% ns
DM 36% 23% <0,05 23% 18% ns

Abu Assi et al. Eur Heart J 2011



AVANZANDO EN 1A
PREVENCION
CARDIOVASCULAR.
SITUACION ACTUAL

E INICIATIVAS

EN MARCHA

C isquémica

Valvulopatia

EPOC

CHADS,

Cancer activo

ACV
SangR previo
PAS

Insufic renal

FABAR

Sangrado
Si
4,1%

16%

33%
20%

2,5
11%
11%
29%
134

21%

17%

30%
10%

2,0
3%
8%
5%
132

8%

(723)

ns

ns

<0,05
<0,001
<0,005
ns
<0,001
ns

<0,001

HASBLED - Estudio FABAR

HAS

Si

1,3%

29%

34%

23%

2,0
8%
12%
17%
137

19%

.BLED (3963)

Sangrado

p

FABAR vs
HAS-BLED
con sangrado

ns

ns

ns

ns

ns

ns

ns

ns

ns
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= Predictores de sangrado
-
0,60 (0,21-1,72
PAS>160 1,73 (0,82-3,67
IR 2,86 (1,33-6,18)
2,22 (1,10-4,46)
0,94 (0,32-2,86)
ICTUS 0,92 (0,35-2,40)
7,51 (3,00-18,78) §~
g SANGRADO 8,24 (4,46-12,23) o
2  EDAD* 2,66 (1,33-532) G
T 2,03 (1,07-3,85)
> T
AAG 0,81 (0,43-1,51)
0,75 (0,36-1,54)
ALCOHOL 1,32 (0,76-2,28)
INR-L 4,03 (2,26-7,19

0,1

03 050,71 3

Abu Assi et al. Eur Heart J 2011



Requisitos nuevos anticoagulantes

Al menos tan efectivos como Warfarina
Respuesta predecible

Ventana terapéutica amplia

Baja incidencia y severidad de efectos adversos
Dosis fija oral

No necesidad de monitorizacion rutinaria

Bajo potencial de interaccion medicamentosa
Rapido inicio y fin de accion

Coste-efectivo

Lip GY et al. EHJ Suppl 2005;7:E21-5
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Evolucion de los anticoagulantes

-

Collagen

Clopidogrel
Prasugrel
AZD 6140

LMWH
Heparin

Bivalirudin -
Hirudin

Ximelagatran Fibrinogen
Dabigatran
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The NEW ENGLAND

JOURNAL o MEDICINE

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

Dabigatran versus Warfarin in Patients with Atrial Fibrillation

Inhibidor directo de la trombina

Vida media 12-17 h

~ 80% excrecion renal

6.5% biodisponibilidad

Rapido inicio de accion

Efecto anticoagulante predecible y consistente
Bajo potencial par interacciones farmacoologicas,
sin interacciones con alimentos

No requiere monitorizacion rutinaria

Molestias digestivas
NO ANTIDOTO

Cumplimiento (?) Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.

DABIGATRAN
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2tudy of stroke prevention
n atrial fibrillation

» lctus previo permanente o transitorio

> FEVI < 40%

» Clase funcional NYHA 2 I

» >75 ainos 6 edad 65-74 y diabetes, HTA o CI

Warfarina Dabigatran etexilato Dabigatran etexilato

(INR 2,0-3,0) 110 mg /12 h 150 mg /12 h
N =6.000 N'='6.000 N = 6.000

« Objetivo principal: Determinar la no inferioridad de dabigatran etexilato
respecto a warfarina . ICTUS O EMBOLISMO SISTEMICO

* Objetivo principal seguridad: hemorragia mayor
* Objetivos secundarios: ictus, embolismo sitémico o muerte

Ezekowitz MD, et al. Am Heart J 2009;157:805-10.
Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
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Objetivo Primario: t° hasta 1° ictus

0,05

0,04 _

0,03 —

0,02

0,01 -

Cocientes acumulados de riesgos

0,04

- \Warfarina (n = 6022)

=== Dabigatran etexilato 110 mg (n = 6015)
=== Dabigatran etexilato 150 mg (n = 6076)

@

” B ——

Study
I

2 RELY:

evention

RR 0,91 it
(IC del 95%: 0,74-1,11)

p < 0,001 (NI)

p = 0,34 (Sup)

RRR
34%

RR 0,66
(IC del 95%: 0,53-0,82)
p < 0,001 (NI)

p < 0,001 (Sup)

| | |
1,5 2,0 25
Anos

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
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Ictus o embolia sistémica % REL LY

evention

Dabigatran 110 mg
frente a warfarina

Dabigatran 150 mg
frente a warfarina

itrial ‘|I.| at

Valor de pde Valorde pde
no inferioridad  superioridad

< 0,001 0,34

< 0,001 < 0,001

Margen = 1,46
e e e e e e e e e e e e

0,50

075 1,00 125 1,50
CRI (IC del 95%)

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
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‘=] Tasas de hemorragias mayores
v
RR 0,80 (IC del 95%: 0,69-0,93)
p = 0,003 (sup) RR 0,93 (IC del 95%: 0,81-1,07) ‘
3,50 .
RRR p= 0,1#1 (sup)
3,00 20% 3,11
2,50
s
S 2,00
5
o 1,50
NS
1,00
0,50
0,00
D 110 mg 2 x dia D 150 mg 2 x dia Warfarina
322 /6.015 37516.076 397 /1 6.022

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.



ANEEREN

AVANZANDO EN 1A
PREVENCION

CARDIOVASCULAR.
SITUACION ACTUAL
EINICIATIVAS

EN MARCHA

RE-LY® TTR segun pais 2) RELY"

#

Study of stroke prevention

in atrial fibrillation

? 3

77
67 6868 70 70 70 /1 272 /A7

70+

64 64 64 64 64 65 65 66 66
60 60 61 62
56 57 58 58

?

56 56
53 554 0L 55

g 4949
444?4

=

20

Mean time in therapeutic range (%)
b=t
[

=t
=

Wallentin L, et al. Lancet 2010; DOI:S0140-6736(10)61194-4.,




MBI avanzaxvo ex 1a
4 [ PREVENCION r
[ | | CARDIOVASCULAR.
| | SITUACION ACTUAL
"W ENenamvas I
@ Eamen @ R E I_ Yh“:JI
LT )
= F A —
Study of stroke prevention
in atrial fibrillation
cT TR <57-1% cTTR 57-1-65-5%
0064 —— Dabigatran 110 mg A
—— Dahigatran 150 mg
- —— Warfann
=
= -
=
o
P =
oL
>
=
= .
E
=
O
T T T T T
Mumibser at risk
Dabigatran 110mg 14497 1450 1411 1144 649 4 1524 147 1440 1169 783 79
Dabigatran 150mg 1509 1469 1427 1164 635 283 1526 1453 1453 11592 20m 394
Warfarin 1504 1445 1395 1094 640 242 1514 1476 1438 1175 752 351
cI TR 65-5-72-6% cTTR=72-6%
-6 _
2
E
E 0044 1
o
=
Z
=
£ 04021 i
g
{l I T T T T T T T T T T
05 1.0 15 240 2.5 i} o5 10 15 20 25
Follow-up (years) Follow-up (years)
Mumibser at risk
Dabigatran 110mg 1474 1456 1420 1142 TED 70 14382 1444 1405 1108 730 34
Dabigatran 150 mg 1484 1445 1419 1153 761 369 1514 1487 1437 1135 750 36T
Warfarin 1487 1458 1436 1150 755 59 1509 1476 1440 1166 77 366

Wallentin L, et al. Lancet 2010; DOI:S0140-6736(10)61194-4.,




RE-LY® Resultados 2) RELY"

150 mg dabigatran vs. warfarin

» Reduccion significativa de ictus/ embolismo sistémico.
Reduccion significativa de ictus hemorragico.
Reduccidn significativa de mortalidad vascular.
Proporcion comparable de sangrado mayor
Reduccion significativa de sangrado total, intracraneal y amenza vital.

110 mg dose vs. warfarin

® Proporcion comparable e isctus/embolismo sistémico

® Reduccion significativa de ictus hemorrgagico

® Reduccion significativa de sangrado mayor

» Reduccion significativa de sangrado total, intracraneal y de amenza vital.
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@"‘ Guidelines for the management of atrial
fibrillation

(a) Where oral anticoagulation is appropriate therapy, dabigatran may be
considered, as an alternative to adjusted dose VKA therapy. (i) If a patient is at
low risk of bleeding (e.g. HAS-BLED score of 0—2; see Table 10 for
HAS-BLED score definition), dabigatran 150 mg b.i.d. may be considered, in
view of the improved efficacy in the prevention of stroke and systemic
embolism (but lower rates of intracranial haemorrhage and similar rates of
major bleeding events, when compared with warfarin); and (ii) if a patient has
a measurable risk of bleeding (e.g. HAS-BLED score of =3), dabigatran
etexilate 110 mg b.i.d. may be considered, in view of a similar efficacy in the
prevention of stroke and systemic embolism (but lower rates of intracranial
haemorrhage and of major bleeding compared with VKA). (b) In patients with
one ‘clinically relevant non-major’ stroke risk factor, dabigatran 110 mg b.i.d.
may be considered, in view of a similar efficacy with VKA in the prevention of
stroke and systemic embolism but lower rates of intracranial haemorrhage and
major bleeding compared with the VKA and (probably) aspirin. (c) Patients

Camm et al.Eur Heart J (2010).
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Guias Sociedad Canadiense Cardiologia

Assess thromboembolic risk (CHADS,)
and bleeding risk (HAS-BLED)

No antithrombotic may Aspirin is a reasonable
be appropriate in alternative in some as
selected young indicated by risk-benefit

patients with no stroke
risk factors

Dabigatran is the preferred OAC
over warfarin in most patients

Cairns JA et al. CJC 2011:27:74-90



ACCF/AHA/HRS Focused Update

2011 ACCF/AHA/HRS Focused Update on the Management
of Patients With Atrial Fibrillation (Update on Dabigatran)

A Report of the American College of Cardiology Foundation/American
Heart Association Task Force on Practice Guidelines

2011 Focused Update Recommendation Comments
Class |
1. Dabigatran is useful as an alternative to warfarin for New

the prevention of stroke and systemic recommendation

thromboembolism in patients with paroxysmal to
permanent AF and risk factors for stroke or
systemic embolization who do not have a prosthetic
heart valve or hemodynamically significant valve
disease, severe renal failure (creatinine clearance
<15 mL/min), or advanced liver disease (impaired
baseline clotting function).? (Level of Evidence: B)

Wann LS et al. Circulation 2011; 123:1144-50




SCIENCE MEDICINES HEALTH

Dabigatran

Prevention of stroke and systemic embolism in adult patients
with nonvalvular atrial fibrillation with one or more of the
following risk factors:

» Previous stroke, transient ischemic attack, or systemic embolism (SEE)
» Left ventricular ejection fraction <40 %

» Symptomatic heart failure, 2 New York Heart Association (NYHA) Class 2
» Age = 75 years

» Age = 65 years associated with one of the following: diabetes mellitus,
coronary artery disease, or hypertension

Contraindications

» Hypersensitivity to the active substance or to any of the excipients

»Patients with severe renal impairment (CrCL < 30 ml/min)

»Active clinically significant bleeding; Organic lesion at risk of bleeding

» Spontaneous or pharmacological impairment of haemostasis

»Hepatic impairment or liver disease expected to have any impact on survival

» Concomitant treatment with systemic ketoconazole, cyclosporine, itraconazole and
tacrolimus

EUROPEAN MEDICINES AGENCY
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Rivaroxaban versus Warfarin in Nonvalvular
Atrial Fibrillation

TF/VIla  Inhibidor directo Factor Xa,
selectivo
X /\ IX - Alta biodisponibilidad oral
— IXS/ . R_énpido Inicio de accion
VIIIa _ - Vida media:
\Va / Rivaroxaban — 5-9 horas en jovenes
— 11-13 horas en ancianos

« Doble via de eliminacion:

— 1/3 droga activa se excreta sin
cambios via renal

I1 — 2/3 de la droga se metaboliza en
v higado; la mitad se excreta por

el rifdn y la otra mitad via
- hepatobiliar.

Fibrinogen +—> Fibrin

Patel et al. N Engl J Med 2011; 365:883-91
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ICTUS O EMBOLISMO SISTEMICO

= HR 0.79 (0.66, 0.96) Warfarina
o p<0.001 (no-inferioridad)

Rivaroxaban

Tasa acumulada de eventos (%)
w

240 360 480 600 720 840
Dias desde randomizacion

0 120

Numero de sujetos en riesgo
Rivaroxaban 6958 6211 5786 5468 4406 3407 2472 1496
Warfarina 7004 6327 5911 5542 4461 3478 2539 1538

Poblacién “per-protocol“: 13962 pacientes
Patel et al. N Engl J Med 2011; 365:883-91
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Sangrado
J O

Rivaroxaban Warfarin Hazard ratio
(N=7111) (N=7125) Hazard ratio y 95% IC
Parametro NG Y LI 1il)] n (% por ano) (95% IC)
Objetivo principal 1475 (14.9) 1449 (14.5) 1.03 (0.96,1.11) ™
seguridad
Sangrado mayor 395 (3.6) 386 (3.4) 1.04 (0.90,1.20) He+
Descenso Hbna 305 (2.8) 254 (2.3) 1.22 (1.03,1.44)* o
(>2 g/dI)
Transfusion 183 (1.6) 149 (1.3) 1.25 (1.01,1.55)* o
Sangrado critico 91 (0.8) 133 (1.2) 0.69 (0.53,0.91)* o
organico
Hemorragia 55 (0.5) 84 (0.7) 0.67 (0.47,0.93)* ——
intracraneal
Sangrado fatal 27 (0.2) 55 (0.5) 0.50 (0.31,0.79)* —eo—
Sangrado no-mayor 1185 (11.8) 1151 (11.4) 1.04 (0.96,1.13) b
clinicamente relevante

02 05 1 2 5

Sangrado mayor gastrointestinal (alto, bajo y rectal): A favor de A favor
rivaroxaban = 224 eventos (3.2%); warfarina = 154 eventos (2.2%); p<0.001*  rivaroxaban de
warfarina

Patel et al. N Engl J Med 2011; 365:883-91



Apixaban versus Warfarin in Patients
with Atrial Fibrillation — —

WRSTOTLE

» Inhibitor de factor Xa
muy selecto y potente

Biodisponibilidad 50%
Vida media 9-14 h

Metabolizado en higado
via CYP3A4

» Eliminacion renal (~25%)
e intestinal (~70%)

TF/VIIa

YV VYV V

Fibrinogen +—> Fibrin

Granger et al. N Engl J Med 2011
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ORIGINAL ARTICLE

Apixaban in Patients with Atrial Fibrillation

AVERROES

In patients with atrial fibrillation for whom vitamin K antagonist therapy was un-
suitable, apixaban reduced the risk of stroke or systemic embolism without signifi-
cantly increasing the risk of major bleeding or intracranial hemorrhage.

A Stroke or Systemic Embolism . B Major Bleeding
Hazard ratio with apixaban, 0.45 Hazard ratio with apixaban, 1.13
1.09 0.05- (95% Cl, 0.32-0.62) 1.0 0.020- (95% Cl, 0.74-1.75)
i Aspirin i
0.8 0.04 P 0.8 0.015- Apixaban
£ T
E 0.037 n Aspirin
T 0.02+ _ - P=0.57
2 Apixaban >
= b= 0.005
5 o4 0.011 3 047
£ £
a 0.00 T T T T ] S 0.000 T T T T 1
0.2 0o 3 6 9 12 18 0.2- 0 3 6 9 12 18
0_0_———-—F§—| ) 0.0 | | ———
0 3 6 9 12 18 0 3 6 9 12 18
Months Months
No. at Risk No. at Risk
ASF"”b” 2;9‘; 2;12 - e . 628 Aspirin 2791 2738 2557 2140 1571 642
Apixaban 280 275 2566 2125 L7 e Apixaban 2808 2759 2566 2120 1521 622
CONCLUSIONS

Connolly S et al. N Engl J Med 2011; 364:806-17
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- with Atrial Fibrillation — TOTIE
L ] ] L] ]
A Primary Outcome: Stroke or Systemic Embolism B Major Bleeding
_ 4 = 8+ ;
100 Warfarin LY Warfarin
34 6
9 80+ . < 80—
vy ) Apixaban vy .
c - c - .
E 60 :% 60 Apixaban
= 1 £ 2
s =
n 404 {.;n 40
8 L J J J J : E 0 T T T T 1
. 0 6 12 18 24 30 B 0 6 12 18 24 30
Hazard ratio, 0.79 (95% Cl, 0.66—0.95) o 204 Hazard ratio, 0.69 (95% CI, 0.60—0.80)
P=0.01 P<0.001
0_ | T T T 1 0
I 1 1 I 1
0 6 12 18 24 30 0 6 12 18 24 30
Months Months
No. at Risk .
No. at Risk
i 7 7
oo wme s en e sl LSER e s ome s s
Warfarin 9052 7910 7335 5196 2956 1491

Granger et al. N Engl J Med 2011




e avanzavno ex 1a
| PREVENCION
I CARDIOVASCULAR.

y

AAEEEA
AEEEER

Objetivo primario segun TTR

[ struacion acruar
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A &
GRISTOTLE
b ELET Warfarin
.. Rate/100 Rate/100 Adjusted
Center TTR (%) SENIE DErSON yrs Events DErson yrs HR (95% CI) e
< 58.0 N 0.77 (0.56,1.08)  0.29
58.0-65.7 S 0.80 (0.56, 1.15)
65.7-72.2 15 0.79 (0.54, 1.13)
>72.2 1.02 0.81 (0.52, 1.26)

Granger et al. N Engl J Med 2011



Nuevos anticoagulantes orales

Mecanismo Inhibidor lla Inhibidor Xa

de accion directo directo
selectivo selectivo

Bio- Prodroga oral, Buena

disponibilidad pobre biodisp biodisponibilad
oral oral

Vida media 12-17h 6 — 9 horas
(80% exc renal)

Dosis 2 veces al dia 1 vez al dia

Tiempo hasta 1 —4 horas 1 —4 horas

max efecto

Antidoto (*) NO Ne

Inhibidor Xa
directo
selectivo

Buena
biodisponibilad
oral

12 horas

2 veces al dia

1 —4 horas

NO

‘ ‘!I Enlr:mm =
- DABIGATRAN | RIVAROXABAN | APIXAVAN EDOXAVAN

Inhibidor Xa
competitivo

Buena
biodisponibilad
oral

9 — 11 horas

1 vez al dia

1 —4 horas

NO

(*) en estudio CCP Eriksson B et al. Clin Pharmacokinet 2009; 48: 1-22.



Nuevos anticoagulantes orales

RELY ROCKET-AF ARISTOTLE ENGAGE-AF
Dabigatran Rivaroxaban Apixaban Edoxaban

Muestra, n 18.113 14.266 18.201 20.500
Dosis 110 mg/12 h 20 mg/24 h 5mg/12 h 30 mg/24 h

150 mg/12 h 15 mg (FGE 20-49) 60 mg/24 h
Diseino No inferioridad  No inferioridad No inferioridad  No inferior.

PROBE Doble ciego Doble ciego Doble ciego

CHADS, =1)2.1 22) 3.4 =1)2.1 (z2)
Obijetivo 1ario Ictus o Ictus o Ictus o Ictus o
Ilctus 0 embolismo embolismo embolismo embolismo embolismo
sistémico sistemico sistémico sistéemico sistéemico
Objetivo Sangrado Sangrado Sangrado Sangrado
Primario mayor mayor mayor mayor
Seguridad

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
Patel et al. N Engl J Med 2011; 365:883-91
Granger et al. N Engl J Med 2011
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2) RELY®

o~
CONCLUSIONS natrial fbrtlagon |
In patients with atrial fibrillation, dabigatran given at a dose of 110 mg was assocl-
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.

CONCLUSIONS ‘ROCKeTAF g{

In patients with atrial fibrillation, rivaroxaban 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, although intracranial and fatal bleeding
occurred less frequently in the rivaroxaban group.

WRSTOTLE

CONCLUSIONS s B 14
In patients with atrial fibrillation, apixaban was superior to warfarin in preventing stroke
or systemic embolism, caused less bleeding, and resulted in lower mortality.
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Objetivo primario de eficacia

Dabigatran 150 mg b.i.d. -
Dabigatran 110 mg b.i.d. i
Rivaroxaban 20 mg o.d. —Lb——
Abixaban 5 mg b.i.d. i
o5 1 2

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
Patel et al. N Engl J Med 2011; 365:883-91
Granger et al. N Engl J Med 2011
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Ictus hemorragico

Dabigatran 150 mg b.i.d.

Dabigatran 110 mg b.i.d.

Rivaroxaban 20 mg o.d.

Abixaban 5 mg b.i.d.

0.1

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
Patel et al. N Engl J Med 2011; 365:883-91
Granger et al. N Engl J Med 2011
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Dabigatran 150 mg b.i.d. —l—
Dabigatran 110 mg b.i.d. —i—
Rivaroxaban 20 mg o.d. ——
Abixaban 5 mg b.i.d. ——
o5 1 2

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
Patel et al. N Engl J Med 2011; 365:883-91
Granger et al. N Engl J Med 2011
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Sangrado mayor

Dabigatran 150 mg b.i.d.

Dabigatran 110 mg b.i.d.

Rivaroxaban 20 mg o.d.

Abixaban 5 mg b.i.d.

0.5

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
Patel et al. N Engl J Med 2011; 365:883-91
Granger et al. N Engl J Med 2011
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Hemorragia intracraneal

Dabigatran 150 mg b.i.d.

Dabigatran 110 mg b.i.d.

Rivaroxaban 20 mg o.d.

Abixaban 5 mg b.i.d.

0.1

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
Patel et al. N Engl J Med 2011; 365:883-91
Granger et al. N Engl J Med 2011
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Infarto de miocardio

Dabigatran 150 mg b.i.d. L
Dabigatran 110 mg b.i.d. H
Rivaroxaban 20 mg o.d. L
Abixaban 5 mg b.i.d. L
05 1 2

Connolly SJ., et al. N Engl J Med. 2009; 361: 1139-51.
Patel et al. N Engl J Med 2011; 365:883-91
Granger et al. N Engl J Med 2011
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J[( U.S.Department of Health & Human Services

U.S. Food and Drug Administration
Im Protecting and Prumctingg‘:’our Health Septem ber 8, 2011

FDA Advisory Committee Recommends Approval of Rivaroxaban for Stroke
Prevention in Patients with Atrial Fibrillation

22 September 2011 Rivaroxaban 0

EMA/CHMP/753436/2011 EUROPEAN MEDICINES AGENCY
Committee for Medicinal Products for Human Use (CHMP) |SC¢!ENCE MEDICINES HEALTH

Prevention of stroke and systemic embolism in adult patients with non-valvular atrial
fibrillation with one or more risk factors, such as congestive heart failure, hypertension, age
= 75 years, diabetes mellitus, prior stroke or transient ischaemic attack.

Treatment of deep vein thrombosis (DVT), and prevention of recurrent DVT and pulmonary
embolism (PE) following an acute DVT in adults.
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Atrial Fibrillation

Cost-Effectiveness of Dabigatran Compared
With Warfarin for Stroke Prevention in

James V. Freeman, MD, MPH; Ruo P. 7k
MSc; Alan M. Garber, MD, PhD; David \
Paul J. Wang, MD; and Mintu P. Turakh

This analysis suggests that dabigatran
is also generally cost-effective as an
alternative to warfarin.

Treatment seems to become less
cost-effective when daily costs exceed
$9.36 for low-dose therapy and $13.70
for high-dose therapy.

ICER, §/QALY

TO0 DO —

90 000

B0 000 —

S0 DO —

&0 (00 —

40 000 —

Dabigatran, 110 mg

Dablgatran, 150 mg

11111

| | | | | I I T
11 12 13 14 15 16 17 18

Daily Cost of Dabigatran, §

T

1

19 20
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Cost-Effectiveness of Dabigatran for Stroke Prophylaxis in
Atrial Fibrillation

Shimoli V. Shah, MD; Brian F. Gage, MD, MSc

$86,000

Stroke Rate (per 100 pt-yrs aspirin) 13,r7

Major Bleed Rate (per 100 pt-yrs warfarin) ;
Time in INR range >72%

RR Stroke with Dabigatran
RR Bleed with Dabigatran
Cost of Dabigatran/yr i
Patient Age I

Utility of Dabigatran

$25000 $50,000 $75,000 $100,000 $125000 $150,000
Dabigatran Cost per QALY, $

Circulation 2011; DOI:S0140-6736(10)61194-4.
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Stroke
Cost-Effectiveness of Dabigatran for Stroke Prophylaxis in
Atrial Fibrillation
Shimoli V. Shah, MD; Brian F. Gage, MD, MSc
B C_
g — g % — £ e Legend
z j: E S o 3 .no antithrombotic
s |8 z 8
g o % 5 oI B cavigatran
:é- E -;- ) E 2
@ T 2 I F
s 2 g warfarin
= g 2 0 B
0 1 2 3 4+
CHADS, Score CHADS, Score
08 | 22 | 45 | 86 | 109+ | o5 22 | a5 | 86 | 1097 |
. Stroke Rate (per 100 pt-yrs aspirin) Stroke Rate (per 100 pt-yrs aspirin)
TRT < 57% TRT > 72%

Circulation 2011; DOI:S0140-6736(10)61194-4.
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Esta aumentando la poblacion con FA
en riesgo embolico y hemorragico

Wﬁl) AL

Los nuevos anticoagulantes orales
son ya una realidad
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Tras su aprobacion queda pendiente definir
su aplicacion clinica (pacientes, farmaco)
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