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DABIGATRAN



>2.000.000 pacientes

> 200.000 pacientes naive

> 100 paises




Medicare
§ >134.000 pacientes

USA Health Insurance

§ >38.000 pacientes

Departameto de defensa USA
§ >25.000 pacientes

Registro danés
4 >20.000 pacientes

Graham DJ et al. Circulation 2015; 131:157-164.
Seeger JD et al. Presented at AHA 2014.
Villines TC et al. Presented at AHA 2014.

Larsen TB et al. Am J Med 2014;127:650—-656.
Larsen TB et al. Am J Med 2014;127:329-336.
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Graham DJ et al.
Circulation 2015;131:157-164.



Diseno del estudio

I 134414 pacientes.
= Diagnosticados reciente de FANV.

" Edad = 65 anos.
" Nalve.
I Dabigatran 67.207 pacientes.

* 56.576 pacientes: 150 mg c/12h.
* 10.522 pacientes (16%): 75 mg c/12h.

B Warfarina 67.207 pacientes.

Graham DJ et al.
Circulation 2015;131:157-164.



Caracteristicas pacientes

Medicare RE-LY®
Caracteristicas, % Dabigatran* Warfarina Dabigatran 150 mg Warfarina
(n = 67.207) (n = 67.207) (n = 6.076) (n =6.022)
Edad 75-84 afios 43 43 36
Edad 2 85 afos 16 16 4
Género masculino 49 48 63 63
Puntuacion CHADS, 2 3 31 32 33 32
Hipertension 87 87 79 79
AntecedentesdelAM 2z w3
Diabetes 33 34 23 23

Graham DJ et al.
Circulation 2015;131:157-164.



Resultados

Tasa de incidencia por

1.000 personas-afios HR ajustada
(IC del 95%)

Dabigatrén Warfarina
Ictus isquemico 11,3 13,9 0,80 (0,67-0,96)

Hemorragia intracraneal 3,3 9,6 0,34 (0,26-0,46)
Hemorragia intracerebral 2,4 7,3 0,33 (0,24-0,47)
Mortalidad 32,6 37,8 \ 0,86(0,77-0,96) )
Hemorragia grave 42,7 43,9 0,97 (0,88-1,07)
Total de hemorragias 59,3 58,8 1,00 (0,92-1,09)
hospitalizadas
_Elfarcgrragia gastrointestinal 34.2 265 1.28 (1,14-1,44) '
IAM 15,7 16,9 0,92 (0,78-1,08)

Graham DJ et al.
Circulation 2015;131:157-164.



Survival probability (%)
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Graham DJ et al.
Circulation 2015;131:157-164.



Resultados dabigatran 150 mc

Dabigatran vs warfarina

o
HR (IC del 95%)  _m— papigatran 150 mg BID
Ictus isquémico =
o (n = 56.576)
RR 30% = 0,70 (0,57-0,85)

RR 24% Mortalidad

- 0,76 (0,67-0,86)

Hemorragia Gl grave
—-— 1,51 (1,32-1,73)

RR 70% i

La hemorragia Gl grave con
—— 0,30 (0,21-0,42) dabigatran solo fue superior en
los grupos de:

- Mujeres de 75 afios o0 mas

- Hombres de 85 afios o0 mas

0.1 1.0 20 En las edades inferiores, no hubo
' ) ’ ’ . diferencias significativas vs.
T ” warfarina

A favor de dabigatran A favor de warfarina

Graham DJ et al.
Circulation 2015;131:157-164.



Medicare

RE-LY®

Tasa de casos (% por afio)

| P=0,03 P<0,001

Medicare vs RE-LY

HR: 0,97
P:0,50 HR: 0,86
HR: 1,28 P=0,006
P<0,001
HR: 0.80 HR: 0,92
52002 HR: 0,34 P=0,29
— P<0,001
. RR: 0,88
m\Warfarin RR: 0,94 P=0,05
i P=0,41

m Dabigatran 150 mg BID

HR: 0,76 RR: 0,41

Ischaemic stroke ICH Major bleeding GI bleeding MI Mortality

Mundo Ensayos
Real VS Clinicos

Connolly SJ et al. N Engl J Med 2009;361:1139-51.
Graham DJ et al. Circulation 2015;131:157-164.
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Pollack C.V. et al.
N Engl J Med 2015;373:511-520.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Idarucizumab for Dabigatran Reversal

BACKGROUND
Specific reversal agents for non—vitamin K antagonist oral anticoagulants are lack
ing. Idarucizumab, an antibody fragment, was developed to reverse the anticoagu-
lant effects of dabigatran.

METHODS
We undertook this prospective cohort study to determine the safety of 5 g of in-
travenous idarucizumab and its capacity to reverse the anticoagulant effects of
dabigatran in patients who had serious bleeding (group A) or required an urgent
procedure (group B). The primary end point was the maximum percentage reversal
of the anticoagulant effect of dabigatran within 4 hours after the administration
of idarucizumab, on the basis of the determination at a central laboratory of the
dilute thrombin time or ecarin clotting time. A key secondary end point was the
restoration of hemostasis.

RESULTS
This interim analysis included 90 patients who received idarucizumab (51 patients
in group A and 39 in group B). Among 68 patients with an elevated dilute throm-
bin time and 81 with an elevated ecarin clotting time at baseline, the median
maximum percentage reversal was 100% (95% confidence interval, 100 to 100).
Idarucizumab normalized the test results in 88 to 98% of the patients, an effect
that was evident within minutes. Concentrations of unbound dabigatran remained
below 20 ng per milliliter at 24 hours in 79% of the patients. Among 35 patients
in group A who could be assessed, hemostasis, as determined by local investigators,
was restored at a median of 11.4 hours. Among 36 patients in group B who under-
went a procedure, normal intraoperative hemostasis was reported in 33, and mildly
or moderately abnormal hemostasis was reported in 2 patients and 1 patient, respec-
tively. One thrombotic event occurred within 72 hours after idarucizumab adminis-
tration in a patient in whom anticoagulants had not been reinitiated.

CONCLUSIONS
Idarucizumab completely reversed the anticoagulant effect of dabigatran within
minutes. (Funded by Boehringer Ingelheim; RE-VERSE AD ClinicalTrials.gov number,
NCT02104947.)

Pollack C.V. et al.
N Engl J Med 2015;373:511-520.
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Maxillofacial

Surgegy

Dabigatran but not rivaroxaban or apixaban treatment decreases
fibrinolytic resistance in patients with atrial fibrillation

Johnston S. et al.

Int J Oral Maxillo Fact Surg 2016;in press.
Semeraro F. Et al.

Thrombosis Research 2016;138;22-29.
Carles M. Et al.

BMC Health Services Research 2015;15:289.
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European Heart Joumal Advance Access published September 1, 2015

@ European Heart Journal o FAS"BACK
rororean  doi10.1093/eurheartjfehv 466 ESC Clinical Registry

XANTUS: a real-world, prospective,
observational study of patients treated with
rivaroxaban for stroke prevention in atrial
fibrillation

I Estudio observacional prospectivo.

I Condiciones de vida real.

I 6784 pacientes.
F 5336 Rivaroxaban 20 mg.
' 96% sin ningun tipo de eventos.

Camm AJ, et al.
XANTUS study.
Eur Heart J. 2015 Sep 1. pii: ehv466. [Epub ahead of print]



XANTUS: a real-world, prospective,
observational study of patients treated with
rivaroxaban for stroke prevention in atrial

fibrillation

Camm AJ, et al.
XANTUS study.
Eur Heart J. 2015 Sep 1. pii: ehv466. [Epub ahead of print]



XANTUS: a real-world, prospective,
observational study of patients treated with
rivaroxaban for stroke prevention in atrial

fibrillation

Camm AJ, et al.
XANTUS study.
Eur Heart J. 2015 Sep 1. pii: ehv466. [Epub ahead of print]



XANTUS: a real-world, prospective,
observational study of patients treated with
rivaroxaban for stroke prevention in atrial

fibrillation

Camm AJ, et al.
XANTUS study.
Eur Heart J. 2015 Sep 1. pii: ehv466. [Epub ahead of print]
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I Articles

Safety and effectiveness of oral rivaroxaban versus standard
anticoagulation for the treatment of symptomatic deep-vein
thrombosis (XALIA): an international, prospective,
non-interventional study

F 2012-2014.

E Multicéntrico.

B 4768 pacientes con TVP.

I 2505 con Rivaroxaban

Ageno W et al.
XALIA study Lancet Hematology 2015,
dx.doi.org/10.1016/S2352-3026(15)00257-4.



Incidencia acumulada (%)

Incidencia acumulada de

hemorragiagrave

— Rivaroxaban
Anticoagulacion convencional

RRI=0,41 (IC al 95 % 0,24 - 0,70)
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Ageno etal.
XALIA study Lancet Hematology 2015,
dx.doi.org/10.1016/S2352-3026(15)00257-4.



Incidencia acumulada (%)

Incidencia acumulada de

recurrenciade ETEV

4
— Rivaroxaban
Anticoagulacion convencional

RRI = 0,67 (IC al 95 % 0,44 - 1,03)

| | | | | | |
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Ageno et al.
XALIA study Lancet Hematology 2015,
dx.doi.org/10.1016/S2352-3026(15)00257-4.



Incidencia acumulada (%)

Incidencia acumulada de

mortalidad por cualquier causa

— Rivaroxaban
Anticoagulacion convencional

RRI = 0,26 (IC al 95 % 0,14 - 0,49)

_—

| | | | | | |
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Ageno et al.
XALIA study Lancet Hematology 2015,
dx.doi.org/10.1016/S2352-3026(15)00257-4.



Resultados ajustados segun
indice de propension

Anticoagulacién

Rivaroxaban .
convencional

(n =2509) (n = 2010) RRI (IC al 95 %)
n (%) n (%)
Hemorragia grave 19 (0,8) 43 (2,1) | ¢ i : 0,44

TEV recurrente 36 (1,4) 47 (2,3) o 0,72

Mortalidad por
cualquier causa

11 (0,4) 69 (3,4) . PR 0,07

—

0,2
A favor de
rivaroxaban

A favor de
la anticoagulacion
convencional

Ageno et al.
XALIA study Lancet Hematology 2015,
dx.doi.org/10.1016/S2352-3026(15)00257-4.



Estancia hospitalaria

Duracion de la estancia

(media de los MC, dias)

Analisis y = Cociente (IC al 95 %)*
. Anticoagulacién
Rivaroxaban

convencional

Antes del ajuste
segun el indice de 4.8 7,5 e
propensién

Ajustado segun el
indice de 5,0 7,7 ——
propensién

0,5 1 2
A favor de A favor de
rivaroxaban la anticoagulacion

convencional
Ageno et al.

XALIA study Lancet Hematology 2015,
dx.doi.org/10.1016/S2352-3026(15)00257-4.



EINSTEIN-DVT vs XALIA

EINSTEIN DVT XALIA

3,5 3 3,5
3 3
25 —— 2,3
25 2.1
2 I
mRivaroxaban 2 14
1,5 1 ,2 —— | ’ B Rivaroxaban
0.8 Enoxa/AVK ~ 1*°
1 - S 1 - 0.8 Tto standard
0,5 _1 - 0,5 _
0 . 0.
Hemorragia grave ™ TEV recurrente # Hemorragia grave ** ' TEV recurrente ** '
14/1718- 2011711 36/1731-51/1718 19/2505-43/2010  36/2505- 47/2010

#Analisis por ITT; *Poblacién de seguridad (pacientes que tomaron = 1 dosis del farmaco del estudio) The EINSTEIN Investigators, N Engl J Med 2010;363:2499-2510
EINSTEIN DVT, Hemorragia grave HR (1C95%) 0,97 (0,76-1,22) p=0,77. TEV recurrente HR (1C95%) 0,68 (0,44-1,04) p<0,001 para no inferioridad

**XALIA: poblacion ajustada segun el indice de propension. Hemorragia grave HR (1C95%) 0,77 (0,4-1,5) p=0,44. TEV recurrente: HR 1C95% 0,91 (0,54-1,54) p=0,72
Eje ordenadas: incidencia pacientes en %

Ageno et al.
XALIA study Lancet Hematology 2015,
dx.doi.org/10.1016/S2352-3026(15)00257-4.



Non-vitamin K antagonist oral anticoagulants and
@ major bleeding-related fatality in patients with

atrial fibrillation and venous thromboembolism:

a systematic review and meta-analysis

Adherence to non-vitamin-K-antagonist oral
@ anticoagulant medications based on the Pharmacy
Quality Alliance measure

Doses of apixaban and rivaroxaban prescribed
@ in real-world United States cardiology practices
compared to registration trials

) Pharmacy quality alliance measure: adherence to
non-warfarin oral anticoagulant medications

CaldeiraD et al.

Heart 2015;0:1-8.

McHorney Cet al.

Current Medical Research & Opinion2015;31:2167-73.
Nguyen E et al.

Current Medical Research & Opinion 2016.

Crivera C etal.

Current Medical Research & Opinion 2015, 1-7.






An early evaluation of bleeding-related hospital
readmissions among hospitalized patients with
nonvalvular atrial fibrillation treated with direct
oral anticoagulants

B 74.730 pacientes.

I Dabigatran 32.838 pacientes.
I Rivaroxaban 37.754 pacientes.
B Apixaban 4.138 pacientes.

F Reingresos en 30 dias.

DeitelzweigS. et al.
CMRO 2016;32:573-562.



An early evaluation of bleeding-related hospital

readmissions among hospitalized patients with

nonvalvular atrial fibrillation treated with direct
oral anticoagulants

DeitelzweigS. et al.
CMRO 2016;32:573-562.



Comparison of Treatment Persistence in the Real-World Use of Novel Oral
Anticoagulants Among Patients With Non-Valvular Atrial Fibrillation

Real-world Bleeding Risk among Non-valvular Atrial Fibrillation Patients
Prescribed Apixaban, Dabigatran, Rivaroxaban, and Warfarin:Analysis of
Electronic Health Records

Real-world Comparison of Bleeding Risks among Non-Valvular Atrial
Fibrillation Patients on Apixaban, Dabigatran, Rivaroxaban:
Cohorts Comprising New Initiators and/or Switchers from Warfarin

Major Bleeding, Hospitalization Rates, and Healthcare Costs Among Non-
valvular Atrial Fibrillation Patients (NVAF) Who Were Naive
Users of Direct Oral Anticoagulants (DOACS)

Real World Comparison of Major Bleeding Risk Among Non-valvular Atrial
Fibrillation Patients Newly Initiated on Apixaban, Warfarin, Dabigatran or

Rivaroxaban: A 1.1 Propensity-Score Matched Analysis

Tepper et al.
Poster presentation at ESC Aug/Sept 2015; London, UK Poster/oral poster no.1975.
Linletal.

Poster presentation at ESC Aug/Sept 2015; London, UK Poster/oral poster no. P6215
Lefevre et al.
Poster presentation at ACC 2016, Chicago, USA.

Deitelzweig et al.

Poster presentation at ESC Aug/Sept 2015; London, UK Poster/oral poster no.1971).
Lip et al.
Poster presentation at ACC 2016, Chicago, USA.






Extended anticoagulation with apixaban reduces hospitalisations in
patients with venous thromboembolism

An analysis of the AMPLIFY-EXT trial

0.10
0.09
0.08
031 ey
0.06
0.05~

0.04 —
0.03

Cumulative hazard

0.02
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— Apixaban 2.5 mg
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0.00
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Liu X et al.

Thromb Haemost 2016;115:161-68.



Extended anticoagulation with apixaban reduces hospitalisations in

patients with venous thromboembolism
An analysis of the AMPLIFY-EXT trial

Treatment n No. of hospital- Hospitalisations P-value*
ised patients pyant rate % (95% CI) HR (95 % CI)

Placebo 829 62 7.48 (5.69, 9.27)

Apixaban 2.5 mg BID 840 42 5.00 (3.53, 6.47) 0.64 (0.43, 0.95) 0.026

Apixaban 5 mg BID 813 34 4.18 (2.81, 5.56) 0.54 (0.36, 0.82) 0.004

Apixaban 5 mg vs 2.5 mg BID 0.84 (0.54,1.32) 0.455

BID, twice daily; Cl, confidence interval; HR, hazard ratio. *Based on Cox proportional hazards model.

Treatment n No. of hospital- Days to first hospitalisation  Length of stay during first
ised patients hospital visit, days
Mean Median (25th, 75th)  Median (25th, 75th)
Placebo 829 62 153.7 147.0 (61.0, 253.0) 7.0 (3.0,12.0)
Apixaban 2.5mgBID 840 42 196.9 200.5 (102.0, 291.0) 5.0 (3.0,13.0)
Apixaban 5 mg BID 813 34 2024  181.5(100.0, 316.0) 45 (3.0, 6.0)
BID, twice daily.

Liu X et al.

Thromb Haemost 2016;115:161-68.



EDOXABAN



European Heart Journal Advance Access published February 16, 2015

European Heart Journal CLINICAL RESEARCH

snorean  doi:10.1093/eurheart/ehv014 Atrial fibrillation
CARDROLOGY #

Edoxaban vs. warfarin in vitamin K antagonist
experienced and naive patients with atrial
fibrillationT

Michelle L. O’Donoghue', Christian T. Ruff!, Robert P. Giugliano', Sabina A. Murphy',
LauraT. Grip', Michele F. MercuriZ, Howard Rutman3, Minggao Shi?, Grzegorz Kania*,
Ondrej Cermalc®, Eugene Braunwald', and Elliott M. Antman'

"TIMIStudy Group, Cardiovascular Division, Brigham and Women's Hospital, 350 Longwood Avenue, 1st Floor, Bostan, MA 02115, USA; *Daiichi Sankyo Pharma Development, Edison,
NJ, USA; *Daiichi Sankyo, Inc., Parsippany, NJ, USA; *Centrum Medyczne ‘Ogrodowa’, Skierniewice, Poland: and “Slany Municipal Hospital, Slany, Czech Republic

European Heart Journal
doi:10.1093/eurheartjlehv014.



European Heart Journal
doi:10.1093/eurheartjlehv014.



European Heart Journal
doi:10.1093/eurheartjlehv014.



European Heart Journal
doi:10.1093/eurheartjlehv014.



European Heart Journal
doi:10.1093/eurheartjlehv014.



Association between edoxaban dose, concentration,
anti-Factor Xa activity, and outcomes: an analysis of data
fromthe randomised, double-blind ENGAGE AF-TIMI 48 trial

Genetics and the clinical response to warfarin and

edoxaban: findings from the randomised, double-blind
ENGAGE AF-TIMI 48 trial

Extended duration of anticoagulation with edoxaban
in patients with venous thromboembolism: a post-hoc
analysis of the Hokusai-VTE study

ADIS DRUG EVALUATION

Edoxaban: A Review in Nonvalvular Atrial Fibrillation

Lancet/hematology 2015; dx.doi.org/10.1016/S0140-6736(14)61943-7.
Lancet/hematology 2016:http://dx.doi.org/10.1016/S2352-3026(16)00023-5
The lancet/hematology 2015:dx.doi.org/10.1016/S0140-6736(14)61994-2.
Am J Cardiovasc Drugs 2016;15:351-361.
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Circulation ﬁ pinsiicon

Associations

JOURMAL OF THE AMERICAN HEART ASSOCIATION

2014 AHA/ACC/HRS Guideline for the Management of Patients With Atrial Fibrillation:
Executive Summary: A Report of the American College of Cardiology/American Heart
Association Task Force on Practice Guidelines and the Heart Rhythm Society
Craig T. January. L. Samuel Wann. Joseph S. Alpert, Hugh Calkins. Joseph C. Cleveland. Jr. Joaquin
E. Cigarroa, Jamie B. Conti, Patrick T. Ellinor, Michael D. Ezekowitz. Michael E. Field. Katherine T.
Murray, Ralph L. Sacco, William G. Stevenson. Patrick J. Tchou, Cynthia M. Tracy and Clyde W.
Yancy

Antithrombotic Therapy for VTE Disease () cosvan
CHEST Guideline and Expert Panel Report

Kearon C et al.
Chest 2016;149:31-352.
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Articulo 43.

Ley 14/1986, de 25 Abril, General de Sanidad

= Segun la Ley General de Sanidad, los poderes
publicos orientaran sus politicas de gasto
sanitario en orden a corregir desigualdades
sanitarias y garantizar la igualdad de acceso a los
servicios sanitarios publicos en todo el territorio
espanol, segun lo dispuesto en los articulos 9.2
y 158.1 de la Constitucion (art.12).

= Las normas de utilizaciobn de los servicios
sanitarios  seran Iguales  para  todos,
iIndependientemente de la condicion en la que
se acceda a los mismos (art.16).

¥ 43 . . - ~
gﬁg onstitucion espanola



Ley 29/2006, de 26 Julio, garantias y uso

racional de los medicamentos y productos sanitarios

" Se reconoce el derecho de todos Ilos
cludadanos a obtener medicamentos en
condiciones de igualdad en todo el Sistema
Nacional de Salud.

" Las medidas tendentes a racionalizar la
prescripcion y utilizacion de medicamentos vy
productos sanitarios que pueden adoptar las
comunidades autonomas no produciran diferencias
en las condiciones de acceso a los medicamentos
y productos sanitarios financiados por el
Sistema Nacional de Salud, catalogo y precios.



Prescripcion de los nuevos

anticoagulantes en Atencion Primaria

DICIEMBRE 2011 FANV

STEYEY El médico de Atencidn Primaria Sl
]‘4 l ]‘J‘r PUEDE iniciar tratamiento

u El médico de Atencidn Primaria NO
PUEDE iniciar tratamiento












Evaluation of medical costs associated with use of
new oral anticoagulants compared with standard
therapy among venous thromboembolism
patients

COSTE - EFECTIVOS

J Med Econ 2014;17:763-70.
J Med Econ 2015;18:399-409.
J Thromb Thrombolysis 2015;40:131-138.
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e NEW ENGLAND
JOURNAL of MEDICINE

’ HOME | ARTICLES & MULTIMEDIA ISSUES ™+

SPECIALTIES & TOPICS

FOR AUTHORS

(CME )

ORIGINAL ARTICLE

Extended Thromboprophvlaxis with Betrixaban in Acutely Il
Medical Patients

Alexander T. Cohen, M.D., Robert A. Harrington, M.D., Samuel £. Goldhaber, M.D., Rus=ell D. Hull, M.B., B.5., Brian L. Wieng,
Ph.D., Alex Gold, M.D., Adrian F. Hernandez, M.D., and C. Michael Gibzon, M.D., for the APEX Investigators
May 27, 2016 | DOL 10.10568/NEJMoa 1601747



Conclusiones



NACOS son una realidad.

Resultados mundo real = Ensayos clinicos.
Eficaces & Seguros.

Coste-Efectivos.

A la cola de Europa en utilizacion

Dabigatran ya tiene Antidoto.







