Madrid, 29 de Noviembre de 2013
V JORNADAS CIENTIFICAS DEL ‘l.l LA PREVENCION

- A CARDIOVASCULAR
- ’ B ENESPANA.
- Y| ororTUNIDADES

"W | YBARRERAS
“ulE
W

Comité Espadiol Iterdizeiplinario para b Pravencidn Cardiovascular

Nl.ws Anticoagulantes Orales.
Implicaciones en la Practica clinica

José Vivancos Mora
Unidad de Ictus y Servicio de Neurologia

Hospital Universitario de la Princesa. Madrid

‘ M Hospital Universitario
de La Prlncesa
unidad de Ictus SaudMadrid  EBcomunidad de mace y

Hospatal Unwcrsilaria de la Prncesa
Servicio de Meurclo g Servicio de Neurologia

>



Madrid, 29 de Noviembre de 2013
V JORNADAS CIENTIFICAS DEL ) LA PREVENCION
CARDIOVASCULAR

. -~
=1/ EN ESPANA.
- : OPORTUNIDADES

Y BARRERAS

Comité Espadiol Iterdizeiplinario para b Pravencidn Cardiovascular

Anticoagulantes Orales de 22
Generacion.

Implicaciones en la Practica clinica

José Vivancos Mora
Unidad de Ictus y Servicio de Neurologia

Hospital Universitario de la Princesa. Madrid

‘ M Hospital Universitario
de La Prlncesa
&
unidad de Ictus SaudMadrid  EBcomunidad de mace y

Hospatal Unwcrsilaria de la Prncesa

Servicia de Neurclo g Servicio de Neurologia



Daclaracion da Conflicto da tntarasas

El Dr. José Vivancos Mora ha desempefiado funciones de asesor cientifico, y ha percibido

honorarios por ello, o0 ha tomado parte en estudios investigacion financiados en todo o

en parte por las siguientes entidades:

Almirall

Bayer

Boeringher Ingelheim
Pfizer

BMS

INVESTIGACION »,
SaludMadrid BB comunidad de Madrid SANITARIA ___j
Hospstal Universitano de la Princesa —_—

Servicio de Neurologia Servicio de Neurologia oM

“‘ M Hospital Universitario L ~
- de La Princesa INSTITUTO DE -
“ unidad de Ictus M



El ictus en Espaiia

Tendencia Temporal

MORTALIDAD POR ENFERMEDAD CEREBROVASCULAR
ENTRE LOS ANOS 1975 Y 2011
-ESPARA -
TASA AJUSTADA A LA POBLACION EUROPEA/100,000
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El Ictus en Espaiia...

2011
=12 causa de mortalidad en la mujer2°°¢ (19.038)? Ly

"22 causa de mortalidad?°%¢ (32.887)' (28.885)2011
=12 causa de discapacidad, 22 de demen (12’2%)
= Morbilidad hospitalaria209¢ ;

69266ctus+15,194A1T (114.807)2
" Incidencia29%8: ictus y AIT3 (84.460 nuevos anuales)
"Prevalencia29%: 3.5 % > 64 a* (265.604%*)

Fuentes: INE 2008-2013 (mortalidad y morbilidad 20062, Poblacion 44.687.483
*censo 2001,estimada 2008) 3IBERICTUS ,4J Diaz Tesis doctoral 1998 >65a— 7.588.686 *
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Altas Hospitalarias por Ictus en La Comunidad de Madrid

Altas hospitalarias con el diagnodstico principal de
“enfermedad cerebrovascular” (CIE9MC)*

Total
Varones
~ mMujeres

RRRREE]

1997 1998 1999 2000 2001 2002 2003 : 2010
Comunidad de Madrid. Encuesta Nacional de Morbilidad Hospitalaria. INE 2012
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AB@RDAJE
e ICTUS

SOCIEDAD ESPANOLA DE NEUROLOGIA

Blanco M, Vivancos-Mora J, Castillo J. Rev Neurol. 2012 May 1;54(9):523-9.
Castillo J, Vivancos-Mora J. Rev Neurol. 2012 Apr 16;54(8):461-7.
Arias-Rivas S, Vivancos-Mora J, Castillo J. Rev Neurol. 2012 Apr 1;54(7):385-93.
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SOCIEDAD ESPANOLA DE NEUROLOGIA

CENTROS Y PACIENTES INCLUIDOS

3 5 o
2T 4 . 619/ pacientes
7.2% 2 6%
270, 0.8% 18.8%
2.1%
606 centros i,
6.1% 4.7% 8.6% 1;%
2.4%

18.7%
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DIAGNOSTlCO DE LOS ICTUS ISQUEMICOS SOCIEDAD ESPANOLA DE NEUROLOGIA

N % N %

Aterotrombadtico 28.4 TACI 867

PACI 2.213

Cardioembadlico 26.2

Lacunar 22.5 LACI 1.402

Indeterminado 20.7 POCI 944

- Diagnéstico insuficiente 806 14.8

- Varias causas 5.9

Poco frecuente 2.4

’

REGISTRO EPICES
Blanco M, Vivancos-Mora J, Castillo J. Rev Neurol. 2012 May 1;54(9):523-9.
Castillo J, Vivancos-Mora J. Rev Neurol. 2012 Apr 16;54(8):461-7.

Arias-Rivas S, Vivancos-Mora J, Castillo J. Rev Neurol. 2012 Apr 1;54(7):385-93.




Prevalencia de FA segin subtipos de ictus Q‘}

PREVALENClA DE LOS FACTORES DE RIESGO SOCIEDAD ESPANOLA DE NEUROLOGIA

N : ! ! ! ! p<0.0001

Enf. coronaria p<0.0001

Ins. cardiaca " i p<0.0001 i
pap BN 00001 !

Sedentarismo
Indeterminado

® | acunar
Cardioembdlico

Aterotrombatico

20 30 40 50




El ictus cardioembolico

® Oclusion de grandes vasos cerebrales

" Infartos mas extensos

= Infartos multiples

= Mayor probabilidad de transformacion hemorragica

® Pacientes mas ancianos

" Mayor gravedad neurologica (60%) |

= Mayor morbi-mortalidad (20%)
= Mayor probabilidad de recurrencia

" Mayores costes sociosanitarios
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Table 6 Mean (SD) annual costs of AF patients, by resource category and country

Europace (2008) 10, 403-411
doi: 10.1093/europace/eun048

©

EUROPEAN
SOCIETY OF
CARDIOLOGY®

Costs of atrial fibrillation in five European countries:
results from the Euro Heart Survey on atrial fibrillation

Anna Ringborg'"2*, Robby Nieuwlaat3, Peter Lindgren'.2, Bengt Jonsson“, Dogan Fidan3,
Aldo P. Maggioni®, Jose Lopez-Sendon’?, Janina Stepinska®, Dennis V. Cokkinos®, and
Harry J.G.M. Crijns3

'i3 Innovus, Vasagatan 38, 2tr, 111 20 Stockholm, Sweden; ZInstitute of Environmental Medicine, Karolinska Institute, Solna,
Sweden; *Department of Cardiology, University Hospital Maastricht, Maastricht, The Netherlands; ‘Centre for Health
Economics, Stockholm School of Economics, Stockholm, Sweden; 5Sanofi-Aventis, Bagneux, France; SANMCO Research Center,
Firenze, Italy; Department of Cardiology, Hospital Universitario La Paz, Madrid, Spain; ®institute of Cardiology, Warsaw,
Poland; and °First Department of Cardiology, Onassis Cardiac Surgery Center, Athens, Greece

Received 8 October 2007: accepted after revision 14 Januarv 2008: online publish-ahead-of-print 7 March 2008

Resource Greece (n = 251) Italy (n = 645) Poland (n = 203) Spain (n = 720) The Netherlands (n = 685)
Diagnostics 45 (121) 147 (223) 28 (153) 104 (140) 160 (384)
Interventions 780 (3091) 851 (2441) 172 (456) 708 (2547) 798 (3488)
Drug therapy 159 (296) 199 (311) 96 (325) 237 (358) 87 (150)
Consultations 37 (46) 44 (88) 24 (26) 37 (67) 57 (56)
Inpatient care 352 (2248) 1778 (4075) 651 (1271) 987 (2234) 834 (3036)
Work loss 135 (999) 206 (1395) 39 (186) 242 (2253) 391 (3596)
Total annual cost 1507 (5238) 3225 (5975) 1010 (1667) 2315 (4931) 2328 (6834)
All costs are expressed in year 2006 Euros.

>

SD, standard deviation.
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El coste del ictus cardioembolico en Espaiia
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HEALTHCARE RESOURCE UTILIZATION AND COSTS OF
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{) CONOCES

COSTS IN PATIENTS ALONG FIRST YEAR POSTSTROKE IN SPAIN

Alvarez-Sabin J'; Masjuan J2 Casado MA3; Mar J¢; Oliva J5; Gonzalez-Rojas N6. CONOCES Study Investigators.

'Hospital Vall d'Hebron, Barcelona, Spain. ?Hospital Ramén y Cajal, Madrid, Spain. *Pharmacoeconomics & Outcomes
Research Iberia, Madrid, Spain. “Hospital Alto Deba, Mondragén, Spain. SUniversidad de Castilla-La Mancha, Toledo, Spain.

5Boehringer-Ingelheim, Barcelona, Spain.
INTRODUCTION OBJECTIVE
“*1*"The 'objective ofthe present study was to**

+ Stroke is the 2" cause of death in Spain, and the 3™ in women'. The one-year mortality
compare the first year post-stroke costs in

CONOCES

approaches 30%. In addition, Stroke is a prominent cause of disability and represents a high
burden for the health care system and the society.

Atrial fibrillation (AF) 5-folds the risk of stroke. Moreover, strokes in AF patients are more severe,

with higher mortality and recurrence rates, and worse disabilty levels*=. patients with or without AF in spanish stroke

+ Increased stroke severity in AF can represent an increase on resource uses

units using a societal perspective

CONOCES is the first costs of stroke study comparing patients with and without AF in Spain.

METHODS

The CONOCES study "Socioeconomic Stroke Costs in Spain” is an observational,

The information was collected for patients and caregiver through direct physician interviews.
multicenter, naturalistic and prospective study on stroke SOCIOECONOMIC COSES.

We analyzed sociodemographic and clinical patients characteristics: and patient neurologic
_ _ status, disability, dependency and QoL (NIH scale, Rankin scale, Barthel index and EQ-5D),
The study included 16 hospitals (stroke units of National Health System hospitals) from 16§ ana caregiver Zant scale.
different Spanish regions. Patients were recruited during November 2010 to May 2011.

The study took into account consumption of direct healthcare and non-heafthcare costs,
societal costs (formal and informal care) and indirect costs (productivity lost and early
mortality costs) during the first year post-stroke. Unit costs (€2013) were obtained from
different Spanish sources (official published data).

Patient inclusion criteria: older than 18, diagnostic of clinical ischemic or hemorhagic stroke
with less of 24 hours evolution. We included 50% of patients with AF and 50% with non-AF.
Patient exclusion criteria was ischemic attack, stroke history, intrahospitalary stroke. They
were recruited at first stroke hospitalization (15t visi), and monitoring was at 3 and 12
months post-stroke.

RESULTS

321 post-stroke patients were recruited, 160 with AF and 161 without AF. 201 had an
ischemic stroke (IS) and 30 an intracraneal hemomhage (ICH) (table 1). The most

i ity was arterial ion (AHT). The time befween stroke episode
and neurology assistance was 4.96:4.85 hours. Stroke Code Activation took place in 52% of
the patients. 7.8% of patients had stroke recurrences with no differences between AF and
non-AF. Patients exitus one year post-stroke was 13.0% non-AF vs 21.9% AF (statistically
significant, p=0.026)

NIH value improved between hospital entry and exit and it showed differences statistically
significant between non-AF and AF patients at hospital enfry (p <0.001) and at hospital exit

Direct non-heafthcare costs were 67.3% of total costs, and informal care supposeg
these costs {table 2-3). Only, 5.4% of patients received formal care. The inforrg
provided 46.42 hours per week in the 2 visit and 42.19 hours per week 4
There were no significant differences between non-AF and AF patients. In

2.1% of total costs (table 3).

AF costs were higher than non-AF but only formal care and support therapy co8
statistically significant (table 2). The mest explicative variables for these results wers
male sex, NIH stroke scale, AHT comorbidity, and exitus along study.

Table 3. Stroke intrahospital and extranospital costs.

(p=0.005) (table 1). Barthel index and Rankin scale improved along the year (table 1).
Barthel index showed statistically significant differences between non-AF and AF patients in
all visits. Also, Rankin scale showed the same profile as Barthel index between non-AF and
AF patients. The global patients Status one year poststroke was mild disabilty and

non-AF Total patients
N=306  p-value

dependence
2€ €
Table 1. Patients Clinical and Sociodemographic characteristics. e 1€ 12€
2 6054 sE50¢
e EXTRAHOSPITAL COSTS
= W T el 2438€ 2.878€ 2853 €
17787€  194mBE

[Age (years:sD) 67.78+14.56 70408907 721261319 <0.001
maie 0% 8% sa8% 003
1schemic stroke 0.3% 25.0% w0.7%
intracraneal hemorrhage 137% 50% gax 1 o
[Rankin scale hospital exit >2 410% 50.3% 480% o008
Rankin scale 2 visit >2 200% 418% 35.0% 0.016
Rankin scale 3" visit >2 5% 20.4% 280% 001 recurrence.
{Barthel index hospital exit (mean) 7118 58.17 85. 0.003
Barthel index 2™ visit (mean) a1+ 7.8 .. 0.008 P Stroke and its consequences represent an important use of healthcare and
Barthel index 3™ visit (mean) 8427 .21 B0.58 0018 social resources during the first year poststroke (hospital stay and
INIH scale at hospital entry (meantSD) 7304563 10841748 91878 <0.001 informal care costs mainly).
NIH scale at hospital exit {(meantSD) 4.2535.73 6.45:7.84 53118.01 0.005
stroke rik factors (%) 7a.5% s10% T82% = »The costs are higher in AF patients than in non-AF patients, although
INR: value in OAC patients {mean:SD) 175021 188147 18512 - global study do not show stafistical significance. We obtain significance in
Exitus during first year post-siroke 12.0% 219% 17.4% 0028 formal care costs and Support therapy costs.
Recurrences 62% 4% 78% 0188
b

- Several studies from others countries showed similar healthcare costs but
N lower informal care costs, which where more than two-thirds of total costs
The overall cost per year and patient was 27,711€. Direct healthcare costs were 30.6% of in our study, with a very high burden over the family or informal caregiver.
total costs (table 2). Intrahospital costs were 58.7% and extrahospital costs were 31.2% of

total direct healthcare costs. The mainly direct cost was hospital stay which represented

70.1% of total intrahospital costs. Mean of hospital stay was 10.47+7.79 days.

Table 2. Stroke total costs.

mon-AF AF Total patients

N=155 N=151 N-30g  pvalue B T e s B e e 204 2y Sty e

mean mean mean LRt e B TR —
8077 E BA15E X Tk e
77eTE  tes12€  18843€ e BB,

a1 458 S8 € frmTY

Elr i P

26566 28886 9771 € =
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Annals of Internal Medicine | REviEW

Meta-analysis: Antithrombotic Therapy to Prevent Stroke in Patients
Who Have Nonvalvular Atrial Fibrillation

Robert G. Hart, MD; Lesly A. Pearce, MS; and Maria 1. Aguilar, MD Ann Indam Med. 2007 ;146:857 -867 .

Meta-andlisis: warfarina vs placebo

Reduccion R.R. Ictus

Adjusted-Dose Warfarin Compared with Placebo

Relative Risk Reduction Reduccion del riesgo relativo
(95% C1) ictus del 64%
AFASAK I (1) . |
SPAF (3 e
@ NNT (evento vascular mayor):
BAATAF (6) —.— . . .
-Prevencion primaria: 37
CAFA (7) - . .
-Prevencion secundaria: 14
SPINAF (8) e
| EAFT (9) ———
Al Trials (n=6) e Reduccion riesgo relativo de
100% S0% 0  -50% -100% mortalidad de cualquier causa
del 26% con NNT=62
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Stroke Prevention in Atrial Fibrillation

Limitations of Warfarin Therapy in AF: Narrow Therapeutic Window

— Ischaemic stroke

- — Intracranial haemorrhage/
g 80
2
5
T 60 The anticoagulant
3 <+ effect of vitamin K
S antagonists are
= 40 optimized when
= therapeutic doses
I_Gl>j are maintained

20 within a very

narrow range s
]
O |

<15 15-19 2025 2.6-3.0 3.1-35 3.6-40 4.1-45 >4.5
International Normalised Ratio (INR)
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Pacientes con FA con AV en rango terapéutico

® Metaanalisis ensayos clinicos

[ (o)
6614 /0 « Van Walraven C et al. Chest 2006; 129: 1155-1166

= Practica clinica habitual
= 56,7%
Baker WL et alJ Manag Care Pharm 2009; 15: 244-252
= Unidad de Ictus HULP (2012)
= Ictus cardioembolicos x FA + INR fuera de rango:

= Ictus hemorragicos en FA tratada con Sintrom:
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La mayoria de los Ictus que se
asocian con FA son Isquémicos

Tipos de Ictus en los Pacientes con FA

Hemorragicos
(8%)

. Ictus isquémicos

(n=5810)

B Ictus Hemorragicos

(n=484)
Isquémicos
(92%)
Basado en los datos obtenidos del Proyecto Nacional Indicadot Danés con 39.484 pacientes hospitalizados por Ictus
(incluidos 6.294 pacientes con FA) Andersen KK et al. Stroke 2009;40:2068—72
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Hemorragias intracerebrales w

SOCIEDAD ESPANOLA DE NEUROLOGIA

DIAGNOSTICO DE LAS HEMORRAGIAS INTRACEREBRALES

\ %

Hipertensivas
Secundarias

- Anticoagulantes

- Malformaciones AV

- Drogas

- Discrasias sanguineas

- Tumores

Amiloideas

, Indeterminadas




, Anticoagulacion con AVE y Riesgo Hermorragico

Risk of Stroke or Systemic Embolism in Atrial
Fibrillation Patients Treated With Warfarin

A Systematic Review and Meta-analysis

Ida Ehlers Albertsen, BSc; Lars Hvilsted Rasmussen, MD, PhD: Thure Filskov Overvad, BSc:
Tina Graungaard, MSc; Torben Bjerregaard Larsen, MD, PhD; Gregory Y.H. Lip, MD

Background and Purpose—Although oral anticoagulants (OACs) are highly effective in reducing stroke risk in atrial
fibrillation, some patients still sustain stroke despite being on an OAC. Our aim was to identify the risk factors that
contribute to stroke risk in atrial fibrillation, although patients were taking OACsS in a clinical trial setting.

Methods—We identified contemporary clinical trials that investigated OACs in patients with atrial fibrillation. Event rates
per year from each study and pooled event rates and relative risks, all with a 95% confidence interval, were calculated.
Statistical heterogeneity was assessed using the I° test.

Resa!ts—Sm tl'lEllS were 1ncluded in the meta- analysw with a tota] of 58 883 patients randomized. Characteristics assomated

e -~ - P

Conclusions—Stroke rates are hlgher on OACs with some anent clinical charactenstms that is, older age, female sex,
previous stroke/transient ischemic attack, vitamin K-antagonist naive status, renal impairment, previous aspirin use, and
higher CHADS, score. The identified risk factors for stroke while on an OAC could potentially be used to consider a risk

assessment tool to flag up high-risk patients while on an OAC (in this case, warfarin). Whether these risk factors apply to
novel OACs is uncertain. (Stroke. 2013;44:1329-1336.)

assessment tool to flag up high-risk patients while on an OAC (in this case, warfarin). Whether these risk factors apply to
novel OACs is uncertain. (Stroke. 2013:44:1329-1336.)

Key Words: atrial fibrillation ® oral anticoagulation ® stroke ®m warfarin
Stroke 2013; 44: 1329
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AD2G: Y seguridad

Resultados de Eficacia (nACOs) Resultados de Seguridad (nACOs)
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Figure 2 Comparable Primary Efficacy Comparable Primary Safety
Endpoints of Stroke or Systemic Embolism Endpoints of Major Bleeding
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AD2G: Eficacia y seguridad

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 |. Weitz, M.D.,
Jind¥ich 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*
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Gentileza del Dr. José M2 Lobos

All NOACS: Stroke or SEE

Risk Ratio (95% CI)
RE-LY B 0.66 (0.53 - 0.82)

[150 mg]

ROCKET AF - 0.88 (0.75 - 1.03)

ARISTOTLE 0.80 (0.67 - 0.95)

ENGAGE AF-TIMI 48 - 0.88 (0.75 - 1.02)

4

[60 mg]

Combined 0.81 (0.73-0.91)
[Random Effects Model] p:<00001
N=58,5411 -

0.5 1 .
’ 02013 Favors NOAC Favors Warfarin
eterogeneity p=0. Ruff CT, et al. Lancet 2013 [in-press] 25



Registro internacional, multicéntrico y
prospectivo de pacientes de ambos sexos con
diagnostico reciente de fibrilacion auricular



Diseno del estudio GARFIELD AF

Estudio observacional en adultos con FA no valvular
de reciente diagnostico y = 1 factor de riesgo de ictus
adicional definido por el investigador

Centros representativos de ambitos de atencion sanitaria de la
FA en cada pais

Sin intervencion terapéutica

Pacientes consecutivos reclutados en cinco cohortes
secuenciales:

Objetivo de 55.000 pacientes (50.000 prospectivos y
5.000 retrospectivos)

> 1.000 centros seleccionados de forma aleatoria en = 35 paises
Periodo de seguimiento de al menos 2 afos

Kakkar y cols., 2013; Apentengy cols., 2013



Estado de paises de la cohorte 2 de GARFIELD -
inicio de la cohorte 3 (junio de 2013) ﬁﬂl‘ﬁ&ld

Alemania
Reino Unido
Corea

Ucrania* 463
Polonia 454
Japon 421
Republica S ]| ] 21.684 DaCienteS incluidos

Checa* . . .
italia 37§98 11.016 pacientes incluidos en la
China 368 cohorte 2

E;?’S‘gfsaBajos 335 La cohorte 3 comenzé en junio
Suecia ——————— 285311 Inicio de actividades en marcha en los
Bélgica* (2 4 nuevos paises de lacohorte 3
Indig** S D /| O Estados Qnidos, Suiza, EAU,
Rusia 232 Turquia

Mexico 218

Canada 201

=%
gruansg?lrla 197 ' Paises iniciados durante la cohorte 1

Australia 188 B pajses iniciados durante la cohorte 2

Argentina* e | 72 EMEA 4324 1744
A 154 | 1744

Sudafrica*
Tailandia
Finlandia

Austria 99 Ari

o 20 América 647|
Noruega 56

Singapur*

Ll Asia-Pacifico 1653 PKE]




Cohorte 1: uso de anticoagulantes por puntuacion

100% ~
90% -
80%
70%
60%
50% -
40%
30%
20%
10%
0% 10,6

Total 6a9
(n=10607) (n"305) n“1345) (n“2093) (n"2471) (n"2180) (n"1311) (n=902)

Puntuacién CHA,DS,-VASc

Sin prescripcion de anticoagulantes un importante % de los pacientes con puntuacion

Kakkary cols., 2013

®m Ninguno

m AP

= aFX/IDT

mAVK

mAVK + AP

Pacientes (%)




Cohorte 1: tasas de eventos durante el primer ano
en funcion del control con AVK*

Tasa de acontecimientos (%)

m Sin AVK (n = 4247) 4 - m AVK (TRT 260 %) (n = 2009)

B
|

= Con AVK (n = 5724) " AVK(TRT <60 %) (n =2657) 3 4

m AVK desconocido (n = 1058)
2,9

w
|

N

—

0
Ictus/ES Episodio de Muerte Ictus/ES Episodio de Muerte
hemorragia hemorragia
mayor mayor

*Recopilacién de datos en curso
Kakkar y cols., 2012b



2) RELY" 2
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Study of stroke prevention y
in atrial fibrillation Eg'_ABLE

RE-LY® and RELY-ABLE™ Long-term
Follow-up of Patients with Non-valvular Atrial
Fibrillation Receiving Dabigatran Etexilate for

up to 6.7 Years

Michael D Ezekowitz!, Anthony P Kent?!, Janice Pogue?, Paul A Reilly3,

Martina Brueckmann#, Christine Duffy3, Andreas Clemens?,
Salim Yusuf?, Lars Wallentin®, and Stuart J Connolly?

Jefferson Medical College, Philadelphia, PA, USA; 2McMaster University, Hamilton, ON, Canada; 3Boehringer
Ingelheim Pharmaceuticals, Inc., Ridgefield, CT, USA; “Boehringer Ingelheim GmbH & Co. KG, Ingelheim am
Rhein, Germany; SUniversity Hospital Uppsala, Uppsala, Sweden

AHA 2013, November 16-20 2013, Dallas, Texas



Patient Flow Through RE-LY® 2

2 RELY" %)

and RELY-ABLE™ Sty sl preenion gy e

Dabigatran Dabigatran

150 mg, n Start of RE-LY®
Randomized in RE-LY® 6076

. v Z
Completed RE-LY® (alive and o)
receiving study drug) 4519 =
>
V —
Enrolled in RELY-ABLE ™ab 2937 =
=

\ :

Receiving study drug at =
RELY-ABLE™ 28-month visit 22l IN

(@)

\ 4 <
Continued in RELY-ABLE™ @

Q
beyond 28-month visit (or died) 1102 »
Remained in RELY-ABLE™ for "
= 6 years (maximum of 6.7 years) __ v

6.7 years

(maximum follow-up)
aPatients randomized to warfarin in RE-LY® were not eligible for RELY-ABLE™; PExcluding 40 patients
who did not receive study drug or for whom there were serious protocol violations at their center. 32
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Pu)

ELY )

Study of stroke prevention

Stroke or Systemic Embolism

in atrial fibrillation RELY -ABLE"
0.25 A
0.20 A Dabigatran 110 mg
o Dabigatran 150 mg
B
X 0.15
(8]
=
=
>
€ 0.10 A
>
@)
0.05 A
0.0
| | | | | | |
0 1 2 3 4 5 6
No at risk: Time from Randomization (Years)
D110 6015 5706 4190 2737 2147 929 157
D150 6076 5774 4276 2753 2181 953 149

Annual rate of stroke or systemic embolization:
Dabigatran 150 mg, 1.25% per year; 110 mg, 1.54% per year
HR 0.81 (95% CI 0.68, 0.96)

D110 = Dabigatran 110 mg; D150 = Dabigatran 150 mg; HR: hazard ratio; Cl = confidence interval. 33
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2) RELY

7)
Q/;/.
Study of stroke prevention
in atrial fibrillation

RR 0,91 (IC del 95%: 0,74-1,11)
p < 0,001 (NiI)

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

1,8 -

1,5 -
RRR
34%

1,2 4

0,9 A

0,6 o

% por ano

D 110 mg 2 x dia D 150 mg 2 x dia Warfarina
182 /6.015 134/6.076 199/6.022

Connolly SJ, et al. NEJM 2009;361:1139-51
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Major Bleeding 2 RELY" 2

Study of stroke prevention »
in atrial fibrillation RELY-ABLE

RE-LY

150 mg: 3,11%

110 Mg: 2,71%

Cumulative Risk

0.05 - Dabigatran 110 mg
' Dabigatran 150 mg
0.0 A
| | | | | | |
0 1 2 3 4 5 6
Time from Randomization (Years)
No at risk:
D110 6015 5616 4075 2658 2085 903 158
D150 6076 5622 4130 2638 2077 910 146

Annual rate of major bleeding:
Dabigatran 150 mg, 3.34% per year; 110 mg, 2.76% per year
HR 1.22 (95% CI 1.08, 1.37)

D110 = Dabigatran 110 mg; D150 = Dabigatran 150 mg; HR: hazard ratio; Cl = confidence interval. 35




FDA Mini-Sentinel Datal

FDA Postmarketing Surveillance’

150 mg: 1,51%

Incidence Incidence

No. of events/
0. of events per No. of patients (No. of events per
110 Mg: (B 2480 000 days at risk) -0t P 100,000 days at risk)

Gl ajor 16/10,599 160/43,541 3.5
bleeding
Intrac.ramal 8/10,587 109/43,594 2.4
bleeding

" ran and warfarin from the Mini-Sentinel distributed database, October 2010
R E L Y 11. Events were assessed during drug exposure, from inpatient or emergency
150 mg: 0,30%

ly. Analysis with required diagnosis of atrial fibrillation.

DA’'s conclusion:
ith new use of dabigatran do not appear to
be hMMKOR\Y/ (e MO I2E{7 Ml s associated with new use of warfarin”

FDA = Food and Drug Administration; Gl = gastrointestinal.
1. Southworth MR, Reichman ME, Unger EF. NEJM 2013;14:1272-1274.

36
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Histograma

« Varones 49%
* Mujeres 51% —

207 "\
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40 G0 a0 100
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« CHADS VASC mayor de 2

en el 55% de la muestra
*18% una puntuacion de 0

* Edad media 76,27 afios

» 38% de los pacientes son
mayores de 80 afios

Media = 76,27

Desviacion tipica = 9515
M=100




Comorbilidad

]| Minguna

E Fallo cardiaco

O Hipertensién

M Diahetes melitus

[ Enfermedac vascular

W HTA+DM

EIHTA+sangrado previo

O HTA+fallo

CHTA+ enfermedad vascular
B HTA+DN+Fallo

O HTA+DM+enfermedad
vascular

O DmM+Fallo

65%




Tipo de tratamiento

Inicio de novo Cambio desde sintrom




Indicacion del tratamiento
Hipersensibilidad

al sintrom o

indicaig Antec de

contraln,]cl_calon \ hemorragia

espgg:/lo Ica Z intracraneal
3%

Dificultad para el

acceso a control

de INR
16%




I | i\0 de cambio M

otivo de cambio

Dificultad de
acceso a controles
de INR Imposibilidad de
Hemorragia grave 5% control de INR
a pesar de buen 8%

control de de INR
5%

Ninguna
60%




Complicaciones

Hemorragias

digestivas
4% Hemorragia
cerebral

1%

Hemorragias
sistemicas
2%

Ninguna
93%

Tiempo medio de seguimiento : 11,69 meses (0-26)




Prevencion secundaria. Practica Clinica

“a Hospital Universitario
de La Princesa
SaludMadrid BB comunidad de Madrid

Servicio de Neurologia

N: 43 pacientes
ACO22G Dabigatran
Edad Media: 79,7+6,1 anos
Sexo Femenino: 74,4%
CHA2DS2-VASc: 6 (RIQ: 3)

HAS-BLED: 3 (RIQ: 2)

Media de seguimiento 451 dias (1C95%: 369-533)

“ q Hospital Universitario
& . de La Princesa
un Idad de Ith.IS SaludMadrid BB comunidad de Madrid

Hospatal Universitaro de la Princesa
Servicio de Neurclogia Servicio de Neurologia



Prevencion secundaria. Practica Clinica

>

Tabla 1. Descripcion de la muestra

n 43

Sexo Femenino (%) 74,4
Edad (Media, SD) 79,7 (SD: 6,1)
HTA (%) 90,7

DM (%) 25,6

FA (%) 7
Dislipemia (%) 58,1
Enfermedad arterial periféerica (%) 4,7

ICC (%) 9,3
AlT/Ictus previo (%) 349
IAM (%) 2,3
Cardiopatia isquémica cronica (%) 16,3
Tabaquismo (%) 2,3
Consumo de OH (%) 2,3
CHA2DS2-VASc (Mediana, RIQ) 6 (RIQ: 3)
HASBLED (Mediana, RIQ) 2 (RIQ: 1)
Creatinina (Mediana, SD) 0,96 (SD: 0,2)

AVK previo (%)

39,5

unidad de lctus

Hospatal Universitano de la Prncesa
Servicio de Neurclogia

“ q Hospital Universitario

de La Princesa

SaludMadrid BB comunidad de Madrid

Servicio de Neurologia

“q Hospital Universitario
de La Princesa

SaludMadrid
Servicio de Neurologia

BB comunidad de Madrid



Prevencion secundaria. Practica Clinica m

Hospital Universitario

Tabla 2. de La Princesa
Motivo de Indicacion de Tratamiento con Dabigatran % me———"
Ictus isquemico/AIT 74,4
Hemorragia por AVK 16,3
Otros

Tabla 3.
Dosis de Dabigatran Indicada %
110 mg 76,7
150 mg 20,9
75 mg

de La Princesa

unidad de lctus SaludMadrid Bl Comunidad de madria

Hospatal Universitano de la Prncesa
Servicio de Neurclogia Servicio de Neurologia

“ q Hospital Universitario
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Prevencion secundaria. Practica Clinica m

“a Hospital Universitario
de La Princesa

SaludMadrid BB comunidad de Madrid
Servicio de Neurologia

Tabla 4
Tasa porcentual
Eventos % anualizada
Infarto cerebral 4,65 3,77
AIT 4,65 3,77
lctus hemorragico 2,33 1,88
Hemorragias mayores (SNC y Digestivo) 4,65 3,76
Infarto del miocardio 2,33 1,88
Abandono el tratamiento sin eventos adversos 9,30 7,53
Mortalidad 2,32 1,27

“q Hospital Universitario
de La Princesa

unidad de lctus SaludMadrid Bl Comunidad de madria

Hospatal Universitano de la Prncesa
Servicio de Neurclogia Servicio de Neurologia

>



Prevencion secundaria.

Eventos isquémicos. Curva de Kaplan-Meier
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“ unidad de Ictus

Hospatal Universitano de la Prncesa
Servicio de Neurclogia

Practica Clinica

“a Hospital Universitario
de La Princesa

SaludMadrid BB comunidad de Madrid
Servicio de Neurologia

Abandono del tratamiento. Curva de Kaplan-Meier
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Tiempo en dias
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Number at risk

de La Princesa
SaludMadrid BB comunidad de Madrid
Servicio de Neurologia

“ q Hospital Universitario



Introduccion de NACOs en Espaia y otros paises europeos

Cuota de mercado de AVKs y NACOs en el mercado de FA
(% de dias de tratamiento, IMS Agosto 2013 y Septiembre 2013 para Espaiia)

100% -
90% -
80% -
70% -
60% -
50% -
40% -
30% -
20% -
10% -

0% -

Espana Francia Alemania Suiza Bélgica

W AVK = NACOs

e Hospital Universitario
\ de La Princesa INSTITUTO DE
v U n i d a d d e Ictu S SaludMadrid BB comunidad de Madrid IWE;:-IS]:E\I::

Hospstal Universitano de la Princesa o . -
Servicia de Meurologia Servicio de Neurologia



VENTAS ANTICOAGULANTES EN ESPANA.
Unidades. IMS ultimos 12 meses.
De septiembre 2012 a septiembre 2013

Unidades un aio. sept 2012-sep 2013

9.000.000
8.000.000

7.000.000
6.000.000
5.000.000 -
4.000.000
3.000.000
2.000.000
1.000.000 -~

0 1

B Unidades un afio.
sept 2012-sep 2013

Unidades un aino.

 AVK (Sintrom+Aldocumar)

sept 2012-sep 2013

B PRADAXA ® XARELTO m ELIQUIS

3.30% _0.18%

Unidades un afio. sept

AVK (Sintrom+Aldocumar)
PRADAXA
XARELTO

ELIQUIS
TOTAL:

-

Hospatal Universitano de la Princesa
Servicia de Meurologia

2012-sep 2013

7.508.185
424.135
271.371

14.623

8.218.314

unidad de Ictus

Fuente:

%

91,36
5,16
3,30
0,18

“a Hospital Universitario
de La Princesa
SaludMadrid BB comunidad de Madrid
Servicio de Neurologia

datos IMS Sept. 2013

INSTITUTO DE
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SANITARIA




2 . ®  MINISTERIO agencia espafiola de

%‘ﬁ DE SAN'DAD,SERV'GOS SOCIALES m medicamentos y
H kl E IGUALDAD . productos sanitarios
= = =

INFORME DE UTILIDAD TERAPEUTICA
UT/V1/26062012

Criterios y recomendaciones generales para el uso de nuevos
anticoagulantes orales en la prevencion del ictus y la embolia sistémica en
pacientes con fibrilacion auricular no valvular

Fecha de publicaciéon: 24 de septiembre de 2012

“q Hospital Universitario
. de La Princesa
l..ll'l ldad de ICtl.IS SaludMadrid BB comunidad de Madrid

Hospatal Universitano de la Prncesa . .
Servicia de Neurclagia Servicio de Neurologia
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INFORME DE UTILIDAD TERAPEUTICA
UT/V1/26062012

4.2.1. Situaciones clinicas:

:1:-'

S

MINISTERIO ik e
DE SANIDAD, SERVICIOS SOCIALES m medicamentos ¥
E IGUALDAD @

1GU. productos sanitarios

4.2. Situaciones en pacientes con fibrilacion auricular no
valvular en las que los nuevos anticoagulantes orales pueden
presentar un mayor beneficio en comparacién con los AVK y

se justifica su eleccién en el marco del SNS (excluyendo las

>

Pacientes con hipersensibilidad conocida o con
contraindicacién especifica al uso de acenocumarol o de
warfarina;

Pacientes con antecedentes de hemorragia intracraneal
(HIC) en los que se valore que los beneficios de la
anticoagulacion superan el riesgo hemorragico;

Pacientes con ictus isquémico que presenten criterios
clinicos y de neuroimagen de alto riesgo de HIC, definido
como la combinacién de HAS-BLED > 3 y al menos uno de
los siguientes: leucoaraiosis grado II-IV [29] vy/o
microsangrados corticales multiples [30]. Los nuevos
anticoagulantes podrian representar un beneficio en
comparacion con AVK en estos pacientes debido a su menor
potencial para inducir HIC [20,21; ANEXO I];

unidad de Ictus

Hospatal Universitano de la Prncesa

Servicio de Neurclogia

st dieemtem e —————~1-- para la TAO; ver seccion 4.3);

“q Hospital Universitario
de La Princesa

SaludMadrid
Servicio de Neurologia

BB comunidad de Madrid



‘;: Hospital Universitario B
Medric

de La Princesa
Informe clinico para la prescripcion de Dabigatran
PRADAXA 150 mg y PRADAXA 110mg sometidos a Visado de Inspeccién
1.- Filiacién del paciente
NOMBRE

APELLIDOS
NUM. H2 C2

2.- Indicaciones del Neurdlogo para su Visado.
Segtin ficha técnica aprobada por la Agencia Espafiola del Medicamento y Productos Sanitarios, se prescribe DABIGATRAN para

una de las indicaciones siguientes.

[ Para la prevencién del ictus y de la embolia sistémica en pacientes adultos con fibrilacién auricular no valvular, con uno o
més de los siguientes factores de riesgo:

Ictus, ataque isquémico transitorio o embolia sistémica (ES) previos

Fraccién de eyeccién ventricular izquierda < 40%

Insuficiencia cardiaca sintomatica > Clase 2 escala New York Heart Association (NYHA)
Edad 275 afios

D Inicio del tratamiento anticoagulante

CZ Alergia a dicumarinicos
Contraindicacion para recibir tratamiento con warfarina o acenocumarol (especificar

72 x creat. plasmética

3.- Tipo farmacologico
PRESENTACION
POSOLOGIA

DURACION DEL TT® e e e e e e

4.- Firma y sello del especialista
Ne COLEGIADO
APELLIDOS Y NOMBRE

5.- Fecha del Informe:

e Hospital Universitario
] de La Princesa
@ =
unidad de lctus SaludMadrid BB comunidad de Madria

Hospatal Universitano de la Prncesa . .
Servicia de Neurclagia Servicio de Neurologia



El ictus cardioembéblico por FANV m

Susceptibles de anticoagulacion

= Incidencia del Ictus en Espana (Iberictus)

= Incidencia de la FANV en Espana (Prev-Ictus)
® Tncidencia de Ictus Cardioembdlico (EPICES)

® Tncidencia del Ictus Cardioembolico-FANV

No susceptibles de Anticoagulacion

= Jctus hemorragico (EPICES) 900 p / aﬁo
= Mortalidad en fase aguda (EPICES)

= Contraindicaciones médicas y sociales

“ q Hospital Universitario

& . de La Princesa

unidad de Ictus .
liversitario dela Ennccsa

SaludMadrid BB comunidad de Madrid

Hospatal Ly
Servicio de Neurclogia Servicio de Neurologia



“q Hospital Universitario
de La Princesa

- -
uni d F | d d e Ictu S SaludMadrid B3 comunidad de Madrid
Hospatal Universitano de la Prncesa
Servicio de Neurclogia Servicio de Neurologia



