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Table 2. Approved Indications and Doses for the NOACs

Dabigatran

Rivaroxaban Apixaban

Edoxaban

Atrial fibrillation

Venous thromboembolism
treatment

Thromboprophylaxis after
hip or knee arthroplasy

1.PROPIEDADES FARMACOCINETICAS Y FARMACODINAMICAS

CARACTERISTICAS | DABIGATRAN | RIVAROXABAN | APIXABAN EDOXABAN
X Inhibidor " . . ) o .
Mecanismo del Ella Inhibidor directo | Inhibidor directo | Inhibidor directo
de accion . del FXa del FXa del FXa
(trombina)
Dosi 150 20 5 15,30*
osis (mg) 110 15 25 60+
Frecuencia Cada12horas | Cada24horas | Cadal2horas @ Cada 24 horas
65 80
Biodisponibilidad % L {100% con 50 62
gt eriie) alimentos)
N 33
Eliminacion renal % 80 (metabolito activo) 25 35-50

150 mg BID; 110 mg
BID (EU and Canada) in
patients aged >80y,
CrCl=30~50 mL/min, or
high risk for bleeding;
75 mg BID (US) when
CrCl=15-30 mL/min

150 mg BID (after at
|east 5 days of heparin)

220 mg 0D (EU and
Canada); 150 mg 0D
in patients aged =75

y, CrCl=30-50 mL/
min, concomitant
verapamil, amiodarone,
or quinidine

20 mg 0D; 15 mg 0D
when CrCl=30-50 mL/
min (EU and Canada)

5 mgq BID; 2.5 mg BID
in patients with 2 of
the following: age >80

and 15-50 mL/min (US) vy, weight <60 kg, or
creatinine >1.5 mg/dL
(133 pmol/L)

15 mg BID for 21 days, 10 mg BID for 7 days,

then 20 mg 0D then 5 mg BID

10 mg 0D 2.5mgBID

60 mg 0D; 30 mg 0D
when CrCl=15-50 mL/
min; edoxaban should
not be used when CrCl
=95 mL/min (US)

60 mg 0D (after 5-10
days of heparin); 30 mg
0D if CrCl=15-50 mL/
min, weight <60 kg or
if taking potent P-gp
inhibitors

Not licensed in EU or
North America

; EU, European Union; NOAC, non-vitamin K antagonist oral anticoagulant; 0D, once daily; P-gp, P-glycoprotein;
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All Licensed Anticoagulants Deliver Greater Benefit than
Risk, NOACs More than VKAs

fNOACs are associated with significant reductions in: h
¢ Haemorrhagic stroke (with a strong trend towards lower rates of ischaemic stroke)
¢ All-cause mortality (with a trend towards lower rates of myocardial infarction)
¢ Intracranial haemorrhage

k‘.;“\.J’hereas the risk of gastrointestinal bleeding is increased )

Pﬂﬁgn':;m Poo::ge\::sr;arln {aaifcu p-value
Efficacy 1
Ischaemic stroke 665/29,292 724/29,221 |_|J:| 0.92 (0.83-1.02) 0.10
Haemorthagic stroke ‘ 130/29,292 ‘ 263/29,221 ‘ —a— : ‘ 0.49 (0.38-0.64) ‘ <0.0001
Myocardial infarction 413/29,292 432/29,221 —E— 0.97 (0.78-1.20) 0.77
All-cause mortality ‘ 2022/29,292 ‘ 2245/29,921 ‘ HH i ‘ 0.90 (0.85-0.95) ‘ 0.0003
Safety '
Intracranial haemorhage ‘ 204/29,287 ‘ 425129211 ‘ —a— i ‘ 0.48 (0.39-0.59) ‘ <0.0001
Gastrointestinal bleeding 751/29,287 591/23,211 :I—I—I 1.25 (1.011.55) 0.043

I 1 . I
0.2 0.5 1 2
Ruff CT et al, Lancet 2014;383:955-962 Favours NOAC Favours warfarin
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Pacients d’edat avancada
Insuficiencia renal
Cancer
Hemorragies

Perioperatori

TROMBOC@T




_.c..-—..-——'—-.

TROMBOC@T

Working.Group .

Yal dArin J

"’M. 1_-\.&.'“},

"
/A Pallars Sebira
55

FRAMNTECE

Alt Emperdd

S T i pe

S }
Tep

H. Vall d” Hebron

H. Sant Joan de Déu
de Barcelona

H. del Mar
H. MGtua de Terrassa

H. Consorci Sanitari de
Terrassa

Corporacio Sanitaria
Parc Tauli

H. de Granollers/Mollet
F. Althaia Manresa

H. Sant Joan de Déu
de Martorell

Societat
Catalana

d’Hematologia .
ﬁ’- .

H. Dr. Josep Trueta

H. Joan XXIIl de
Tarragona

. Arnau de Vilanova
. Sagrat Cor-HGC

. Clinic

. Sant Pau

. Germans Trias i

H

H

H

H. Bellvitge
H

H

Pujol



Disparitat de protocols i
formes de treball

No existeixen Guies
clinigues comuns

Davant els dubtes é¢??

No hi ha un foro
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Objectius

No existeixen estudis que comparin els diferents ACODs

de forma directe
Dades de trials, metaanalisis 1 «Real Life»

Intentar perfilar el tractament antitrombotic segons les

caracteristiques cliniques del pacient

TROMBOC@T




TROMBOC T TROMBOCw T
Working Group Working Group

= {7

PACIENTES TRATADOS SITUACIONES ESPECIALES

CON'ANTICOAGULANTES DELOSINHIBIDORES
ORALES INHIBIDORES DIRECTOS DE LA

-~ DIRECTOS DE LA COAGULACION/(ACODS)
COAGULACION,(DOACS)

Guia de manejo y Guia de manejoy
seguimiento recomendaciones

Bociafatk Lacietat

Catalana = A il s Catal 1= ! w a
Wy, e il HAcedznis, B Q. i il [Acadinia 1

| Hemolerapla




&. PERIOPERATORMY

MEESC0 HIEM ORRAG K00 QU URGIC O

7. REVERSION EN CAS0 DE HEMORRAGIA

o Estudiode cosguisciin bisica y montactar con senvioi de hemaslogia que valood
ﬁﬂ(lllgmm especiales. Recorder que of alrgamienin d los Sempos i tene valor
e

o Control de hemnglobing, plaquetss y fundién senal icen Sitrada glomendar.
o Donumentar la hora de lyikima adminisivacién del ACOD.
# Compmbar mesdicacién mecomtante.

haming Ko pk

5 .
AMENAZANTE
Ly
Ik URGENTE

[ ) DE
En casode
= Lavida®
[]
Cirugia o procedimbentas Ivasvos urgentes
lemgdzm

Registrar la hora de Gltima dosis aminisirade de dablgatran

]
thvicad
anticoaguiante]

Administrac

ABREVIATURAS
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ACODs en situacions especials

* Pacients d’edat avancada

* Insuficiencia renal
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ACODs i pacients d’edat avangada 5’»’\

El 10% del pacients >852 tenen FA
Augment incidencia 4% anual d’ictus 1 de MTEV

Augment del risc hemorragic amb AVK un 40%
per cada 10 anys de edat

Nome¢s porten AVK un 35% del pacients >85a

amb FA
Stroke! Major bleeding®

) E15[} - No AF — Age 280 years

O F 0.104 _

c Age <80 years
g5120{ "AF 2 5 0.08-
ga S E 0.064

80 - =

= 2 8 0.04- —

g T 40 3 & 0.02-

5 o
o =l O h O T T T T

- 50-59 60-69 70-79 80-89 0 100 200 300 400
Age group (years) Days on warfarin

1. Wolf PA et al, Arch Intern Med 1987;147:1361-1364,; 2. Marinigh R et al, J Am Coll Cardiol 2010;36:827-837; 3. Sacco RL et al, Siroke
1997;28:1507—13917; 4. Hart RG et al, Ann Intern Med 2007;146:857—867; 5. Hylek EM et al, Circulation 2007;115:2689—-2696
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ACODs i pacients d’edat avancada
Estudis de subgrups

Table | Summary of risk of stroke/thromboembolism and major bleeding comparing direct oral anticoagulants and warfarin in patients

aged =75 years and <I75 years

Stroke/systemic thromboembolism (%/year)

Major bleeding (%/year)

Age <75 years*® Age =75 years Age <75 years* Age =75 years

RE-LY

Dabigatran 150 mg 0.9 |4 21 51

Warfarin 1.4 21 44
ROCKET-AF

Rivaroxaban 23 27 49

Warfarin 21 29 28 44
ARISTOTLE

Apixaban 1.2 1.6 2 3.3

Warfarin 1.7 11 18 5.2
ENGAGE-TIMI 48

Edoxaban - high intensity 1.7 1.9 15 4

Edoxaban — low intensity 16 26 1.6 23

Warfarin 1.8 23 33 48

Note: *Age <75 years: includes patients between 65 and 74 years.
Abbreviations: RE-LY, Randomized Evaluation of Long-Term Anticoagulation Therapy; ROCKET-AF, Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared
with Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation; ARISTOTLE, Reduction in Stroke and Other Thromboembolic Events in Atrial
Fibrillation trial; ENGAGE-TIMI 48, Effective Anticoagulation with Factor Xa Next Generation in Atrial Fibrillation-Thrombalysis in Myocardial Infarction 48 trial.



Differences in Characteristics of Elderly Patients in
ROCKET AF and ARISTOTLE

Patients aged 275 years

ROCKET AF! ARISTOTLE? ENGAGE AF?
n 6229 5678 8474
Mean CHADS, score 3.7 2.7 3.2
CHF, % 65.5 243 45
Hypertension, % 88.8 83.0 93
Diabetes mellitus, % 447 21.1 28
Prior stroke/TIA/SE, % 69.0 21.8 29
CHADS, score
<1 <4:
2 68%
m 36

1. Halparin JL af al, Circwlation 2014;130;138-146; 2. Halvorsen 5 ef al, Eur Hearf J 2014;35:1864-1872;
3. Kaio ET &t al, J Am Heart Assoc 2016;5:doi’10.1161/JAHA. 116003432




ACODs i pacients d’edat avancada
Estudis de subgrups

Table | Summary of risk of stroke/thromboembolism and major bleeding comparing direct oral anticoagulants and warfarin in patients

aged =75 years and <I75 years

Stroke/systemic thromboembolism (%/year)

Major bleeding (%/year)

Age <75 years*® Age =75 years Age <75 years* Age =75 years

RE-LY

Dabigatran 150 mg 0.9 |4 21 51
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Note: *Age <75 years: includes patients between 65 and 74 years.
Abbreviations: RE-LY, Randomized Evaluation of Long-Term Anticoagulation Therapy; ROCKET-AF, Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared
with Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation; ARISTOTLE, Reduction in Stroke and Other Thromboembolic Events in Atrial
Fibrillation trial; ENGAGE-TIMI 48, Effective Anticoagulation with Factor Xa Next Generation in Atrial Fibrillation-Thrombalysis in Myocardial Infarction 48 trial.
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ACODs i pacients d’edat avancada
Estudis de subgrups
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Rivaroxaban

Rivaroxaban Warfarin P value for
Rates/100 pt-yrs (events) HR (35% CI) Interaction
Stroke + Embolism (n=14,171) 0313
> 75 years —i— 2.29(125) 285(154)  080(0,63,1.02)
<75 years —l— 200144 210(152)  085(0.76,1.19)
Figure 3. Relative risks of
Major Bleading (n=14,236) 0.336 major clinical outcome events
275 years i 486(223) 440(204)  1.11(092,134) "’Tgh rwa:joxaban Vs W?”a”“('g
<75 years —B— 260079 279(18)  086(078,1.19) older and younger patients.
indicates confidence interval;
and HR, hazard ratio.
Hemarrhagic Stroke (n=14,171) 0,365
=75 years = 034 (19) 049(27)  0.70{0.39,1.26)
<75 years - 0.15(14) 041(30)  047(0.25,0.88)
| [ |
0.25 0.5 1 2

(Circulation. 2014;130:138-146.)



ACODs i pacients d’edat avancada
Estudis de subgrups
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Fibrillation trial; ENGAGE-TIMI 48, Effective Anticoagulation with Factor Xa Next Generation in Atrial Fibrillation-Thrombalysis in Myocardial Infarction 48 trial.



Apixaban

M, of Apixaban Warfarin Hazard ratio Interaction
patients  aumber of events (%year) (F5%C 1 Pvalue
Primary efficacy outcome [n=15 201}
[Stroke or systemic embaolism) wine
Age <65 541 5101.00 440086 —_—— 116077, 1.73)
Age 65 — <75 7052 82(1.25) 112(1.73) —. 072 (0,54, 0.96)
Age =75 5678 F1.586) 109(2.19) — 071 1053, 0.95)
All-cawse mortality (n=1& 201) s
Age <65 5411 143(2.74) 1342.56) —a— 1.07 {0.84, 1.35)
Age 65 — <75 7052 1792.67) 239 3.46) —u— 077 (0064, 0.54)
Age =75 5678 251(5.42] A06(5.97) —i— 091 (077, 1.07)
Major bleeding (n=18 140} a3
Age <65 5455 56(1.17) T21.51) . e 078 10.55,1.71)
Age 65 - <F5 7030 120(1.99) 166(2.82) —— 077 (056, 0.89)
Age =75 5655 151(3.33) 2245.19) —a— 064 10,52, 0.79)
Al bleeding (m=18 140) a4
Age <b5 5455 570{13.8) T4E(192.7) —- 0.73 {065, 0.B1)
Age 65 - <75 F030 B26(17.9) 1196{25.9) - 070 {065, 0.77)
Age 275 5655 BE0(Z3.5) 1118433.7) —- 0.71 (0.65, 0.78)
Intracranial bleeding (r=15 140) 020"
Age <b5 5455 15(0.31) 17(0.35) = QBT (0.43, 1.74)
Age 65 — <75 7030 17(0.28) 48(0.81) L L35 (0,20, 0.60)
Age =75 5655 2000.43) 5701.29) L 0.34 10,20, 0.57)
Met clinical events (p=18201) oaas
Age <65 247 228(4.51) 21E(4.25) —— 1.05 {0.87, 1.26)
Age 65 - <75 T052 340(5.27) A26(6.71) —— 079 (0.68, 0.91)
Age =73 5678 44108.91) 5240109 —— QB2 0,72, 0.93)
I I I 1
0125 0.25% 0.5 1 2

European Heart Journal (2014) 35, 1864-1872



ACODs i pacients d’edat avancada
Estudis de subgrups

Table | Summary of risk of stroke/thromboembolism and major bleeding comparing direct oral anticoagulants and warfarin in patients

aged =75 years and <I75 years

Stroke/systemic thromboembolism (%/year)

Major bleeding (%/year)

Age <75 years*® Age =75 years Age <75 years* Age =75 years

RE-LY

Dabigatran 150 mg 0.9 |4 21 51

Warfarin 1.4 21 44
ROCKET-AF

Rivaroxaban 23 27 49

Warfarin 21 29 28 44
ARISTOTLE

Apixaban 1.2 1.6 2 3.3

Warfarin 1.7 11 18 5.2
ENGAGE-TIMI 48

Edoxaban - high intensity 1.7 1.9 15 4

Edoxaban — low intensity 16 26 1.6 23

Warfarin 1.8 23 33 48

Note: *Age <75 years: includes patients between 65 and 74 years.
Abbreviations: RE-LY, Randomized Evaluation of Long-Term Anticoagulation Therapy; ROCKET-AF, Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared
with Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation; ARISTOTLE, Reduction in Stroke and Other Thromboembolic Events in Atrial
Fibrillation trial; ENGAGE-TIMI 48, Effective Anticoagulation with Factor Xa Next Generation in Atrial Fibrillation-Thrombalysis in Myocardial Infarction 48 trial.



ACODs i pacients d’edat avancada

Considerar 2 75 anys
— Els ACODs tenen un bon perfil risc-benefici vs warfarina

— No hi han estudis comparatius entre ACODs en pacient gran (>8032)
que valorin eficacia i seguretat

— Valorar risc hemorragic i necessitat d altres tractaments
antiagregants

— Optimitzar adheréncia o facilitar posologia

— En patologia gastrointestinal (hernia de hiatus, reflux, gastritis,
esofagitis, ulcus): No es recomana Dabigatran 150 mg/12h donat el
major risc de hemorragia major .

— Vigilar patologies concomitants: trombopénia, insuf. Renal, anémia,
demencia...




ACODs en situacions especials

* Pacients d’edat avancada

* Insuficiéncia renal
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ACODs i insuficiencia renal

* Freqiient coexistencia de IRC 1 FA

* La IRC augmenta el risc de ictus, MTEV 1 hemorragia

* Els ACODs tenen eliminacio renal en diferent grau

* En els trials es van excloure la IRC severa (30-25%)

* La eficacia i seguretat dels ACODs en IRC s’ha valorat en subanalisis

1. PROPIEDADES FARMACOCINETICAS Y FARMACODINAMICAS

CARACTERISTICAS | DABIGATRAN | RIVAROXABAN APIXABAN EDOXABAN
Mecanismo ";’;ﬁ'ﬁ:’ Inhibidor directo | Inhibidor directo  Inhibidor directo
de accion . del FXa del FXa del FXa
(trombina)
. 150 20 5 15,30*
Dosis (mg) 110 15 2.5 60%*
Frecuencia Cada 12 horas Cada 24 horas Cada 12 horas Cada 24 horas
6.5 a0
Biodisponibilidad % (oH d ' diente) {100% con 50 62 Societat
pri dependiente alimentos) ? g'al'lt:rli'llaar;glngia
' ' 33 ' ' | i Hemoterapia
Eliminacién renal % 80 25 35-50 w4,

{metabolito activa)

TROMBOC@T



ACODs i insuficiencia renal
Estudi de subgrups

Table 2 Summary of risk of stroke/thromboembolism and major bleeding comparing direct oral anticoagulants and warfarin in patients

with a CrCl <50 mL/min and =50 mL/min

Stroke/systemic thromboembolism (%/year) Major bleeding (%/year)
CrCl 30-49% mL/min CrCl =50-80 mL/min CrCl 30-49 mL/min CrCl =50-80 mL/min
RE-LY
Dabigatran 150 mg 1.5 1.2 5.4 33
Wy arfarin 2.8 |.8 5.5 38
ROCKET-AF
Rivaroxaban 1.7 |.& 4.5 32
WWarfarin 21 2 4.7 34
ARISTOTLE
Apixaban 21* .2 3.2 24
WWarfarin 2.7+ 1.7 6.4+ 2
ENGAGE-TIMI 48
Edoxaban 2.3 .5 8 EN|
Wy arfarin 2.7 21 5.1 3.5

MNaote: *CriCl 25-50 mL/min.

Abbreviations: CrCl, creatinine clearance; RE-LY, Randomized Evaluation of Long-Term Anticeagulation Therapy; ROCKET-AF, Rivaroxaban Once Daily Oral Direct
Factor Xa Inhibition Compared with Vitamin K Antagonism for Prevention of Stroke and Embeolism Trial in Atrial Fibrillation; ARISTOTLE, Reduction in Stroke and Other
Thromboembelic Events in Atrial Fibrillavon trial; ENGAGE-TIMI 48, Effective Anticoagulation with Factor Xa Mext Generadon in Amrial Fibrillatien-Thrombolysis in

Myocardial Infarction 48 trial.

gaciftat
9 d'al-::n:ar;:lugia TROMBOC@T
"* i Hemoterapia

Clinical Interventions in Aging 2015:10 1431-1444



ACODs i insuficiencia renal

Table 3 Dosing of direct oral anticoagulants in atrial fibrillation based on creatinine clearance

Dabigatran Rivaroxaban Apixaban Edoxaban
Normal renal function 150 mg twice daily 20 mg daily 5 mg twice daily or 60 mg daily
(CrCl =80 mL/min) 1.5 mg twice daily* Avoid if CrCl =95 mUmin
Mild renal impairment 150 mg twice daily 20 mg daily 3 mg twice daily or 60 mg daily
(CrCl 50-80 mL/min) 1.5 mg twice daily*
Moderate renal impairment 150 mg twice daily 20 mg daily™ 3 mg twice daily or 60 mg daily** or
(CrCl 30-50 mL/min) |5 mg daily 1.5 mg twice daily* 30 mg daily
Severe renal impairment’ 75 mg twice daily |5 mg daily Avoid 30 mg daily
(CrCl <230 mL/min)
Severe renal impairment Avoid Avoid 3 mg twice daily or Avoid
on hemodialysis' 1.5 mg twice daily*

Notes: *Apixaban 1.5 mg daily if two patient characteristics including serum creatinine = .5 mg/dL, =80 years, =60 kg are present; 'CrCl | 5-50 mLimin; ®in CrCl =50 mUmin;

'no evidence frem RCTs in CrCl <30 mLimin and hemodialysis with dabigatran, rivaroxaban and edexaban and <235 mLimin with apixaban.
Abbreviations: CrCl, creatinine clearance; RCTs, randomized controlled trials.
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Canadian Journal of Cardiclogy 30 (2014) 888—897
Systematic Review/Meta-analysis

Novel Oral Anticoagulants in Patients With Renal
Insufficiency: A Meta-analysis of Randomized Trials

Partha Sardar, MD," Saurav Chatterjee, MD," Eyal Herzog, MD,"” Ramez Nairooz, MD,"

Debabrata Mukherjee, MD, MS,” and Jonathan L. Halperin, MD*

* Department of Cardiology, Texas Tech University Health Sciences Center, El Paso, Texas, USA
b Department of Cardiovascular Diseases, St Luke s-Roosevelt Hospital of the Mount Sinai Health System, New York, New York, USA
“Department of Cardiology, University of Arkansas for Medical Sciences, Little Rock, Arkansas, USA
".Drpgmiwirr of Cardiovascular Diseases, The Cardiovascular Institute, Mount Sinai Medical Center, New York, New York, USA

See editorial by Witt and Healey, pages 853-854 of this issue.
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Patients with mild renal insufficiency

A Stroke or systemic embolism

HOAC Control Didels Ratio Didds Ratio
Stucy or Subgroup  Bvents  Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 Rivaroxaban
ROCKET-AF, 2011 126 3298 151 3400 28.8% 0.85 [0.67,1.09)
Subtatal (95% CI) 3298 300 28.8% 0.85 [0.ET, 1.09]
Taotal evants 126 151

Heterogeneity. Mol applicable
Test for overall effect =127 (P=0.20)

1.2.2 Apixaban

ARISTOTLE, 2011 B 3817 Me 3770 26.6% D.73[0.55, 0497 -
AVERRODES, 2011 24 1178 50 1192 16.3% 037 [0.22, 0.60] T
Subtatal (95% CI) 4993 4962 42.8% 0.54 [0.27, 1.06] -
Total events 104 174

Heterogeneity: Tauw®*= 020, Chi*= 573, df=1 (F=002), F=83%
Test for overall effect £=1.80 (P=0.07)

1.2.3 Dahigatran

RE-LY, 2008 164 5655 103 2898 283% 0.31 [0.63, 1.04] :
Subtatal (95% Cl) 5655 2898 28.3% 0.81[0.63, 1.04]
Total events 164 103

Heterogeneity. Mot applicable
Test for ovarall effect Z=1.64 (P =0.10)

Total (95% CI) 13946 11260 100.0% 0.70 [0.54, 0.92] L
Total events 399 429

Heterogeneity: Tau®= 0.05, Chi*= 954 df= 3 (P =0.02), F= 69%
Test for overall effect 2= 258 (P=0.010)

Test for subgroup differences, Chi*=1.62, df= 2 (F =045, F= 0%

001 01 10 100
Favours [MOAC] Favours [conirol)

Canadian Jouwrnal of Cardiology 30 (2014) B88—8a7



Patients with moderate renal insufficiency

A stroke or systemic embolism
NOAC Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Everts Total Weight M-H, Random, 95% CI M-H, Random, 95% C1
2.2.1 Rivaroxaban
ROCKET-AF, 2011 77 1490 86 1450 31.4% 0.87 [0.63,1.19] &
Subtotal (95% C1) 1490 1459 31.4% 0.87 [0.63, 1.19]
Total events 7 26

Helerogeneity. Mol applicable
Testfor overall efect Z= 0.86 (P =033

2.2.2 Apixaban

ARISTOTLE, 2011 54 1502 B9 1515 26.7% 0.78[0.54,1.12) -t
AVERROES, 2011 16 581 36 564 13.0% 0.42 [0.23, 076 —-—
Subtotal {95% CI) 2083 2079 39.7% 0.60 [0.32, 1.10] L
Total events 70 105

Helerogeneity: Tau®= 014, Chi*= 312, df=1 (F=0.08), P= 68%
Testfor overall effect Z=1.65 (P =010}

2.2.3 Dabigatran
RE-LY, 2004 BB 2428 57 1126 28.9% 0.71 [0.50, 0.99] d
Subtotal (95% Cl) 2428 1126 28.9% 0.71 [0.50, 0.99] E 3
Total evants g8 aF
Hetlerageneity. Mot applicable
Testfor overall effect Z=2.01 (P=0.04)
Total (95% CI) 6001 4664 100.0% 0.72 [0.57, 0.92] ¢
Total events 235 48
i = ) = — — R= = : : 1 1
Helerogeneity: Tau*= 0.02, Chi*= 472, df= 3 (F=0.19); P= 36% TIEE ] 10 100

Testfor overall effect 2= 2.65 (P = 0.008)

: } Favours [NOAC] Favours [conirol]
Testfor subgroup differences: Chi*= 148, df= 2 (P=0.48), F= 0%

L .|!'...I|..|.I I warnal of Cardeslooy 30 (2014 ERS—HOT
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Clin Res Cardiol (2015) 104:418-429 4 \
DOI 10.1007/s00392-014-0797-9 CrossMark

ORIGINAL PAPER

Renal function and non-vitamin K oral anticoagulants

in comparison with warfarin on safety and efficacy outcomes
in atrial fibrillation patients: a systemic review and
meta-regression analysis

Study ratio (85% CI)

Peter Brennum Nielsen - Deirdre A. Lane - Ean;f i —— A
. . ab110 vs Riva —— 1.01(0.75, 1.36)
Lars Hvilsted Rasmussen - Gregory Y. H. Lip - Dab110vs +ROCKET —_— 081 (048, 138)
. Dab110 vs Apix —— 1.98 (1.36, 2.88)
Torben Bjerregaard Larsen Dab110 vs Eor0 —— 3wy
Dab110 vs EdoxB0 —_— 1.57 (1.11, 223)
Dab150 v& Riva —_— 1.03(0.77,1.38)
Dab150 vs J-ROCKET ——— 0.83 (D.50, 1.38)
* Estudi indirecte comparatiu protso v hp — vy
. . . Dab150 vs EdoxED —_—— 1.60{1.13, 227}
* IR (FG 50-79mL/min) : Apixaban i s vs LROCKET asoqumn, 130
dabigatran 110mg es van relacionar R e o T eamas
Riva vs EdoxS0 — 1.56 (1.17, 207)
amb menor tasa de sagnat major JROCKET v Apin ——— zugaen
J-ROCKET vs Edox3d ——— 304 (2.28, 6.75)
* IR (FG 25-49ml/min): apixaban o - e
millor perfil de seguretat vs Hoe B T pre s 19
Edox30 vs Edoxb0 —_—— 048 (0.33, &L72Z)
dabigatran 110mg
T T I T I I

125 25 s 1 2 4 &
Favours NOAC 1 Fawours NOAC 2
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En FG 30-50mL/min endoxaban no va ser inferior a la warfarina
amb prevencio del inctus amb reduccio significativa del sagnat
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ACODs i insu

ficiencia renal

recomenacions ACC/AHA/HRS

Dose Adjustments In Non-valvular AF

Rivaroxaban

Patient has risk
factor for stroke

i

Esfimate CrCl |

| <13 mimin |
Mok
recommended

1540

mimin® |

15 mgod

Apixaban

| Pabient has risk factor for stroke |

Estimals CirCl |

[ =13 miimin ] [1'.-1'E|r'1l-r'1|r] [ 230 mimin ]

- ! i Check serum
| Check age | | Check weighl | P —

[ =00 years ] |_ 260 kg | l':':\_"Jrn-:l.']

L 4
[ F22 featires | | #=1 features |

Mol
recommendad

Dabigatran*

<30 mifmin

A
* years

Contraindicaled

110 mg
bid

Patierd has risk facior for siroks

Estimaie CrCl
30-30 mifmin 30 mil'miin
A ZTh years of Hige Ape Age
high risk of bieeding | | <73 ywars To-00 years ) s
Lz
hromboesmioic
risk and kigh
blmecding risk
110mg (130 mg 130mg 110mg 130mg | 110mg
bid bid bid bid bid bid

Eduxa han | Palient haes risk
fachar for sinoke

>3 miimin

[« ]
- G-

| <13 '::ll"nn |

)

=iyt

*Patients receiving concomitant dabigatran and werapamil should reduca their dabigatran dose to 110 mg bid
1. Rivaroxaban SmPC; 2. Apixaban SmPC; 3. Dabigatran 5mPC; 4. Edoxaban SmPC




Recomenacions: ACODs i insuficiencia renal

Age =80 years # CrCIl 15-50
Concomitant ml'min
verapamil use . Body weight
Age 75-80 ) <60 kg
years* + Body weight )
Concomitant
Moderate renal =60 kg )
impairment* = . cyclosporine,
Gastritis, # Serum creatinine dronedarcne,
oesophagitis or 21.5 mgl"dl erythromycin or
Gl reflux* ketoconazole
Increased risk of use
bleeding*




ACODs i insuficiencia renal
Consideracions

* Els ACODs son segurs en la IRC moderada
* Alinici valorar funcio renal i ajustar dosi

* Control de la funcio renal
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