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The NEW ENGLAN D
JOURNAL of MEDICIN

Apixaban versus Warfarin in Patients
Rivaroxaban versus Warfarin in Nonvalvular with Atrial Fibrillation

Atrial Fibrillation Christopher B. Granger, M.D., John H. Alexander, M.D., M.H.S.,
John JV. McMurray, M.D., Renato D. Lopes, M.D., Ph.D., Elaine M. Hylek, M.D., M.P.H.,
Manesh R. Patel D.. Kenneth Michael Hanna, M.D., Hussein R. Al-Khalidi, Ph.D., Jack Ansell, M.D., Dan Atar, M.D.,
v S0 1. PASh, WL RE P Alvaro Avezum, M.D., Ph.D., M. . M. afael Diaz, M.D.,
oo Guohua Pan, Ph.D., Daniel E. Singer . rner <e, M.D., Ph.D J. Donald Easton, M.D., vitz, B , Greg Flaker, M.D.,
Ginter Breithardt, M.D., Jonathan L. Halperin, M.D., Graeme J. Hankey, M.D. David Garcia, M.D., Margarida Geraldes, Ph.D., Bernard J. Gersh, M.D.,
Jonathan P. Piecini, M.D., Richard C. Becker, M.D., Christopher C. Nessel, M.D., Sergey Golitsyn, M.D., Ph.D., Shinya Goto, M.D., Antonio G. Hermosillo, M.D.,
John F. Paolini, A . Stefan H. Hohnloser, M. ohn Horowitz, M.D., Puneet Mohan, M.D., Ph.D.,

th AA. Fo Petr Jansky, M.D., Basil S. Lewis, M.D., Jose Luis Lopez-Sendon, M.D., Prem Pais, M.D.,
erth /AR O ) Alexander Parkhomenko, M.D., Freek W.A. Verheugt, M.D., Ph.D., Jun Zhu, M.D.
and the ROCKET AF Steerir : and Lars Wallentin, M.D., Ph.D., for the ARISTOTLE Committees and Investigators*

The NEW ENGLAND JOURNAL of MEDICINE The

¢ NEW ENGLAND JOURNAL of MEDICINE
EDITORIAL

Can We Rely on RE-LY? New Options in Anticoagulation for Atrial Fibrillation ial Fibrillation
i e, M.O Gregory J. del Zoppo, M.D., and Misha Eliasziw, Ph. ’ ’

N Engl J Med 2009; 361:1139-51 N Engl J Med 2011; 365: 883-891 N Engl J Med 2011; 365: 981-992




ROCKET AF
Diseno del estudio

ivaroxaban—Once daily, oral,
nhibition Compared with vitamin K antagonism for
orevention of stroke and Embolism Trial in Atrial

ibrillation: Rationale and Design of the
OCKET AF study

The Executive Steering Committee, on behalf of the ROCKET AF Study Investigators ™ Durbam, NC

Patel et al,Am Heart J, 2010; 159(3): 340-7 (




ROCKET AE
Diseno del estudio

Fibrilacion Auricular

Rivaroxaban Warfarina
20 mg daily INR target - 2.5
15 mg for Cr CI 30-49 ml/min (2.0-3.0 inclusive)

Monitorizacion mensual
Adherencia a los estandares de cuidados recomendados en las guias

Obj etivo Primario: AVC o Embolismo sistémico no-SNC

* Enrollment of patients without prior Stroke, TIA or systemic embolism and only 2 factors capped at 10%

m Patel et al,Am Heart J, 2010; 159(3): 340-7 (



ROCKET AF:

Metodologia estadistica

- Ensayo comparado con placebo: No ético

- Se comparara con WarfarinaaunalNRde 2a 3

- Potencia estadistica adecuada para comprobar no-inferioridad

- Si se satisface la no inferioridad, se evaluara luego la posibilidad de superioridad

- El analisis de no-inferioridad se realizara en la poblacién de analisis por protocolo

- Si se cumple el criterio de no inferioridad se analizara superioridad en la poblacion

de seguridad

- Si se cumple lano inferioridad se llevara a cabo pruebas cerradas para otras variables
- Un estadistico independiente llevara a cabo todos los analisis

Noninferiority design consideration

- No-inferioridad implica que la eficacia de Rivaroxaban es similar o superior a warfarina
(prueba unilateral en vez de bilateral)

- El margen que corresponde a la preservacion del 50% del efecto de warfarina es

1,82 (IC del 95% 1,46-2,29)

-Se optd por un limite mas conservador, se eligio 1,46:> 363 episodios—>405 episodios

para tener una evaluacion robusta.

- Estimandose unatasa de abandono del 14%:-> 14.000 pacientes. 40 meses

m Patel et al,Am Heart J, 2010; 159(3): 340-7 (




ROCKET AF:

Metodologia estadistica

Superioridad
— Tasa de eventos (warfarina) ~2.3

No-inferioridad

— Error Tipo 1 0.05 (2-sided) Inferioridad :
. 0) " 1.0 1.46
— 405 eventos; >95% potencia oo warr i
Mejor Mejor

— ~14,000 pacientes

Stroke o0 embolismo no-SNC

» Non-Inferiority: Protocol Compliant on treatment

» Superiority: On Treatment and then by Intention-to-Treat

Sangrado mayor o
m NO-Mayor clinicamente relevante Patel et al,Am Heart J, 2010; 159(3): 340-7(_\




ROCKET AF
Arbol de Pacientes & Poblacion

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Rivaroxaban versus Warfarin in Nonvalvular
Atrial Fibrillation

Manesh R. Patel, M.D., Kenneth W. Mahaffey, M.D., Jyotsna Garg, M.S.,
Guohua Pan, Ph.D., Daniel E. Singer, M.D., Werner Hacke, M.D., Ph.D.,
Giinter Breithardt, M.D., Jonathan L. Halperin, M.D., Graeme J. Hankey, M.D.,
Jonathan P. Piccini, M.D., Richard C. Becker, M.D., Christopher C. Nessel, M.D.,
John F. Paolini, M.D., Ph.D., Scott D. Berkowitz, M.D.,

Keith A.A. Fox, M.B., Ch.B., Robert M. Califf, M.D.,
and the ROCKET AF Steering Committee, for the ROCKET AF Investigators*




ROCKET AF
RESULTADOS

1) DATOS DE RECLUTAMIENTO Y SEGUIMIENTO

2) CARACTERISTICAS BASALES Y TRATAMIENTOS

3) OBJETIVO PRIMARIO

4) OBJETIVOS DE SANGRADO

5) OBJETIVOS DE EFICACIA SECUNDARIOS

6) ANALISIS DE EFICACIA EN SUBGRUPOS PREDEFINIDOS

m N Engl J Med 2011; 365:883-91 (




ROCKET AF
DATOS DE RECLUTAMIENTO Y SEGUIMIENTO

Rivaroxaban Warfarina
Randomizados, n 7131 7133
Perdidos en el seguimiento, n 18 18
Retirada prematura, n (%) 1693 (23.7%) 1589 (22.2%)
Retirada de Consentimiento, n 626 620
Exposicion Mediana dias (25, 75t) 589 (396, 805) 593 (404, 810)
Seguimiento Mediana dias (25t, 75™) 706 (522, 884) 708 (518, 886)

N Engl J Med 2011; 365:883-91 (




ROCKET AF
CARACTERISTICAS BASALES Y TRATAMIENTOS

Rivaroxaban (N=7081) Warfarina (N=7090)

Edad (afios) 73 (65, 78) 73 (65, 78)
Mujeres (%) 39,7 39,7
Raza (%)
Blanco 83 83
Negros 1 1
Asiaticos 13 13
Region (%)
Norte america 19 19
Latin America 13 13
Asia-Pacifico 15 15
Europa Central 38 38
Europa del Oeste 15 15
Aclaramiento Creatinina (ml/min) (%)
30 - <50 21 21
50 - €80 47 48
> 80 32 31
m Values are median (IQR) N Engl J Med 2011; 365:883-91 (
Based on Intention-to-Treat Population




ROCKET AF
CARACTERISTICAS BASALES Y TRATAMIENTOS

Rivaroxaban(N=7081) Warfarin (N=7090)

CHADS, Score (media) 3.48 3.46
2 (%) 13 13
3 (%) 43 44
4 (%) pAY) 28
5 (%) 13 12
6 (%) 2 2
Uso previo de AVK (%) 62 63
ICC (%) 63 62
Hipertension (%) 90 91
Diabetes Mellitus (%) 40 39
AVC/AIT/Embolismo previo (%) 55 55
|IAM previo (%) 17 18

Based on Intention-to-Treat Population ‘
N Engl J Med 2011; 365:883-91




ROCKET AF
CARACTERISTICAS BASALES Y TRATAMIENTOS

_ _ | ) ~ Among pa-
tients In the warfarin group, INR values were

within the therapeutic range (2.0 to 3.0) a mean
of 55% of the time (median, 58%; Interquartile

range, 43 to /1).

Based on Rosendaal method with all INR values
included (_\
Based on Safety Population N Engl J Med 2011; 365:883-91




ROCKET AF

Objetivo 13(AVC vy embolismo no-SNC

Table 2. Primary End Point of Stroke or Systemic Embolism.*
Hazard Ratio
Study Population Rivaroxaban Warfarin (95% CI)7 P Value
No.of No.of Event No.of No.of Event
Patients Events  Rate Patients Events  Rate Noninferiority Superiority
no./100 no./100
patient-yr patient-yr
Per-protocol, as-treated 6958 138 1.7 7004 241 2.2 0.79 (0.66-0.96) <0.001
populations;
Safety, as-treated population 7061 189 1.7 7082 243 2.2 0.79 (0.65-0.95) 0.02
Intention-to-treat populationf 7081 269 2.1 7080 306 2.4 0.88 (0.75-1.03) <0.001 0.12
During treatment 188 1.7 240 2.2 0.79 (0.66-0.96) 0.02
After discontinuation 81 4.7 66 4.3 1.10 (0.79-1.52) 0.58

Event Rates are per 100 patient-years
Based on Safety on Treatment or Intention-to-Treat thru Site Notification (‘\

populations N Engl J Med 2011; 365:883-91
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ROCKET AF

Warfarin

Rivaroxaban

I I | | | | |
120 240 360 480 o600 720 340

I I I I
240 360 480 200

Days since Randomization

Population



ROCKET AF

Objetivos de sangrado

Table 3. Rates of Bleeding Events.*
Rivaroxaban Warfarin Hazard Ratio
Variable (N=7111) (N=7125) (95% CI)f P Value
Events Event Rate Events Event Rate
no./100 no./100
no. (%) patient-yr no. (%) patient-yr
Principal safety end point: major and nonmajor 1475 (20.7) 14.9 1449 (20.3) 14.5 1.03 (0.96-1.11) 0.44
clinically relevant bleeding|
Major bleeding
Any 395 (5.6) 3.6 386 (5.4) 34 1.04 (0.90-1.20) 0.58
Decrease in hemoglobin =2 g/dl 305 (4.3) 2.8 254 (3.6) 23 1.22 (1.03-1.44) 0.02
Transfusion 183 (2.6) 1.6 149 (2.1) 1.3 1.25 (1.01-1.55) 0.04
Critical bleeding¥| 91 (1.3) 0.8 133 (1.9) 1.2 0.69 (0.53-0.91) 0.007
Fatal bleeding 27 (0.4) 0.2 55 (0.8) 0.5 0.50 (0.31-0.79) 0.003
Intracranial hemorrhage 55 (0.8) 0.5 84 (1.2) 0.7 0.67 (0.47-0.93) 0.02
Nonmajor clinically relevant bleeding 1185 (16.7) 11.8 1151 (16.2) 11.4 1.04 (0.96-1.13) 0.35

m N Engl J Med 2011; 365:883-91 (-\



ROCKET AF
Objetivos de sangrado

Rivaroxaban Warfarina

Event Rate Event Rate HR P-value
or N (Rate) or N (Rate) (95% CiI)

Major 3.60 3.45 1.04 (0.90, 1.20) 0.576
caida >2 g/dL Hbna 2.77 2.26 1.22 (1.03, 1.44)
Tranfusion (> 2 unidades) 1.65 1.32 1.25 (1.01, 1.55)
sangrado critico 0.82 1.18 0.69 (0.53, 0.91) 0.007
sangrado causa exitus 0.24 0.48 0.50 (0.31, 0.79) 0.003

Hemorragia intracraneal 55 (0.49) 84 (0.74) 0.67 (0.47, 0.94) 0.019
Intraparengquimatosa 37 (0.33) 56 (0.49) 0.67 (0.44, 1.02) 0.060
Intraventricular 2 (0.02) 4 (0.04)

Subdural 14 (0.13) 27 (0.27) 0.53 (0.28, 1.00) 0.051
Subaracnoidea 4 (0.04) 1 (0.01)

Event Rates are per 100 patient-years (-\
Based on Safety on Treatment Population N Engl J Med 2011; 365:883-91




ROCKET AF
Objetivo de eficacia secundarios

Rivaroxaban Warfarin
Event Rate Event Rate HR (95% CI) P-value
Muerte Vascular,
AVC. Embolismo 3.11 3.63 0.86 (0.74, 0.99) 0.034
Tipo de AVC
Hemorragico 0.26 0.44 0.59 (0.37, 0.93) 0.024
Isquémico 1.34 1.42 0.94 (0.75, 1.17) 0.581
No conocido 0.06 0.10 0.65 (0.25, 1.67) 0.366
Embolismo no-SNC 0.04 0.19 0.23 (0.09, 0.61) 0.003
Infarto de Miocardio 0.91 1.12 0.81 (0.63, 1.06) 0.121
Mortalidad total 1.87 2.21 0.85 (0.70, 1.02) 0.073
Vascular 1.53 1.71 0.89 (0.73, 1.10) 0.289
No-vascular 0.19 0.30 0.63 (0.36, 1.08) 0.094
Causa desconocida 0.15 0.20 0.75 (0.40, 1.41) 0.370

Event Rates are per 100 patient-years (
6 Based on Safety on Treatment N Engl J Med 2011; 365:883-91

Narmiss ]l ~+] ~



ROCKET AF
Conclusiones

In conclusion, in this trial comparing a once-
daily, fixed dose of rivaroxaban with adjusted-
dose warfarin in patients with nonvalvular atrial
fibrillation who were at moderate-to-high risk for
stroke, rivaroxaban was noninferior to warfarin
in the prevention of subsequent stroke or sys-
temic embolism. There were no significant dif-
ferences in rates of major and clinically relevant
nonmajor bleeding between the two study groups,
although intracranial and fatal bleeding occurred
less frequently in the rivaroxaban group.

N Engl J Med 2011; 365:883-91 :



ROCKET AF
Cohorte de Prevencion secundaria

I “u“"i I
2
S

El porcentaje de pacientes incluidos en el estudio con historia previa de Ictus,
AIT o embolismo sistémico fue del 55%

— La mayoria tenia una historia de AIT (22%) e Ictus (~34%)
El protocolo de estudio definia que los objetivos de seguridad y eficacia de

ROCKET AF deberian ser analizados en la cohorte de prevencion secundaria
(AlT/Ictus previo)

— Rationale: Los pacientes con Ictus/AlT previo puden tener un riesgo especifio para
un elevado rango de recurrencia y mayor numero de complicaciones hemorragicas
intracraneales

— Objetivo: Comparar la eficacia y la seguridad de Ricaroxaban con warfarina en los
pacientes con AlT/lctus previo
Cohortes:
— Historia de AlT/Ictus (Cohorte Ictus) versus
— No historia de AlT/lctus (Cohorte non-Ictus)

—

20th European Stroke Conference (Hamburg - May 2011)




ROCKET-AF-PREVENCION 22
Resultados: Objetivo 12

Prior stroke/TIA,
warfarin

Prior stroke/TIA,
rivaroxaban

No prior stroke/TIA,
warfarin

No prior stroke/TIA,
rivaroxaban

embolismo sistémico (%)

Eventos acumulados — Ictus o

Mes e%g

e El uso de Rivaroxaban es eficaz tanto en

prevencion 18 como 24
m 20th European Stroke Conference (Hamburg - May 2011) (-\




ROCKET-AF
Subestudio en pacientes con Insuficiencia Renal

FASTTRACK
European Heart Journal ESC CLINICAL TRIAL UPDATE

rurorran  doir10.1093/eurheartj/ehr342
SOCIETY OF '
CARMHOLOGY™

Prevention of stroke and systemic embolism
with rivaroxaban compared with warfarin

in patients with non-valvular atrial fibrillation
and moderate renal impairment

Keith A.A. Fox*, Jonathan P. Piccini, Daniel Wojdyla, Richard C. Becker,
Jonathan L. Halperin, Christopher C. Nessel, John F. Paolini, Graeme ). Hankey,

Kenneth W. Mahaffey, Manesh R. Patel, Daniel E. Singer, and Robert M. Califf

Fox KAA et al. Eur Heart J, 2011, 32(19): 2387-94 :




ROCKET-AF
Subestudio en pacientes con Insuficiencia Renal

Rivaroxaban Warfarin
. 15 mg (INR 2-3)
- Event )
Rate 2.32 2.77 Warfarin

Rivaroxaban

HR (95% Cl): 0.84 (0.57, 1.23)

Cumulative event rate (%)
No w g (Oa) (@)) ~
]

0 120 240 360 480 600 120 840

No. at risk: Days since Randomization

Rivaroxaban 1434 1226 1103 1027 806 621 442 275
WERETT 1439 1261 1140 1052 832 656 455 2172

\ Event rates are % per year (-\
m Based on Protocol Compliant on Treatment Population Fox KAA et al. Eur Heart J, 2011, 32(19): 2387-94




RIVAROXABAN

The NEW ENGLAND ]OURNAL nf MEDICINE

Evaluating Rivaroxaban for Nonvalvular Atrial Fibrillation —

Regulatory Considerations
Thomas R. Fleming, Ph.D., and Scott S. Emerson, M.D., Ph.D. (
NEJM, 2011, October 5, 2011 (10.1056/NEJMp1110639)
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ARISTOTLE
Diseno del estudio

Apixaban for Reduction In Stroke and Other

Thromboembolic Events in Atrial Fibrillation
(ARISTOTLE) trial: Design and rationale

Renato D. Lopes, MD, PhD,® John H. Alexander, MD, MHS, ® Sana M. Al-Khatib, MD, MHS.* Jack Ansell, MD,"
Raphael Diaz, MD," J. Donald Easton, MD, ? Bernard J. Gersh, MB, ChB, DPhil " Christopher B. Granger, MD,”
Michael Hanna, MD,! John Horowitz, MD,® Elaine M. Hvlek, MD, MPH." John J. V. McMurray, MD,’

Freek W. A. Verheugt, MD, PhD,’ and Lars Wallentin, MD, PhD¥* on behalf of the ARISTOTLE Investigators
Durbam, NC New York, NY: Santa Fe, Argentina: Providence, R Rocbester, MN: Princeton, NJ: Adelaide,
Aunstralia; Boston, MA; Glasgow, United Kingdome Nijmegen, The Netberiands; and Uppsala, Sweden

Submitied February &, 2009,

Lopes RD et al, Am Heart J, 2010; 159(3): 331-9 (
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ORIGINAL ARTICLE

Apixaban versus Warfarin in Patients
with Atrial Fibrillation

Christopher B. Granger, M.D., John H. Alexander, M.D., M.H.5,,

John V. McMurray, M.D., Renato D. Lopes, M.D., Ph.D., Elaine M. Hylek, M.D., M.P.H.,
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Sergey Golitsyn, M.D., Ph.D., Shinya Goto, M.D., Antonio G. Hermosillo, M.D.,
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Fibrilacidn auricular con al menos un
factor de riesgo de Ictus

Criterios de inclusién Aleatorizado
JF‘:ad 2 75__3“:TT - doble ciego, doble
slctus previo, AlT, o )

.IC o FEVI < 40% enmascaramiento
Diabetes mellitus (n = 18,20%)
"Hipertensiéon

Criterios de exclusion
*Valvulas cardiacas mecanicas
‘Insuficiencia renal grave
"Necesidad de Aspirina® mas
tienopiridina (Effient®, Plavix®)

Apixaban 5 mg oral ¢/12h

(2,5 mg BID en poblacion especial)

Warfarina
()

Warfarina/warfarina placebo ajustado por INR/INR ficticio
basado en un dispositivo de evaluacion de punto de cuidado encriptado

Varible primaria: Ictus o embolia sistémica

Evaluacion jerargica: no-inferioridad de la variable primaria, superioridad para la varioable primaria, Sangradio

I a“i I
S

grave, muerte
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ARISTOTLE
PACIENTES Y SEGUIMIENTO

able 1. Baseline Character

Apixaban Warfarin
Characteristic (N=9120) (N=90381)

Age —yr

Median

3672 (40
1456 (16

130 130

120-140 120-140

N — N

Distrib

—

N Engl J Med 2011; 365: 981-992




ARISTOTLE
FARMACOS DEL ESTUDIO

Apixaban Warfarina
Randomizados, n 9120 9081
Perdidos en el seguimiento, n 35 34
Retirada de Consentimiento, n (%) 92 (1,0%) 107 (1,2%)
Retirada prematura, % * 25.3% 27.5%
Debida a fallecimiento 3.6% 3,8%
Mediana de Tiempo INR en rango 2-3 66%

* p=0,001

—

N Engl J Med 2011; 365: 981-992



Aplxaban Group

Outcome (N=9120)
Patients with ~ Event
fet Rate
fo, lofyr
Primary outcome: stroke or systemic embolismm 12 127
Stroke 199 119
Ischenic or uncertain fype of stroke 16 097
Hemarrhagic stroke 4 0.4
Systeric embolism 15 0.8

Warfarin Group ~~ Hazard Ratio

(N=9081) 95%C) P Value
Patients with ~ Event
Event Rate
1o, oy
165 160 079(066-095) 001
150 151 079(065-095) 001
175 105 092(074-L13) 042
Ik 047 051(035-075) <0001
17 0.10 087(044—175) N0




ARISTOTLE
OBJETIVO CLAVE 22 DE EFICACIA

Apixaban
LGN=9120)  (N=9081)
Variable Tasa de HR (95% IC) Valor P
eventos

_________________________________________________________________________________ (Yo/lafo) (%00aN0)
Todas las causas de muerte* 3,52 0,89 (0,80, 0,998) 0,047
Muerte cardiovascular 1,80% 0,89 (0,76, 1,04)

Muerte no cardiovascular 1,14% 0,93 (0,77, 1,13)

Ictus, ES o todas las causas de muerte 4,49 0,89 (0,81, 0,98) 0,019
Infarto del miocardio 0,53 0,88 (0,66, 1,17) 0,37

N Engl J Med 2011; 365: 981-992




ARISTOTLE

SANGRADO
Apixaban Group Warfarin Group Hazard Ratio
Outcome (N=9088) (N=9052) (95% CI) P Value
Patients  Event Patients Event
with Event  Rate with Event  Rate
no. % fyr no. %/yr
Primary safety outcome: ISTH major bleedingf 327 213 462 3.09 0.69 (0.60-0.80) <0.001
Intracranial 52 033 122 0.80 0.42 (0.30-0.58) <0.001
Other location 275 1.79 340 2.27 0.79 (0.68-0.93) 0.004
Gastrointestinal 105 0.76 119 0.86 0.89 (0.70-1.15) 0.37
Major or clinically relevant nonmajor bleeding 613 4,07 877 6.01 0.68 (0.61-0.75) <0.001
GUSTO severe bleeding 80 0.52 172 1.13 0.46 (0.35-0.60) <0.001
GUSTO moderate or severe bleeding 199 1.29 328 2.18 0.60 (0.50-0.71) <0.001
TIMI major bleeding 148 0.96 256 1.69 0.57 (0.46-0.70) <0.001
TIMI major or minor bleeding 239 1.55 370 2.46 0.63 (0.54-0.75) <0.001
Any bleeding 2356 18.1 3060 25.8 0.71 (0.68-0.75) }J.D"

e

arte de la evaluacion secuencial preservando el error tipo | N Engl J Med 2011; 365: 981-992



ARISTOTLE

SANGRADO
o Warfarin
Sangrado Grave
6 - Idefinicion de la ISTH 31% RRR

Apixaban

Percent with Event
LN

Apixaban 327 pacientes, 2,13% por afio

E Warfarin 462 pacientes, 3,09% por ano
HR 0,69 (95% IC, 0,60-0,80); P<0,001
O T T T 1
0) 6 12 18 24 30
No. en Riesgo Months
Apixaban 9088 8103 7564 5365 3048 1515
Warfarina 9052 7910 7335 5196 2956 1491

m N Engl J Med 2011; 365; 981-992 /:




ARISTOTLE

SUBGRUPOS

" Primary Efficacy Owutcome: Stroke and Systemic Embolism

MNMo. of P Walue for

Subgroup Patients Apixabar wWwarfarin Hazard Ratio (9524 1) Interaction

ro. of ewvrerntts (S5

All patients 18,201 212 (1L.27) 265 (1.60) —_——

Prior use of warfarin or other o339

witarmin K antagonist
Yes 10,401 102 (1.1} 138 (1.5) —_—
ro 7L BO0 110 (1.5) 127 (1.8) —_

e o122
=65 wr 5,471 S1 (1.0} 44 (O.D)

65 to <75 yr F.O52 B2 (1.3) 112 (1-7) —_—
=75 wr 5,678 7D (1.6) 109 (2.2) —_—

Sex O.e0
Male 11,785 132 (1.2) 160 (1.5) —_—

Fermale 6. 416 B0 (1.4) 105 (1.8) _—

WWeight .26
=60 kg 1,985 34 (2.0) 52 (3.2)
=60 kg 16,154 177 (1.2) 212 (1.4) ——t

Ty pe of atrial fibrillaticomn Lo By le ]
Perrmanent or persistent 15,412 1291 (1.4) 235 (1.7) e
Paro)rysrnal 2.7FE6 21 (O.8) 30 (1-1)

Prior stroke or Tl o7 L
Yes 3,436 73 (2.5) 28 (3.2) _—

Mo 14,765 139 (1.0) 167 (1.2) —_—

Diabetes mellitus O.FL
Tes 4,547 S7 (1.4) FS [(1.9)

Mo 13,654 155 (1.2) 190 (1.5) —_—

Heart failure OS50
Yes 5,541 FO (1.4) 7O (1.6) D — e m—

Mo 12,660 142 (1.2) 186 (1.6) —_——

CHADS,; score O.45
=1 &.123 44 (0.7 51 (O.2)

2 6,516 T4 (1.2) 22 (1.4) —_—
=3 5,502 D4 (1.9) 132 (2.8) —_——

Lewvel of renal impairment o722
Sewvere or moderate 3,017 S4 (2.1) =9 (2.7)
mAld F.SBF B7 (1.2) 116 (1.7) —_—

Mo impairrment F.518 FO (L0 Fo (1.1) — T ——

Apixaban dose o.22
2.5 mg btwice daily or placebo 831 12 (L.7) 22 (3.3)

5 mg bwice daily or placebo 17, . 370 200 (1.3) 243 (1.5) —— —

Geographic region O3
rorth Armerica 4, 47 42 (1.0) 56 (1.3)

Latin Armerica 3,468 43 (1.4) 52 (1.8)
Eurcpe 7.343 7S5 (1.1) FF(L1-1) — Y
Asian Pacific Z2.916 52 (2.0) 20 (3.1)

Aspirim use at randomiizaticon .=
Yes 5.632 7O (1.3) o4 (1.9) —_— 4\
Mo 12,569 142 (1.2) 171 (1-5)

o o.25 0.50 1.00 2.00
- A pixcaban WhrzrdTizim ‘



ARISTOTLE
SUBGRUPOS

No. of Apixaban Warfarin Hazard Ratio with P-value for
Characteristics Patients no. of events (%/yr) Warfarin (95% ClI) Interaction
All Patients 18201 212 (1.27) 265 (1.60) —
Heart Failure 0.50
Yes 5541 70 (1.4) 79 (1.6) ——
No 12660 142 (1.2) 186 (1.6) —a—
CHADs Score 0.45
<1 6183 44 (0.7) SYN(0Re)] —T
=2 6516 74 (1.2) 82 (1.4) —
=3 5502 94 (1.9) 132 (2.8) ——
Level of Renal Impairment 0.72
Severe or Moderate 3017 54 (2.1) 69 (2.7) _
Mild 7587 87 (1.2) 116 (1.7) —a—
No impairment 7518 70 (1.0) 79 (1.1) —a1—
Apixaban Dose 0.22
2.5 mg BID or placebo 831 12 (1.7) 22 (3.3) &
5 mg BID or placebo 17370 200 (1.3) 243 (1.5) —a—
Geographic Region 0.44
North America 4474 42 (1.0) 56 (1.3) o —— —
Latin America 3468 43 (1.4) 52 (1.8) —
Europe 7343 75 (1.1) 77 (1.1) R
Asia/Pacific 2916 52 (2.0) 80 (3.1) —
Aspirin at Randomization 0.44
Yes 5632 70 (1.3) 94 (1.9) —a
No 12569 142 (1.2) 171 (1.5) —a
| | |
0.25 0.5 1 2
< >
Apixaban Warfarin
m Better Better (
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ARISTOTLE
CONCLUSION

[n conclusion, In patients with atrial fibrilla-
tion, apixaban was superior to warfarmn In pre-

venting stroke or systemic embolism, caused less
bleeding, and resulted n lower mortality.

—

N Engl J Med 2011; 365: 981-992




Evaluation of the novel factor Xa inhibitor edoxaban
compared with warfarin in patients with atrial
fibrillation: Design and rationale for the Effective
aNticoaGulation with factor xA next GEneration in

Atrial Fibrillation—Thrombolysis In Myocardial
|
. P 1-.Arx.u|).|' - lndm\;“..:(, e

PR

Table lll. Baseline chamcteristics for 15 000 subjects

Demographics
Age (y] 72 [64-77)
Age =75y 39
Female 38
CHADS -
2-3 81
A 19
Wartarin naive 37
Category o AF
Paroxysmeal 26
Persishent 23
Permanent 52
Any reason tor dose adjustment 25
Weight <60 kg 10
CrCl =50 mL/min 19

Concomitant verapamil or guinidine 4
Ruff CT et al. Am Heart J, 2010; 160: 635-41




RE-LY & ROCKET-AF & ARISTOTLE
ICTUS & HEMORRAGIA INTRACRANEAL

RE-LY ROCKET-AF ARISTOTELE
3 3 3
S
(]
> 2 2
S . RREQ 36% o RRR 21%
o * O
&U 1 ° 1 1 o
S * * * *
0 o ‘ 0 :
Warfarina D110 D150 Warfarina RIVA Warfarina APIX
HIC -o-Ictus HIC -o- Ictus HIC -O-Ictus
* p<0,001 *

% P=0.02
* p<0,001




RE-LY & ROCKET-AF & ARISTOTLE
MORTALIDAD TOTAL & CARDIOVASCULAR

RE-LY

(¢}

N
o
O

w

N

[EEN

% Rate per year

0

ROCKET-AF ARISTOTELE
o 5
4 o *
5 RRR 11% °
2
1
: 0 ;
Warfarina RIVA Warfarina APIX

Warfarina D110 D150

Mortalidad CV -©- Mortalidad

* p=0,051

Mortalidad CV -©- Mortalidad

Mortalidad CV -©- Mortalidad

* p=0,047




RE-LY & ROCKET-AF & ARISTOTLE
HEMORRAGIA CRITICA & SANGRADO MAYOR

. RE-LY ROCKET-AF : ARISTOTELE
8 4 4
= o RRR 42% o *
5 3 * A 3 - RRR 27%
o O
[} ) 2 0
g ¥
< 1 ) 4 1

0 ‘ ‘ T — 0 .

Warfarina D110 D150 Warfarina RIVA Warfarina APIX

Hemorragia critica - Sangrado mayor

* p=0,003

% p=0,001

Hemorragia critica -©- Sangrado mayor — Sangrado fatal

% p=0,007

Hemorragia critica -©- Sangrado mayor




Coste total por Coste total por
ano por ano por
paciente paciente

Nuevos ACOs | AntiVItKs

797? 001,77 €

N



Figure 2. Two-way sensitivity analysis demonstrating which

therapy would be preferred for varying risks for ischemic T . P .
stroke and ICH, using a willingness-to-pay threshold of AIGINAL R ESEARCH

$50 000 per quality-adjusted life-year.

Cost-Effectivene Warfarin for Stroke
Prevention in Al

James V. Freeman, MD, MPH; | 21
Alan 5. Go, MD; Paul J. Wang,
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dose dabigatran and $13.(

ran, on the basis of the do

Annals of Internal
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NUEVOS ANTICOAGULANTES EN ESTUDIOS CLINJICOS
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NUEVOS ANTICOAGULANTES
CUESTIONES POR RESPONDER

¢Como podemos comparar los diferentes farmacos?
¢En cuél paciente se debe usar warfarina, Dabigatrén, Rivaroxaban, Apixaban, etc?

.Son “mejores” l0S nuevos farmacos Si Ios pamentes estan blen controlados con’
Warfarina? ‘ | '

¢Se sentiran comodos los medicos con la mcapaudad de monitorizar el nivel de
anticoagulacion? |

»_¢Coma.se .manejan Ios nuevos férmacos en»r,elacién con Ias intervenciones?

¢Existe un problema con la rapida perdida de efecto SI el pamente es “no
cumplidor”?

., Como debemos evaluar el “coste-efectividad”?



