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Publicacion estudio RE-LY
Congreso Europeo de Cardiologia, Barcelona 2009

the NEW ENGLAND
JOURNAL o MEDICINE

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

Dabigatran versus Warfarin in Patients with Atrial Fibrillation

Stuart J. Connolly, M.D., Michael D. Ezekowitz, M.B., Ch.B., D.Phil., Salim Yusuf, F.R.C.P.C., D.Phil.,
John Eikelboom, M.D., Jonas Oldgren, M.D., Ph.D., Amit Parekh, M.D., Janice Pogue, M.Sc., Paul A. Reilly, Ph.D.,
Ellison Themeles, B.A., Jeanne Varrone, M.D., Susan Wang, Ph.D., Marco Alings, M.D., Ph.D., Denis Xavier, M.D.,
Jun Zhu, M.D., Rafael Diaz, M.D., Basil S. Lewis, M.D., Harald Darius, M.D., Hans-Christoph Diener, M.D., Ph.D.,
Campbell D. Joyner, M.D., Lars Wallentin, M.D., Ph.D., and the RE-LY Steering Commiittee and Investigators*




i —

3y ;
€ SEME- Sademi)
LAVInE p— Tecioat Ange usa de Medlcing wteing

XXXV Congreso Nacional de la XXIX Congreso de la Sociedad Andaluza
Sociedad Espanola de Medicina Interna de Medicina Interna (SADEMI)
(SEMI)

21-23 Noviembre 2013  Palacio de Ferias y Congresos de Malaga. Malaga

Diseno RE — LY: ensayo clinico no inferioridad.

Fibrilacion auricular > _ factor riesgo Yy sin contraindicaciones
18.113 pacientes ( 50% sin tratamiento previo AVK

Aleatorizacion.

Warfarina Dabigatran 110 Dabigatran 150
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Cumulative Hazard Rates for the Primary Outcome of
According to Treatment Group

Stroke or Systemic Embolism,

1.0+ 0.05~
0.04 - Warfarin -~
0.3 Dabigatran, '
i 0.03 110 mg
w E
= —
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T : 150 mg
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oy 0.4
E
6 G-D'D_i“. T T T T T
0 =] 12 18 24 30
0.2+
0.0 e = E—— N — . - .
0 (3] 12 18 24 £
Months
Mo. at Risk
Warfarin 6022 5862 5718 4593 2890 1322
Dabigatran, 110 mg 6015 5862 5710 4593 2945 1385
Dabigatran, 150 mg 6076 5939 5779 4682 3044 1429

Connolly SJ et al. N Engl J Med 2009;361:1139-1151

The NEW ENGLAND
JOURNAL . MEDICINE
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AVC ISQUEMICO.

0.04 - DE 110 vs DE 150 vs
Warfarin Warfarin

0.03 HR 1.13 0.75 Warfarin
- 95% CI 0.89-1.42 0.58-0.97
P value 0.31 0.03

— DE 150

9 12 15 18 21 24

Patients at risk Time, months

DE 110 5865 5720 4626 3138
DE 150 5948 5794 4712 3245
Warfarin 6022 5875 5734 4628 3105

Primary efficacy outcome: All stroke (ischaemic and haemorrhagic) and systemic embolism
Cl = confidence interval;, DE110 = dabigatran etexilate 110 mg BID; DE150 = dabigatran etexilate 150 mg BID; HR = hazard ratio
Connolly SJ et al. N Engl J Med 2009;361:1139-51; Connolly SJ et al. N Engl J Med 2010;363:19-20
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AVC HEMORRAGICO.

DE 110 vs DE 150 vs Warfarin
Warfarin Warfarin

HR 0.31 0.26
95% CI 0.17-0.56 0.14-0.49
P value <0.001 <0.001

>
=
=
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o
o
[
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12 15 18 21 24 27 30

Patients at risk Time, months

DE 110 6015 5865 5720 4626 3138
DE 150 6076 5948 5794 4712 3245
Warfarin 6022 5875 5734 4628 3105

Primary efficacy outcome: All stroke (ischaemic and haemorrhagic) and systemic embolism
Connolly SJ et al. N Engl J Med 2009,361:1139-51, Connolly SJ et al. N Engl J Med 2010,363:19-20
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HEMORRAGIAS MAYORES

DE 110 vs DE 150 vs
Warfarin Warfarin

HR 0.80 0.93
95% CI 0.70-0.93 0.81—1.07
P value 0.003 0.315

—
=
0
©
o
o
e
o

12 15 18 21 24

Patients at risk Time, months

DE 110 5626 4515 3043
DE 150 6076 5834 5635 4561 3109
Warfarin 6022 5794 5596 4489 2985

Primary safety outcome: Major bleeding events
Connolly SJ et al. N Engl J Med 2009;361:1139-51;, Connolly 5J et al. N Engl J Med 2010;363:19-20




XXXIV ngreso Nacional de la XXIX Congreso de la Societ

socledal :--;n' N :-|._-- de Medicine Ir. 3rna de Medicina Interna (SADEMI

21-23 Noviembre 2013 Palacio de Ferias y Congresos de Malaga. Malaga

RE—-LY: Dabigatran 110 mmg Twice Daily
TTR 64 :yﬂ Mean CHADS, score = 2.1

Dabigatran better Warfarin better D110 W P

-

Efficacy outcomes —Yolfy—
Stroke [/ systemic embolism 1.54 1.71 0.30
Stroke 1.44 1.57 0.41
Ischemic stroke 1.34 1.20 0.35
Hemorrhagic stroke 0.12 0.38 < 0.001
Myocardial infarction 0.82 0.64 0.09
All-cause mortality 3.75 4.13 0.13

Safety outcomes
ICH 0.23 0.74 <0.001
Major bleeding 2.87 3.57 0.003
Major Gl bleeding 1.12 1.02 0.43
Any bleeding 14.62 18.15 < 0.001

1.0 2.0
Hazard ratio

Connolly SJ, Ezekowitz MD, et al. N Engl J Med. 2009;361:1139-1151.
Connolly SJ, Ezekowitz MD, et al. N Engl J Med. 2010;363:1875-1876.
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RE—-LY: Dabigatran 150 mmg Twice Daily
TTR 6470 Mean CHADS, score = 2.1

_Dabigatran better Warfarin betterh D150

w

Efficacy outcomes B : —Yoly—

Stroke |/ systemic embolism 1.11
Stroke 1.01
Ischemic stroke 0.92
Hemorrhagic stroke 0.10
Myocardial infarction 0.81
All-cause mortality 3.64
Safety outcomes
ICH 0.30
Major bleeding 3.32
Major Gl bleeding 1.51
Any bleeding 16.42

1.0 2.0
Hazard ratio

onnolly SJ, Ezekowitz MD, et al. N Engl J Med. 2009;361:1139-1151.
onnolly SJ, Ezekowitz MD, et al. N Engl J Med. 2010;363:1875-1876.

1.71
1.57
1.20
0.38
0.64
4.13

0.74

3.57

1.02
18.15

P

< 0.001
< 0.001
0.03
< 0.001
0.12

0.051

< 0.001
0.32

< 0.001
0.002




RELY-ABLE"

The Long Term Multi-Center Extension of
Dabigatran Treatment in Patients with Atrial
Fibrillation (RELY-ABLE) study

Stuart J. Connolly, Lars Wallentin, Michael
Ezekowitz, John Eikelboom, Jonas Oldgren, Janice
Pogue, Paul Reilly, Martina Brueckmann, Salim
Yusuf; on behalf of the RELY-ABLE Steering
Committee and Investigators

11



Ictus/embolia sistémica:

RE-LY® + RELY-ABLE®




Hemorragias mayores:

periodos de RE-LY® + RELY-ABLE®




RE-LY® + RELY-ABLE®: Todos los pacientes en

tratamiento con dabigatran




Mortalidad total:

Periodos de RE-LY® + RELY-ABLE®
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FDA. Mini an alisis de vigilancia.

Dabigatran postautorizacion
Comunicaciones de hemorragias.

* Southworth MR. N. Engl. J. Med. 2013;368:1272 -4 J
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HEMORRAGIAS GASTROINTESTINALES E INTRACRANEALES

Intracranial and Gastrointestinal Bleeding Events in New Users of Dabigatran and Warfarin from the Mini-Sentinel Distributed

Database, October 2010 through December 2011.*

Analysis
No. of
Patients
Gastrointestinal hemorrhage
Analysis with required diagnosis of 10,599
atrial fibrillation
Sensitivity analysis without required 12,195
diagnosis of atrial fibrillation
Intracranial hemorrhage
Analysis with required diagnosis of 10,587
atrial fibrillation
Sensitivity analysis without required 12,182
diagnosis of atrial fibrillation

Dabigatran Warfarin
Incidence Incidence

No. of (no. of events/ No. of No. of (no. of events/
Events 100,000 days at risk) Patients Events 100,000 days at risk)

16 43,541 160

19 119,940 338

8 43,594 109

10 0.9 120,020 204 1.9

' * Patients were included in the cohorts if, in the 183 days before the index dispensing of dabigatran or warfarin, they were en-
rolled in plans for drug and medical coverage and had been given a diagnosis of atrial fibrillation in any care setting. Patients
were excluded from the cohorts if, in the 183 days before the index dispensing, they had a claim for an event of interest in an
inpatient or emergency department setting or a claim for dispensing of dabigatran or warfarin. Events were assessed during
drug exposure, from inpatient or emergency department settings only.
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Datos del Reqistro Dan _és

« Eficacia y seguridad de dabigatran en una cohorte e  n condiciones
de practica clinica habitual postautorizacion.
« Analisis de propension con emparejamiento por regre sion logistica
de pacientes con FA que inician tratamiento anticoa  gulante:
o 4.978 tratados con dabigatran
e 8.936 tratados con warfarina.

* Periodo entre agosto 2011 a diciembre 2012.
 Tiempo medio de seguimiento: 10.5 meses (7.9 — 13.4)

* Larsen TB. J. Am. Coll. Cardiol. 2013:61:2264 — 73.
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Caracteristicas de los pacientes.

Warfann Dabigatran. Standardizred Wartfarin Dabigatran. Standardized
matched to 15(mg distance matched to 110msz= distance
ilabigatran % dlabigatran %o
150mg 110mng
(CN=3006) (IN=1239) (N=4940) (N=2719)
HAge vis mean (5D 66.3 (10.3) 67 4 (8.5 117 F24(13.5) AT (11.8) 188
Agme =635, %o (N} 62.9 (2512} 68.6 (15336) 12.0 73.5 (3730 0.5 (22045) 121
Age =75 %% (N) 188 (751% 183 {41 -1.3 21 52544 528 (145 26
Age =BO. % () 20 (78) 2 4 (54) 3 34 8 (1719) 4D.9 (1121) 126
LHoe =85 % (IN) 0.6 (22) 08019 2.4 13.1 (648Y 197 (5407 179
Female, % () 333 (1330) 385 (861) 10.9 450 (2265) 53.1 (1455) 14.4
CHADS,, mean (SD) 1.04 (1.09) 0.9 (1.07) -7.4 127 {1.23) 127 {1.27) 0.0
CHAIDS: 3—6_ % (N) 103 (412) o5 (212) -2 17 4 (B59) 18 9 (518) 39
Prior stroke, transient 18.6 (744) 17.1 (383) 39 16.2 (798) 17.5 (478) 3.5
tschenue attack. or systenme
ermbolisin, o (IN)
Hearnt failure, % (IN) 6.3 (25300 5.2 (116) -4.7 10.4 (5314) 6.9 (1LEE) -12.5
Myocardial anfasction: Y 1) 8.4 (335) 6.1 (136) B0 10.6 (325) 2.0 (218) o0
Dhabetes mellituas, %0 (IN) 13.2{527) 12.1 27 -3 3 11.6 (572 10.8 (295) -25
Hypertension, % (N) 71 1 (842) 32 7 (509) 10 17 8 (879) 18 0 (493) 05
Modzrate/severs renal disease. 2.6 (102) 122D ~10.3 5.1(252 20 (55 16.8
o (IN)
Moderate/severe hepatic 0.1 (%) 0.0 (00 -4.5 053023 0.2({6) -53.1
dizease. %o (IN)
AMedications in ase at
haseline
Aspinin. % () 41 3 (1652) 35 2 (789) 126 34 3 (1694) 30 7 (841) 77
Clopidogrel, %o (IN) 3.7 (148) 5.0(111) 6.4 2. B (140 3.3 (144 127
ARHB or ACE mmhibator. 9o (IN) 36.8 (1470 390.9 {(854) &4 33.1(1636] 345 (9457 3.0
Beta-blocker. %o (IN) 22 B (910 209 (468) 16 17.1 (B47) 16 6 (3547 -13
Amuodarone, %o (IN) 0.9 (34 0.2 {9 -6.2 0.5 (24) 0.2 {4 -T3
Statin. %o (IV) 303 (1211) 323 (724 4.3 247 (1232) A7 2(745) 57

arsen B et al. J Am Coll Cardiol 2013;61:2264-73
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Resultados:

Warfarin vs dabigatran 110mg
Hazard ratio (95% CI)
Outcome / Model
Stroke
Crude e 0.79 (0.59; 1.03)
Adjusted e 0. 73 (0.53: 1.00)

Systemic embolism

Crude —et—] 0.78 (0.29; 1.78)

Adjusted e 0.60 (0.19; 1.60)
Death

Crude | 1.02 (0.87; 1.20)

Adjusted to g 0.79 (0.65; 0.95)

Warfarin vs dabigatran 150mg
Hazard ratio (95% CI)

e
He
-

——&—] 1.00 (0.26: 3.

8. 73
Crude —e—]

Adjusted —e—]

Gastrointestinal bleeding
Crude —a—] 0.67 (0.43; 0.99)
Adjusted = 0.60 (0.37; 0.93)
Major bleeding
Crudc =4 0.88 (0.66; 1.14)
Adjusted =+ 0.82 (0.59; 1.12)
Hospitalization
Crude ] 0.51 (0.48; 0.55)
Adjusted = 0.53 (0.49; 0.57)
I I 1

0.01 0.20 1.00 5.00
Favors Favors
dabigatran 1 10mg warfarin

¥ II TI

0.99 (0.74; 1.30)
1.18 (0.85: 1.64)

0.67 (0.20: 1.

W N
0w
oo

0.38 (0.28; 0.49)
0.57 (0.40; 0.80)

0.36 (0.20:; 0.59)
040 (0.21; O.70)

0.31 (0.09: 0.75)
0.24 (0.06; 0.72)

0.06 (0.01; 0.29)
0.08 (0.01: 0.40)

0.81 (0.52; 1.21)
1.12 (0.67; 1.83)

0.65 (0.45; 0.90)
0.77 (0.51: 1.13)

0.76 (0.71; 0.81)
0.86 (0.79: 0.93)

I 1
0.01 0.20 1.00

1
5.00

Favors IFavors
dabigatran 150mg warfarin

P—value

0.23
0.092

0. 70
0.63

=<0.0001
0.0003

<0.0001
<0.0001

0.011
0.004

0.0005
0O.0006

0.12
0.075

0.043
0.21

<0.0001
<0.0001
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Sumario resultados registro Dan  és.

 Tasas de AVC y hemorragias mayores similares para
las dos dosis de dabigatran y warfarina.

 Menores tasas de mortalidad y hemorragia intracrane  al
en los tratados con dabigatran

 No incremento de la tasa de IM en los tratados con
dabigatran

* Larsen TB. J. Am. Coll. Cardiol. 2013;61:2264 — 73. J



© SEM- Sademi)

XXXIV Congreso Nacional de la XXIX Congreso de la Sociedad Andaluza

Sociedad Espanola de Medicina Interna de Medicina Interna (SADEMI)
(SEMI)

21-23 Noviembre 2013 Palacio de Ferias y Congresos de Malaga. Malaga

Datos del Registro de Quebec.

o Dabigatran y Warfarina: 2 afios postautorizacion de dabigatran.
« Estudio retrospectivo cohortes abril 2011 aabril2  012.

« Pacientes con FANV (65 afios 0 m as) que por primera vez eran
tratados con dabigatran (N = 7680) o warfarina (N = 5160).

Los resultados de este estudio se presentaron en la Comision cientifica
permanente del Instituto Nacional de la excelencia en salud y en servicios
sociales (INESSS) en su reunion de 18 de diciembre  de 2012.

El contenido de esta publicacion fue escrito y edit ado por el INESSS

Documento disponible on — line, en francés en la Web de INESSS en la seccion

* Tremblay et al. INESS 2013:42.
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Caracteristicas de los pacientes.

XXIX Congreso de la Sociedad Andaluza
de Medicina Interna (SADEMI)

Dabigatran Warfarina

110 mg/12h. 150 mg/12h.

Caracteristicas

N (5160) %

N (3536) % N (3355) %

Edad (afios)

Media + DE 80.0+6.4 705+7.3 77.0+94
Mediana 81.0 71.0 78.0
Varones 1530 43.3 1988 59.3 2415 46.8
CHADS?2
Media + DE 2.8+1.3 20+1.2 25+1.3
Mediana 3.0 2.0 2.0
Total 3536 3355

* Tremblay E et al. INESSS 2013: 42.

5160 ‘
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Eventos Cardiovasculares mayores en Registro de Que  bec.

Dabigatran Warfarina
Eventos y uso
concomitante 110 mg/12 h. 150 mg/12 h
N (3536) % N (3355) % N (5160) %
P —
AVCYyES 133 3.8 91 2.7 481 9.3
Hemorragias 119 3.4 74 2.2 144 2.8
Hospitalizacion 1303 36.8 1002 29.9 3518 68.2
Muerte 146 4.1 43 1.3 270 5.2
Uno o mas. 1380 39.0 1071 31.9 3651 70.8

* Tremblay E. INESSS 2013:42.
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PREOCUPACION POR LA FALTA DE ANTIDOTO

« Hemorragias periprocedimiento en el estudio RE — LY.
 No incremento de hemorragias en los tratados con da  bigatran en
comparacion con warfarina en aquellos que necesitar  on cirugia

urgente.
D110 D150
D110 % D150 % Warfarin % vs Warfarin RR vs Warfarin RR
(n/N) (n/N) (n/N) (05% CI, P Value) P-inter (95% CI, P Value) P-Inter

Urgent surgery 17.8 (19/107) 17.7(25/141) 216 (24/111) 0.82(0.48-1.41, 0.47) 0.82(0.50-1.35, 0.43) I
Elective surgery L?m . q05) 33101831 UB3(0.00-1.20, 0.38] Tl L30.//-1.01, Uo1) 0.31
Major surgery B.1 (29/473) 6.5 (33/511) 7.8 (39/498) 0.78(0.49-1.24, 0.30) (.82 (0.53-1.29, 0.40)

Minor surgery 1.9 (8/424) 3.2 (14/435) 1.8 (8/436) 103(0.39-2.71,096) 061  175(0.74-4.14,019)  0.13
Onginal dabigatran protocol 3.8 (471234) 4.9 (66/1346) 46(601319)  0.84(0.58-1.22, 0.35) 1.08(0.77-1.52, 0.67)

Amended dabigatran protocol 4.0 (10/253) 6.0 (12/200) 50 (12/239)  0.79(0.35-1.79, 0.57) 0.81 1.20(0.55-2.60, 0.65) 0.81
D110 indicates dabigatran 110 mg BID; D150, dabigatran 150 mg BID; RR, relative risk; and P-inter, P-Interaction.

Healey 15 et al. Circulation 2012;126:343—8
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Mortalidad después de una hemorragia mayor en 5 ens ayos
clinicos en fase Ill con dabigatran

0.2 ~ = \Warfarin
- OR: 0.66. IC95% 0.44 — 1.00. — Dabigatran
S
2 13%
w0
o
3 0.1 (P=0.052)
® [
- |
= 9.1%
S
=
U | | | | | | 1
5 10 15 20 25 30 35
Time (days)
Datos combinados de dabigatran 150y 110 cada 12 ho ras. Solo la primera
hemorragia mayor incluida. J

Majeed A et al. Circulation 2013 Septiembre 30.
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ANTIDOTO DABIGATRAN.

A
wn 125
=
S
8 100
D
B
5 75
E
=
=
[= 25
S
=
— (o]

7 H:Trp

52 -20 o 5 10 15 20 25 30
= ) Time (mMin)
£y

—— Dabigatran infusion, no aDabi-Fab
—e— Dabigatran infusion + aDabi-Fab 0.3 pmol/kg bolus

-#&- Vehicle + aDabi-Fab 0.3 pumol/kg bolus
—&- Vehicle + Vehicle

30

25

20

aPTT (seconds)

15

10

Time (min)
—a— Dabigatran infusion, no aDabi-Fab
—&®— Dabigatran infusion + aDabi-Fab 0.3 pmol/kg bolus
-&- Vehicle + aDabi-Fab 0.3 pymol/kg bolus
-©- Vehicle + Vehicle

* Schiele F et al. Blood. 2013;121: 3554 — 3562.
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Preocupacion sobre la adherencia.

100

Percent with good adherence

SGood adherence — at least 80%o0
of prescribed doses taken

Schulman S et al. J Thrombh Haemost 2013211 :21295—9;
Dezii T et al. Sowuth PRMed P 2002 ;95 :608—F 1 ;
votuwwana 1T et al. Pharmacoepidermiol Drug Saft 20091 895 a—od



Antithrombotic treatment according to CHA,DS,-VASc
score in GARFIELD Cohort 1 and 2

COHORT 1

December 2009 - October 2011 (n=10,614)

60.3%—

ALL 0 1 2 3 4 5

mVKEA + AP B FXa/DTI £ AP m AP only mMNone

6-9

62.2% —

COHORT 2

October 2011 — May 2013 (Preliminary, n=10,544)

AlLL

0 1 2 3 4 5
mVEA + AP mFXa/DTI £ AP m AP only mNone

5-9
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NUEVAS INDICACIONES DE
DABIGATRAN:

TRATAMIENTO Y PREVENCION DE
RECURRENCIAS DE LA
ENFERMEDAD TROMBOEMBOLICA
VENOSA.
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Dabigatran en la ETV.

Thses BN EW ENGLA MDD JOoOUOR NAL af MEDICIENE

[ Lo R Wt T | AR T IO LE

Dabigatran versus VWarfarin in the Treatment
of Acute Venous Thromboembolisim

Z=arr Schulrman, M., Clive Kearon, D ., Ajay K. Kakkar, 1,

Fatrick M ismie=etti, M. D, Sebastian Schellong, PM.CL, Hernry Erikssorn, LD,

Cavid Baanstra, M. .Sc., Jan=t Schrnecs, . [=., and Sarmmuesl . Goldhaber, B 5,

for the RE-COWER Studyw Group®

*N. Engl. J. Med. 2009;361: 2342 — 52.
* Schulman S. RECOVER II. AHS 2011. Abstract 205

Th ¢« I OE WA E P CE LS By T O El R R S I af OE I TR E

I COE TCSE N T MM IO =

Exrtrendaed Use of IDabizsatran, YW arfarinz,
or Placel>o im Wenowus Throomboernmbolisiaa

Sarm Schulrman, WM., Ph.o., Zliwve Kearom, .o,

Sjaw K. Kakkar, 1 . BEB., BE.5., Ph [, Sebastianmn Schellaomngs, .2,
FHemrmy Erikssanmn, PR .., Ph >, CDawicd Baarnmnstra, Pl Sc,
ASarmme Pl athilde Keamirm e, Pl . S Phiarrmm o, Jletfrey Friedomam, R e,
Fatrick RMlisrmietti, PR 2., amnd Sarmuueael & Gaoaldhaber, ol o,
for thhe RE-A ECDY anmnd the REESOR AT E Trials Imnwvestisat ors =

* New. Engl. J. Med. 2013;368:709-18.

XXIX Congreso de la Sociedad Andaluza
de Medicina Interna (SADEMI)
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Phases of anticoagulation.

Phases of anticoagulation

Initial Long-term Extended
(0O to ~7 days) (~7 days to ~3 months) (~3 months to indefinite)
I i
1

Ll

Y

E 3
Farentem Vitamin K antagonist or other agentt

v

* Heparin, LMWH, fondaparinux ; T Includes LMWH, dabigatran, rivaroxaban

Kearon C et al. Chest 2012;141:€419S-e494S

©2012 by American College of Chest Physicians
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_I:F)FéﬁTﬁF:AOIEAI\IJBECI)EMBOUSMO * NO ENSAYOS EN FASE Il
VENOSO AGUDO DE TRATAMIENTO ETV.

* DOSIS DE 150 mg/12h.
STATUS: En curse.  DOSIS EVALUADA EN

m 2500 pa_cientes con TEV seran
:r?g‘f‘oct‘irg[g;?aogsliig;éednodbol.é‘?cEego ENSAYOS FASE I I DE
a 1 de los 2 grupos:

® Dabigatran etexilato oral 150 mg PREVENCION DE

dos veces al dia.

RE (:C)\/ERTM e Warfarina [INR 2.0-3.0). EM BOLISMO EN

Study of treatment of B Comienzo del tratamiento

IR FIBRILACION AURICULAR

anticoagulante por via
parenteral.

MW El tratamiento se prolongara
durante 6 meses.

VARIABLES PRIMARIAS: m Eficacia: TEV sintomatico
recurrente y los casos de

muertes producidos por
TEWV durante los & meses de
tratamiento.

B Seguridad: Hemorragias
durante el tratamientoy é
dias después de la Gltima
medicaciédn suministrada en el
ensayo [periodo de lavado).




RE — COVER: diseno.

e Aleatorizado, doble ciego, comparado con AVK, no inferioridad.
e Variable principal eficacia: recurrencias.

e Variable principal seguridad: hemorragias.

e Mas de2500 pacientes con ETV en cada ensayo.

Periodo
Periodo doble ciego.
simple ciego

Placebo Dabigatran 150 mg/12h + placebo de
warfarina.
ETV ..
confirmada Segulmletlto a
objetivamente los 30 dias.
72 h.
Warfarina Warfarina INR 2 - 3 + placebo de

. Dabigatran

* Schulman et al. N. Engl. J. Med. 2009;361:2342 — 2352.
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Tratamiento agudo de la TVP/EP:
RE-COVER I/RE-COVER Il analisis resultados agrupado s

Dabigatran Warfarina
150 mg/12 h. HR (IC 95%)
N % N %
Pacientes (analisis ITT) 2553 2554
ETV o muerte relacionada 68 (2.7) 62 (2.4) 1.09 (0.77 — 1.54)

Hemorragias mayores.

Desde la aleatorizacion 1.4% 2.0% 0.73(0.48 -1.11)
Periodo doble ciego 1.0% 1.6% 0.60(0.36 — 0.99)

Dabigatran mostro no inferioridad frente a Warfari na en la prevencion de las
recurrencias de ETV y mostré menor tasa de hemorragi  as mayores durante el

* Schulman S . ISTH 2013.
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Enfermedad tromboembolica venosa como una enfermeda d cronica.

Initial length of treatment (months)
10 or 1.5 =mesal e 6 ——-— 12 o0r27

15

Probability of VTE

Rate of VTE per 100 patient years

O & 12 18 24

Time since stopping treatment (months) I
* Boutitie F et al. BMJ 2011;342:d2758
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Recurrencias de la ETV idiopatica.

80 [ yTE
— idiopathic
= = secondary
50
>
<>
 om—_
a>
= 40
22
L
—_—
— 30
L ]
==
= | P
T 2 e e TS s T
= i R
= i
= - -
<> i
10 1 s ==
8]
O 20 40 &0 80 100 120
Time (months)
Idiopathic WTE Secondary WTE
RS N or VTE | T licia 25% Cf N or LTE | G fooid o5% Cf
{96) 96}
5 55 0.0 S0-12.0 2R A7 T 5-5.7
1o 30 5.0 1o 6-17.4 T7 5.6 A5-5.4
=6 74 763 T2 0-20.6 o4 173 To-14.0
50 56 A0 0 56 5-45 1 T4 16 1 15.0-10 2
06 =] A6 .4 A1.1-51.8 5 Z0 .2 i5.65-24 O
120 5 576 456 505 = o 5 17.2-27 .8

* Prandoni P et al. Haematologica 2007;92: 199-205.



“CASE FATALITY RATE”: NECESIDAD DE VALORAR EL
RIESGO DE SANGRADO.

12,00%
11,3 11
10,00%
8,00% -
6,00% - —TASA FATALIDAD ETV
RECURRENTE
4,00% TASA FATALIDAD
3,6 HEMORRAGIA
2.00% |
0,00%

3 Primeros meses Despuesdela
tratamiento anticoagulacién
anticoagulante

Carrier M et al. Ann. Intern. Med. 2010; 152: 578 — 589.




3.1.4.1. In patients with a first VTE that is an
unprovoked proximal DVT of the leg and who
have a low or moderate bleeding risk, we suggest
extended anticoagulant therapy over 3 months
of therapy (Grade 2B).

6.3.1. In patients with a first VITE that is an
unprovoked PE and who have a low or moderate
bleeding risk, we suggest extended anticoagulant
therapy over 3 months of therapy (Grade 2B).

* Kearon C et al. 2012:141:e419S — e494S.




Estudio RE - MEDY: diseno.

 Estudio de no inferioridad. Aleatorizado, doble ciego, doble simulacion
comparado con warfarina, multicentrico y multinacional.

* Variable principal eficacia: recurrencias ETV

* Variable seguridad: hemorragias.

Periodo de tratamiento

Screening
[ a los 30 dias

] Seguimiento

Dabigatran etexilate 150 mg / 12h.

Tratamiento

lanticoagulante Warfarina placebo

3—-12 meses
Warfarina (INR 2.0-3.0)
Dabigatran placebo
0-7 dias
hasta
INR <2.3
ETV S R.N = 2856 Hasta 36 meses*
confirmada Final tratamiento

® Schulman S et al. N. Engl. J. Med. 2013; 368:709 - 18.




RE — MEDY: eficacia

2 5 HR 1.44 (95% CI: 0.78-2.64)

p = 0.027 (no inferioridad)

1,5 - 1.8%

Porcentaje

0 .
Dabigatran etexilate 150 mg/12h Warfarin

26/1430 18/1426




2,5 -

[

Porcentaje
(%]

0,5 -

RE - MEDY: seguridad

HR 0.52
(95% CI: 0.27-1.02)

p = 0.058
48%
RRR
25/1426
(1.8%)
Warfarina
13/1430
(0.9%)
Dabigatran

En tratamiento
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Resultados estudio RE — MEDY.

Dabigatran Warfarina
150 mg/12h HR (IC 95%)
Pacientes (analisis ITT) 1430 1426
ETV o muerte relacionada 26 (1.8) 18 (1.3) 1.44 (0.78 — 2.64)
TVP sintomatica 17 (1.2) 13 (0.9) 1.32(0.64 — 2,71)
EP sintomatico no fatal 10( 0.7) 5(0.4) 2.04(0.70 — 5.98)
EP FATAL 1(0.1) 1(0.1) 1.01(0.06 — 16.2)
Todas las muertes 17(1.2) 19(1.3) 0.90(0.47 — 1.72)
Poblacion de seguridad 1430 1426
Hemorragias mayores 13(0.9) 25(1.8) 0.52(0.27 - 1.02)
HM + HCR 80(5.6) 145(10.2) 0.54(0.41-0.71)

Dabigatran se mostro no inferior a warfarinaenlap  revencion de recurrencias
y mostro una mayor seguridad en el estudio RE —MEDY.




Estudio RE-SONATE: diseno.

* Estudio superioridad ,aleatorizado, comparado con placebo, multicentrico y
multinacional.
e Dabigatran vs. Placebo en pacientes con ETV.

Screening Tratamiento Seguimiento  Seguimiento a los
a 30 dias 11 meses.
Tratamiento
anticoagulante con
AR =T ses Dabigatran etexilate
150 mg/ 12 h. N=681
Placebo dabigatran
etexilate N = 662
< br > < >
" 0-7 dias hasta 1
INR <2.3
7 meses final 18 meses. Final
6 meses periodo periodo
ETV S R e seguimiento seguimiento
confirmada N= 1343 ——— extendido .

* Schulman S et al. N. Engl. J. Med. 2013;368:709 - 18




RE — SONATE: eficacia

HR 0.08 (95% CI: 0.02—-0.25)
6 - p < 0.0001 (superioridad)

o
]

92%
RRR

Porcentaje
(J4 )

0.4%

0 ‘ 1 1
Dabigatran etexilate 150m mg/12h. Placebo

3/681 37/662

RRR, reduccion riesgo relativo




RE - SONATE: seguridad.

w
I

Porcentaje
N

HR 1.0 (95% CI: 0.00-1.00)

‘ p =0.996
1 -
0.3%
I >
0 . .
Dabigatran etaxilate 150 mg/12h. Placebo
2/684* 0/659

* Ambas hemorragias mayores fueron gastrointestinales
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CONCLUSIONES:

» En pacientes con FANYV, los estudios de extension y en
cohortes en el “ mundo real” han confirmado la eficacia de
dabigatran asi como una mayor seguridad, con particu lar
énfasis en una significativa reduccion de la hemorr agias

Intracraneales.
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CONCLUSIONES:

e En los estudios de extension en pacientes con ETV, dabigatran
mostro una eficacia similar a warfarina y una mayor seguridad.

* La baja tasa de hemorragias en los estudios de exte  nsion podria
facilitar la decision de tratamiento indefinido en pacientes con ETV
idiopatica.
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Thank you for your
attention.




