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OBJECTIUS DEL TRACTAMENT |

Evitar problemes Evitar problemes Evitar Sagnats
isquéemics: embolics:

- Mort - AVC

- IAM - Embolia periféerica

- Trombosi stent
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Eficacia: Prevencio embolica: ACTIVEW

6,706 patients with AF and at least 1 risk
factor for stroke

<+— randomization

L 4

Oral ASA 75-100 mg +
anticoagulation Clopidogrel 75 mg
with INR 2.0-3.0

N=3,371 N=3,335

F/U: median 1.28 years

1°endpoint: composite of stroke, systemic
embolism, MI, vascular death

Conclusion

Cumulative hazard rates
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RR=1.72 (1.24-2.37), p=0.001

Clopidogrel+aspirin

Oral anticoagulation therapy

0.5

1.5
Year

Oral anticoagulation therapy is superior to clopidogrel plus aspirin for prevention of vascular events in patients with atrial
fibrillation at high risk of stroke, especially in those already taking oral anticoagulation therapy.

Connolly S on behalf of ACTIVE W investigators. Lancet 2006; 367 (9526): 1903. J‘I". Bellvitge
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European Heart Journal |ESC GUIDELINES

Eg%%z?' doi:10.1093/eurheartj/ehq278 CHADSz CHA2D82VASC

Guidelines for the management of atria ¢  Cardiac 1 C  Cardiac Failure 1
g o . Failure )
fibrillation H Hypertension 1
H Hypertension 1 A Age > 75 5
The Task Force for the Management of Atrial Fibrillati Age > 75 1 2 ge =
European Society of Cardiology (ESC) D Diabetes 1
D Diabetes 1
S, Stroke 2
| e 2 Y Vascular 1
disease
A Age 65-74 1
Sc Sex Category 1

Table 9 Approach to thromboprophylaxis in patients -
with AF SRS ! tCongestive heart failure,

Hypertension. Age > 75 years
Diabetes.

CHA,DS,-VASc | Recommended

Risk category score antithrombotic therapy Consider other risk factors* i Stroke/TIA/thrombo-embolism
s : (doubled)
One ‘major’ risk )
factor or >2 'clil'!icaglly >2 OAC . *Other clinically relevant
relevant non-major Te non-major risk factors:
risk factors age 65-74, female sex,
Either OAC? or s vascular disease

One ‘clinically relevant | aspirin 75-325 mg daily.
non-major’ risk factor Preferred: OAC rather L _
than aspirin.

Either aspirin 75-

325 mg daily or no
antithrombotic therapy.
Preferred: no
antithrombotic therapy
rather than aspirin.

No risk factors 0

Nothing (or aspirin)

Eur Heart J 2011; doi: 10.1093/eurheartj/enq278. www.escardio.org/guidelines J‘I'L Be”\”t
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Eficacia: Esdeveniments CV

Circ 102: 624,2000

OAC +ASA ETiclopidine + ASA 11 u Ticlopidine + ASA

Clopidogrel + ASA
8.6 m Clopidogrel LD + ASA

Per a prevenlr Ia trombosu del stent iels esdevemments cardlacs majors, la
Doble Terapia Antiplaquetaria és superior a I’Anticoagulacié Oral amb ASA.
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Guidelines: No dades

Recommendations for antithrombotic therapy in AF and ACS/PCI

Recommendations Class® Level® Ref.

Following elective PCl in patients with AF with stable coronary artery disease, BMS should be considered, and
drug-eluting stents avoided or strictly limited to those clinical and/or anatomical situations (e.g. long lesions, small lla
vessels, diabetes, etc.), where a significant benefit is expected when compared with BMS.

Following elective PCI, triple therapy (VKA, aspirin, clopidogrel) should be considered in the short term, followed by
more long-term therapy (up to | year) with VKA plus clopidogrel 75 mg daily (or, alternatively, aspirin 75-100 mg daily, lla
plus gastric protection with PPls, H, antagonists, or antacids).

Following elective PCl, clopidogrel should be considered in combination with VKA plus aspirin for a minimum of | month
after implantation of a BMS, but longer with a drug-eluting stent (at least 3 months for a sirolimus-eluting stent and at
least 6 months for a paclitaxel-eluting stent); following which VKA and clopidogrel 75 mg daily (or, alternatively, aspirin
75-100 mg daily, plus gastric protection with either PPls, H, antagonists, or antacids) should be considered, if required.

lla

Following an ACS with or without PCl in patients with AF, triple therapy (VKA, aspirin, clopidogrel) should be
considered in the short term (3—6 months), or longer in selected patients at low bleeding risk, followed by long-term
therapy with VKA plus clopidogrel 75 mg daily (or, alternatively, aspirin 75—-100 mg daily, plus gastric protection with
PPls, H, antagonists, or antacids).

E

In anticoagulated patients at very high risk of thrombo-embolism, uninterrupted therapy with VKA as the preferred

. . . o . lla
strategy and radial access used as the first choice even during therapeutic anticoagulation (INR 2-3).

Totes les recomanacions actuals son mesures que poden ser considerades,
sense cap nivell d’evidéncia:
NO HI HA DADES OBJECTIVES DEL QUE S’HA DE FER.

In patients with stable vascular disease (e.g. >| year, with no acute events),VKA monotherapy may be considered, and
concomitant antiplatelet therapy should not be prescribed in the absence of a subsequent cardiovascular event.

I1b

Eur Heart J 2011; doi: 10.1093/eurheartj/ehq278. www.escardio.org/guidelines J‘I'L Be”\”t
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IMPORTANCIA DEL SAGNAT
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Localitzacio del sagnat

RIVAL TRIAL ACC-NCDR POOLED ANALYSIS

7.021 1.522.935 17.393
(Horizons, Acuity, Replace 2)
Sagnat 0.8% Sagnat 2% Sagnat 5.3%
Jolly S. Lancet 2011 Marso S. JACC 2010 Verheugt FW. JACC Interv 2011

Malgrat diferents definicions de sagnat, €s important el sagnat fora del punt de puncio

L F&pEse



Trascendéencia del Sagnat

» Sagnat Major (escala STEEPLE): 5,4%. Meta-analysis of 5384 PCI patients from 4
* Transfusio 4,5% randomized trials

* Localitzacié sagnat:
- Ocult 36,8% K-M estimates of 1 year mortality with/without

- Gastrointestinal 21% any TIMI bleeding

No Major Bleeding (N=333) ABOARD Stud R
Major Bleeding (N='] 9) y Any bleeding (n=215)

No bleeding (n=5169

26.3%
OR 50.3;
95% CI 10.1,
249.7 Log-Rank

Test
p<.0001

e —
5 10 15 25 30 2 5 6 7 8 9 10

Time in Days Months after randomization

Cayla et al, on behalf of ABOARD Study. Heart Ndrepepa G et al. JACC 2008; 51(7): 690.
2011; 97: 887.

Mortality (%)

30-day Death (%)

L F&pEse




Sagnat i Pronostic a llarg termini

Landmark analysis of mortality: < 1 month, >1 month and < 1 year, and > 1 year

Patients with In-Hospital Major Bleeding (n=218)
Patients without In-Hospital Major Bleeding (n=3114)

HR (95% Cl) = HR (95% Cl) = HR (95% ClI) =
6.22 (3.86 - 10.0), p<0.001 6.00 (3.25 - 11.1), p<0.001 3.67 (2.00 - 6.52), p<0.001

11.0% |

1.8%

0 - T i
0 days 30 days 12 months

Suh LW on behalf of HORIZONS AMI. J Am Coll Cardiol 2011; 58: 1752. J‘I'L EOeSI[ID\I{tIGE e
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Therapeutic strategies after coronary stenting in
chronically anticoagulated patients: the MUSICA

study

* Registre prospectiu.
* n=405 pacients

A Sambola,' | Ferreira-Gonzélez,""" J Angel,' F Alfonso,? J Maristany,® O Rodriguez,’
H Bueno,® J R Lopez-Minguez,® J Zueco,” F Fernandez-Avilés,” A San_Romén,®
B Prendergast,’ V Mainar,’® D Garcia-Dorado,' P Tornos'

67,6%
15,1% 14,8%
H - N
et
ACxFA Protesi Mec AVC previ Altres

Tipus tractament:

Conclusions: In patients receiving OAT, TT was the most commonly used regimen after PCI-S. DAT was
associated with the lowest rate of bleeding events and a similar efficacy to TT in patients at low
thromboembolic risk. TT should probably be restricted to patients at moderate-high thromboembolic

risk.

Seguretat: Sagnat amb caiguda Hb 4 d/dl, transfusio,
IC o retroperitoneal.

= (g S ——— =
'2 g .Z
2 0,8 e
3 E]
@ 0,6 n 0.6
o™ log-rank, p=0.05 g™ log-rank, p=0.418
I =
E 0,4- 58 0,4
E Low risk g High risk
S 0.2+ ow ris 5 0.2 ignhris
o (5]
0.0 T T T T T T 0,0 T T T T T T
0 30 60 80 120 150 180 0 30 60 80 120 150 180
Days of follow-up Days of follow-up

[TT——— ACHAT..... DAT_|

Eficacia: Supervivencia lliure esdeveniments CV:
stent trombosis, IAM, TVR, AVC, embolia, mort CV.
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Sambola A et al. Heart 2009; 95: 1483.
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Canadian Journal of Cardiology 29 (2013) 213-218

Clinical Research

Antithrombotic Therapy After Coronary Stenting in
Patients With Nonvalvular Atrial Fibrillation

Kay W. Ho, MBBS,*" Joan Ivanov, PhD,"* Xavier Freixa, MD,* Christopher B. Overgaard, MD,"*

Methods:

» Single centre, retrospective study.

* 1° endpoint: Composite death, ischemic stroke or TIA.
+ 2° endpoint: Bleeding, transfusion rates.

Results:

* n=602 patients.

* FU: 5-6 months.

15 15
Primary End Point : Major Bleeding p= NS
9 9 8.7
6 6 p= 0,045
3 3 el
0,5
0 0
CHADS <2 CHADS > 2 CHADS <2 CHADS > 2 Gl bleed
Conclusions: ...TT was associated with 5-fold increase in gastrointestinal bleeding vs DAPT. Net
|| clinical benefit calculations suggest benefits of TT in patients with CHADS,, > 2. Stratification with |

CHADS, might be useful to determine the optimal antithrombotic therapy post PCI.

Ho KW et al. Canadian J Cardiol 2013; 29: 213. J‘I". Bellvitge
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LESS Is MORE

Risk of Bleeding With Single, Dual, or Triple | -
Therapy With Warfarin, Aspirin, and Clopidog .
in Patients With Atrial Fibrillation

Temps fins I
- sagnat )

Morten L. Hansen, MD, PhD; Rikke Sorensen, MD; Mette T. Clausen, MSc Pharm;

Métode:
- Registre danés que identifica altes de pacients
en FA, entre 1997 i 2006.
Resultats: i
+ Pacients: 82.854. )
+ Seguiment: 3.3 a. g
+ Sagnats: 11,4%. g L
|MI HR (95% C) |M| HR (95% Cl)
Warfarin monotherapy Q 1 [Reference] Warfarin monotherapy o 1 [Reference]
Aspirin monotherapy Q 0.93 (0.88-0.98) Aspirin monotherapy ] 1.83 (1.73-1.94)
Clopidogrel monotherapy |-:o-| 1.06 (0.87-1.29) Clopidogrel monotherapy o 1.86 (1.52-2.27)
Aspirin + clopidogrel X 3| 1.66 (1.34-2.04) Aspirin + clopidogrel : o 1.56 (1.17-2.10)
Warfarin + aspirin . 1.83 (1.72-1.96) Warfarin + aspirin [} 1.27 (1.14-1.40)
Warfarin + clopidogrel e+ 3.08 (2.32-3.91) Warfarin + clopidogrel |—o—| 0.70 (0.35-1.40)
Triple therapy 2 3.70 (2.89-4.76) Triple therapy I—)—o—| 1.45 (0.84-2.52)
04 10 100 04 10 100
Hazard Ratio (95% CI) Hazard Ratio (95% CI)

Conclusions: In patients with AF, all combinations of warfarin, aspirin and clopidogrel are associated
with increased risk of nonfatal and fatal bleeding. Dual warfarin and clopidogrel therapy and Triple
Therapy carried a more than 3-fold higher risk than did warfarin monotherapy.

Hansen M et al. Arch Intern Med. 2010; 170(16): 1433. J‘I". Bellvitge
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Bleeding After Initiation of Multiple Antithrombotic Drugs,
Including Triple Therapy, in Atrial Fibrillation Patients Table 2. Distribution and Type of Nanfatal and Fatal Bleedings
. . . . \f
Following Myocardial Infarction and Coronary Intervention pewimal  Bexkautd
A Nationwide Cohort Study Intracranial 38(5.8) 36 (48.0)
Gastrointestinal 221(33.8) 34 (45.3)
Morten Lamberts, MD; Jonas Bjerring Olesen, MD; Martin Huth Ruwald, MD; Respiratory 109 (16.7) 1(1.3)
. Urogenital 120(18.9) 0 (0.0
Metode: Anemia caused by bleeding 165 (25.3) 4653
- 11480 pacients amb IAM + PCl en Tow ot o e r
ACxFA.
Objectiu: 40 e
* Risc de sagnat.
« Temps d’aparici6 del sagnat. -
£ I Triple therapy
S [ VKA + single antiplatelet therapy
30 = 30 -~ Il Dual antiplatelet therapy
S [0 VKA monotherapy
i I single antiplatelet therapy
25 ° R
—_ ssssnsifeenes i’;l(lj‘l\c‘:“:::r]‘fanliplale]c[ therapy § 20.1 19.4
£ b Dual antiplatelet therapy T~
§ ; 20 419, = coamflsanes VKA monotherapy E 20 -
2 E - el - Single antiplatelet therapy ﬁ
== =
é 5 g 9.7
52" Lo ﬁ% g 107 —
3 raeerast sl =
' N ----au ------ - U
0 0
| 0.29 | | 10.89 | | 00179 | | 180-360 | Number of events 155 305 565 166 1,130 114 159 160 45 217
Intervals since inclusion (days) Cardiovascular death + MI Fatal and non-fatal
4 sochomie ctenl-o hloodineo

Conclusions—High risk of bleeding is immediately evident with TT after myocardial infarction/percutaneous coronary
intervention in patients with atrial fibrillation. A continually elevated risk associated with TT indicates no safe therapeutic window,
and TT should only be prescribed after thorough bleeding risk assessment of patients. (Circulation. 2012;126:1185-1193.)

Lamberts et al. Circulation 2012: 126: 1185. J‘I". Bellvitge
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Canadian Journal nl-(_-:.'lrd'lu]ng)' 29 (2013) 204-212

Systematic Review/Meta-analysis

Risk of Bleedlng on Trlple Antithrombotic Therapy After T'z:ltblepi.(':.I Pooled estimates of bleeding outcomes on triple therapy
- . arter
Percutaneous Coronary Intervention/Stenting: . —
. . . Any bleeding, % Major bleeding, %
A Systematic Review and Meta-analysis Time period (95% CI) (95% CI)
Jason G. Andrade, MD,*® Marc W. Deyell, MD," Clarence Khoo, MD," May Lee, MSc,* In-hospital* — 1.59 (0.43-4.01)
_ . . . 30 Dayst 8.28 (5.62-10.94) 2.38 (0.98-3.77)
Karin Humphries, DSc,” and John A. Cairns, MD 6 Months# 11.92 (5.46-18.38) 4.55 (0.56-8.53)
Increment de sagnat a 30 dies Increment de sagnat a 6 mesos
T DAPT il T DAPT or
B. Study (year) Events/ :Jm %1 Weight Odds Ratio for Major Bleeding B.smwmm ::in:fn :Im (85%C1) Weight Odds Ratio for Major Bleeding
DeEhgenio (2007) WT NG MR8 uUR : DeEugenio (2007)  14/97 3/97  5.29(1.47,19.04) 15.20 -
Karjalainen (2007)  4/106  3/248  3.20(0.70,14.57) 13.49 .
2 & Karjalainen (2007) 6/106 5/214 2.51(0.75,8.41) 16.17 =
Rubboli (2007) 2/19 022 6.43(0.29,142.70) 5.44 5
Manzano- — Manzano- J . X 1
fmicpny Yo VR wERLn as—— Femondec (200g) 1251 639 169(057,500) 1806 -
onste ! MRG GML AMRONMR AN : Sarafoff (2008) 4/306  3/209 091(020,411) 1253& ot
Sambola (2009) 8/278 1/81 2.37(0.29, 19.24) 9.48 f
Sarafoff (2008) 2306 3/209 045(007,273)  1133¢ sambola(2009)  12/278 1/81  3.61(0.46,28.18) B.11 *
Geo (20109 YUz ¥R5 1020 R o Gao (2010) 3/142 5/355 1.51(0.36,6.41) 13.21 .
Uchida (2010) 5/50  2/525  29.06(5.48,154.02) 12.28 —_—w—
Uchida (2010) 6/50  6/525 11.80(3.65,38.11) 16.71 e
overst ) 238(105,538) 10000 <> overl 287 (147,562 1000 <>
:‘“::"‘"""‘;I “;!:."f;::' R ; gf" Fededn Heterogeneity: Chi?=10.44, df 6, p = 0.11, 1= 42.5% :
estioroverafiefiect z=a 8 peth H Test for overall effect: 2=3.09, p<0.01 i
s 1 2 4 2w m s s 1 2 4 8 1 n

Conclusions: This systematic review and meta-analysis of reports of
triple therapy with a vitamin K antagonist, aspirin, and clopidogrel
after PCI-S provides precise and valid bleeding risk data. Based on
existing observational studies the rates of major and any bleeding
associated with TT are clinically important and significantly greater
than those reported with DAPT.

Andrade JG et al. Can J Cardiol 2013: 29: 204. Jml_ Bellvitge
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Use of clopidogrel with or without aspirin in patients taking D i se ny
oral anticoagulant therapy and undergoing percutaneous
coronary intervention: an open-label, randomised,
controlled trial

Willem | M Dewilde, Tom Oirbans, Freek W A Verheugt, Johannes C Kelder, Bart | G L De Smet, Jean-Paul Herrman, Tom Adriaenssei : . . .
Antonius A C M Heestermans, Marije M Vis, Jan G P Tijsen, Arnoud W van 't Hof, Jurrién M ten Berg, for the WOEST study investige 573 patlents treated WIth OAK and undergOIng

PCI from November 2008 to November 2011 at
15 centers in Belgium and Netherlands

Design:
Randomized, placebo-controlled, open-
label, multi-center.

ACS ~ 25% in both groups

Objective:
To compare the safety and efficacy of DES used in 65% in both groups
Clopidogrel alone with Clopidogrel + ASA O ————
in patients taking OAC and undergoing PCI. [ |
_ Warfarin + Warfarin + ASA +
Double therapy Triple therapy
(n=279) (n=284) Clopidogrel _ Clopidogrel

(Continued from previous column)

Indication for oral anticoagulation

Atrial fibrillation/atrial flutter 164/236 (69%) 162/234 (69%)
Mechanical valve 24/236 (10%) 25/234 (11%)
Other (eg, apical 48/236 (20%) 47/234 (20%)

aneurysm, pulmonary
embolus, PAD, EF <30%)

F/U: median 365 days

Acute coronary syndrome at baseline ‘

Yes 69 (25%) 86 (30%) 1°endpoint: any bleeding episode during 1 year
2° endpoint: death, MI, stroke, TVR, and ST

Dewilde W et al for the WOEST investigators. Lancet 2013; 381: 1107. J‘"L Bellvitge
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Use of clopidogrel with or without aspirin in patients taking

oral anticoagulant therapy and undergoing percutaneous
coronary intervention: an open-label, randomised,
controlled trial

Resultats:

Willem ] M Dewilde, Tom Oirbans, Freek W A Verheugt, Johannes C Kelder, Bart | G L De Smet, Jean-Paul Herrman, Tom Adriaenssens, Mathias Vrolix,
Antonius A C M Heestermans, Marije M Vis, Jan G P Tijsen, Arnoud W van 't Hof, Jurrién M ten Berg, for the WOEST study investigators

100 — Triple-therapy group 100 —TrlpI'S-thE‘rau)‘ goup
— Double-therapy group — Double-therapy group
90 50 -
71° endpoint. Any bleeding episode 2° endpoint. death, Ml, TVR and ST
204 80
70 70
5 3
E GO- % ﬁu_
£ oo £ 504
= s 40
0-
o '%ﬂ_ .
37 HR 0-60 (95% C10-38-0-94) p=0-025
20 19-4% 20 17-6%
ﬁ 111%
0- 10- -
! ! HR 036 (95%C1 026-0-50) p<0-0001 ﬂ_;
r—‘_'_i—‘.
0 T T T l T T 0 L EI T | é :l;
0 30 60 90 120 180 270 35 ¢ 30 k0 9% 120 o 0 365
a aial Time (days) Number at risk Time (days)

Dewilde W et al for the WOEST investigators. Lancet 2013; 381: 1107.
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Use of c!opidogrel with or without aspiri.n in patients taking An é' isi Sag n ats ‘

oral anticoagulant therapy and undergoing percutaneous
coronary intervention: an open-label, randomised,
controlled trial

Willem ] M Dewilde, Tom Oirbans, Freek W A Verheugt, Johannes C Kelder, Bart | G L De Smet, Jean-Paul Herrman, Tom Adriaenssens, Mathias Vrolix,
Antonius A C M Heestermans, Marije M Vis, Jan G P Tijsen, Arnoud W van 't Hof, Jurrién M ten Berg, for the WOEST study investigators

Primary Endpoint: Bleeding events TIMI classification | Locations of TIMI bleeding: Worst bleeding per patient

WOQOEST trial WOEST trial
H Double therapy group M Triple therapy group
# Double thera roup uTriple thera rou
50 - Py group P Py group - P<0.0001
P<0.0001 44.
as 44.3 10.6 P=0.01
10 P<0.0001 9.5
40 - 3.8
3% 1 P<0.0001 8 7.0
30 27.2 :
5.7
25 - 6 -
% P<0.0001 19.5 %

20 - 16.7 4 3.9
15 - 1.2 e 29 2.5
10 - =0.

. 6.5 53 56 2 1111

o - | . N

TIMI Minimal TIMI Minor TIMI Major Any bleeding Intracranial  Acces site Gl Skin Blood Tx

Interpretation Use of clopiogrel without aspirin was associated with a significant reduction in bleeding complications
and no increase in the rate of thrombotic events.

Dewilde W et al for the WOEST investigators. Lancet 2013; 381: 1107. J‘"L Bellvitge
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Interventional Cardiology
| CME |

Triple Therapy With Aspirin, Prasugrel, and Vitamin K
Antagonists in Patients With Drug-Eluting Stent
Implantation and an Indication for Oral Anticoagulation

« Serie de 477 pacients en 2 centres Alemania, amb indicacioé de ACO i implantacié de DES.
 Tractament: ASA + Antag Vit K + Clopidogrel/Prasugrel.
* 1 End Point: Sagnat a 6 mesos.

M Prasugrel n=21 M Clopidogrel n=356
50

W
W
I

P<0.001

p <0.001

28.6

w
Q
|

40

Prasugrel

25

30

20

Bleeding at 6 months, %

10 Clopidogrel

umulative Incidence of TIMI Major and Minar Bleeding (%)

0

-

Conclusions These findings suggest that substitution of prasugrel for clopidogrel in patients needing triple therapy increases
the risk of bleeding. However, specific randomized trials are needed to define the role of newer adenosine
diphosphate receptor antagonists in this setting. (J Am Coll Cardiol 2013;61:2060-6) © 2013 by the

Oy OIS T TS

Sarafoff N et al. J Am Coll Cardiol 2013: 61: 2060. _ImL Bellvitge
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The NEW ENGLAND
JOURNAL o MEDICINE Non CABG TIMI major Bleeding

ESTABLISHED IN 1812 JANUARY 5, 2012 VOL. 366 NO. 1 2'5 mg 5'0 mg
Rivaroxaban Rivaroxaban
: ; : ; 1.8% 2.4%
Rivaroxaban in Patients with a Recent AR 3 a8 ‘ An o)

Acute Coronary Syndrome

ATLAS aCcs 2
TiMi Recent ACS: STEMI, NSTEMI, UA . ]
? No increased bleeding risk, No warfarin, No ICH, No prior ‘ p<0-001 CompafEd to prCBbO fOr both Rlva doses
stroke if on ASA + Thienopyridine
Stabilized 1-7 Days Post-Index Event
+ASA75to
oomgiim | 12
000 & ® Placebo
=U. Iva .
41 - p=NSforRiva st Placebo ® 2.5 mg Rivaroxaban
vs Placebo = 5.0 mg Rivaroxaban
0.8 - p=0.044 for 07
PRIMARY ENDPOINT:
EFFICACY: CV Death, MI, Stroke* (Ischemic + Hemg.) 25 Mes SO s
SAFETY: TIMI major bleeding not associated with CABG 0.6 - p=NS for Riva
vs Placebo
. 04 - 04
ni‘§ 100+ 10 Placebo — )
8y | 0.2 0.2
S @ el & - W
33 s0- 5 o 0.2 -
5 ﬁ 70 6 ,—-"""'/ Rivaroxaban 0.1 0.1 0.1
5 = -
a 2‘ 60 “H n=5 n=14 n=18
$5 / 0 - - -
SF 501 21
BE 40 N A — Fatal ICH Fatal ICH
‘Ef 304 0 90 180 270 360 450 540 630 720
gzﬁ.f 204 Hazard ratio, 0.84 (95% Cl, 0.74—-0.96) CONCLUSIONS
£3 ] P=0.008 ~||In patients with a recent acute coronary syndrome, rivaroxaban reduced the risk of]
Ed — ~ - . . . . . .
as —  — _||thecomposite end point of death from cardiovascular causes, myocardial infarction,
0 % 180 270 360 450 340 630 720 | or stroke. Rivaroxaban increased the risk of major bleeding and intracranial hemor-
Days rhage but not the risk of fatal bleeding. (Funded by Johnson & Johnson and Bayer
No. at Risk . K L. .
Rivaroxaban 10220 8817 7707 6324 5137 3067 2830 1747 831 Healthcare; ATLAS ACS 2-TIMI 51 ClinicalTrials.gov number, NCT00809965.)
Placebo 5113 4437 3974 3253 2664 2059 1460 878 421

Mega JL on behalf of ATLAS TIMI 51; N Eng J Med 2012; 366: 9. Jml_ Bellvitge
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Concomitant Use of Antiplatelet Therapy with Dabigatran
or Warfarin in the Randomized Evaluation of Long-Term
Anticoagulation Therapy (RE-LY) Trial
Antonio L. Dans, MD, MSc; Stuart J. Connolly, MD; Lars Wallentin, MD, PhD; Sean Yang, MSc;
Juliet Nakamya, PhD; Martina Brueckmann, MD; Michael Ezekowitz, MBChB, DPhil;

Jonas Oldgren, MD, PhD; John W. Eikelboom, MD; Paul A. Reilly, PhD;
Salim Yusuf, DPhil, FRCPC:. FRSC

—l_‘l'-S L T HR=1.50(95%C1; 1.22,1.86)

— ] 6.3 --— HR=2.34{95%L1; 1.53,3.57)
* Subestudi de I’estudi RE- Major Bleed [Tty PR I i ety

id HR=1. Ci: 121, 1.
LY. ——T! S B 4wy reocibe gy
* 6952 pacients amb TAP.

| 144 1 10 } HR-1.35(95%C1. 1.22,1.50)
| 2a] 1-— HR-142(95%Cl. 1.10,1.84)
(134 - e
. . _ } HR=1.18(95%C1: 1.05,1.31)
Objec‘hu: kinor Bleed i et = 200 :|-—-HR=1.35{95%(1:1.42_2.39]
L 117 HR=1.37(95%Ck: 1.22,1.53
S gs: - 1o ] 3 imesmennar sz
. Anal|S| del Sagnat. ] 157 -2 1IR=1.24(95%C1: 0.92,1.68)
« Comparacio entre grups. . J HR=1.40(95%Ct: 11L.1178)
T 56 - HR=2.31(35%C1: 1.45,3169)
_ 2.4 J HR=1.77(35%0C1: 1.42,2/21)
Extracranial Bleed 38 55 o HR=3.32135%0) 1,44 374)
—2| e 7} HR=1.53(25%C1: 1.20,1,94)
o - HR=2,31[252Cl; 1.45,3,69)
1o7 7 J HR=1.84[95%CI: 1.17,2/88)
——01? - HR=2.02[95%CF: 0.73,5/62)
! 0.2 J- HR=2.06 (95%C1: 1.05,4.06)
Intracranial Bleed Fol.)is 1-:-Ha=u.on|95%m:0.c-n,u,oo;
gg T HR=1.25(95%CL: 0.53,2/35)
0.4 ——-HR=375(95%C1 N.72,14.6)
1] 5 10 15 20 25
Event Rate (%/year)
PATIENTS. ON WARFARIN PATIENTS ON DE 150 PATIENTS ON DE 110
- NO ANTIPLATELET (n=3696) [C—)- MO ANTIPLATELET {n=3772) - NO ANTIPLATELET (n=3593)
- SINGLE ANTIPLATELET [n=2046) [ - SINGLE ANTIPLATELET [n=2040) [0 SINGLE ANTIPLATELET (n-2054)
[ DUAL ANTIPLATELET (n=250) [0 - DUAL ANTIPLATELET [n=264) [ DUAL ANTIPLATELET (n=268)

Conclusions—Concomitant antiplatelet drugs appeared to increase the risk for major bleeding in RE-LY without affecting
the advantages of dabigatran over warfarin. Choosing between dabigatran etexilate 110 mg BID and dabigatran etexilate
150 mg BID requires a careful assessment of characteristics that influence the balance between benefit and harm.

Dans AL et al. Circulation 2013; 127: 634. Jml_ Bellvitge
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ESTUDIS EN CURS
304

n 600 2100

Aleatorizat Aleatorizat Aleatorizat
CAD + NVAF CAD + NVAF CAD + NVAF - AVC
Indicacié ACO + Implantacié Stent Implantacié Stent
Implantacié DES
Branques TT 6 setmanes ASA + Clopi + ACO Riva + Clopi
TT 6 mesos ASA + Clopi Riva + Clopi + ASA

War + Clopi + ASA

1 End Point 9 mesos: 12 mesos: 12 mesos:
Mort, IAM, ST, AVC, Mort, IAM, ST, AVC, Sagnat Major /menor
Sagnat major Embolia sistemica. (TiMI)

2 End Point Cadascun separats Sagnat Major / Menor Mort, IAM, ST, AVC
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Original Investigation

Three vs Twelve Months of Dual Antiplatelet Therapy
After Zotarolimus-Eluting Stents
The OPTIMIZE Randomized Trial

Fausto Feres, MD, PhD; Ricardo A. Costa, MD, PhD; Alexandre Abizaid, MD, PhD; Martin B. Leon, MD; J. Anténio Marin-Neto, MD, PhD;

Roberto V. Botelho, MD, PhD; Spencer B. King Ill, MD; Manuela Negoita, MD; Minglei Liu, PhD; J. Eduardo T. de Paula, MD; José A. Mangione, MD, PhD;
George X. Meireles, MD, PhD; Hélio J. Castello Jr, MD, M5c; Eduardo L. Nicolela Jr, MD; Marco A. Perin, MD, PhD; Fernando S. Devito, MD, PhD;

André Labrunie, MD, PhD; Décio Salvadori Jr, MD, PhD; Marcos Gusmdo, MD; Rodolfo Staico, MD, PhD; J. Ribamar Costa Jr, MD, PhD;

Juliana F. de Castro, PhD; Andrea S. Abizaid, MD, PhD; Deepak L. Bhatt, MD, MPH; for the OPTIMIZE Trial Investigators

Study Design I Primary End Point: NACCE at 1 year
' ) - || (All-Cause Death, MI, Stroke, Major Bleeding)

- 3M DAPT

Broad patient population
undergoing PCl'with Endeavor ZES
RVD 2.5 mm - 4.0 mm

— 12M DAPT
Non-inferiority

N = 3120 patients P-value = 0.002

3 Months DAPT i Randorisation 12 Months DAPT

N = 1560 33 Sites in Brazil - N = 1560

-
(=]

Log-Rank P=0.84
HR 1.03 (0.77 - 1.38)
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Clinical endpoints i | i | i |
30-d. 3-mo. 6-mo. 18-mo. 24-mo. 36-mo.

Primary Endpoint: NACCE (Death / Ml / Stroke / Major Bleeding) at 12 months

Secondary Endpoints: ARC defined ST, TVR, TLR, MACE, DAPT compliance, and
major bleeding (REPLACE-2 & GUSTO definitions)

3 6 9
Time After Initial Procedure (Months)

CONCLUSIONS AND RELEVANCE In patients with stable coronary artery disease or low-risk ACS
treated with zotarolimus-eluting stents, 3 months of dual antiplatelet therapy was noninferior
to 12 months for NACCE, without significantly increasing the risk of stent thrombosis.

Feres F for the OPTIMIZE Investigators. JAMA 2013; online before print (31/10/2013) J‘I'L Be”VIt
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Avaluacio Benefici / Risc

CHADS, Score

Congestive Heart Failure

Hypertension
Age>75y
-—
Q Diabetes Mellitus
[T -
w Stroke or History of Cerebral
2 Ischemia
40 - Primary Endpoint: Bleeding events TIMI classification
WOEST trial

E R Triple Iht{rnpy )

> 50 29 B Lk - il anpltle herpy o '™Double therapy group uTriple therapy group

a - VKA monotherapy

:i' - Single antiplatelet therapy P<0.0001 44_3

S 45 -

=

= 40 -

£ 20 _

2 35 P<0.0001

g 30 - 27.2

= 25 -

2 % P<0.0001

: "7 20 16.7

5 15 |

10 -
0 5
Number of events 155 305 565 166 1,130 114 159 160 45 217
Cardiovascular death + MI Fatal and non-fatal 0
+ ischemic stroke bleeding TIMI Minimal TIMI Minor TIMI Major Any bleeding

Gage, B. F. et al. JAMA 2001;285:2864. Dewilde W et al. Lancet 2013; 381: 1107. | Bellwt
_I|| | Hosp|tal

Lamberts et al. Circulation 2012; 126: 1185.



Bleeding Risk Scores in AF

HAS-BLED

Hypertension? 1

[y

Abnormal Renal® or
Liver function®

[

Stroke

[

Bleeding
Labile INR2 1

Elderly (>65 yrs) 1

[y

Drugs® or
Alcohol 1

Hemoglobin <13 g/dl men; <12 g/dl women

Estimated glomerular filtration rate <30 ml/min or dialysis-dependent

Diagnosed hypertension

Systolic blood pressure >160 mmHg

Presence of chronic dialysis or renal transplantation or serum creatinine =200 mmol/L

Chronic hepatic disease (eg cirrhosis) or biochemical evidence of significant hepatic derangement (eg bilirubin 2 x upper
limit of normal, in association with aspartate aminotransferase/alanine aminotransferase/alkaline phosphatase >3 x upper
limit normal, etc.)

8. Unstable/high INRs or poor time in therapeutic range (eg <60%)

9. Concomitant use of drugs, such as antiplatelet agents, non-steroidal anti-inflammatory drugs, or alcohol abuse etc.

10. Cirrhosis, two-fold or greater elevation of AST or APT, or albumin <3.6 g/d

11. Platelets <75,000, use of antiplatelet therapy (eg daily aspirin) or NSAID therapy; or blood dyscrasia

12. Prior hospitalization for bleeding

13. Most recent hematocrit <30 or hemoglobin <10 g/dl

14. CYP2C9*2 and/or CYP2C9*3

15 Alzheimer's dementia, Parkinson's disease, schizophrenia, or any condition predisposing to repeated falls

D B L R

Apostolakis S et al. J Am Coll Cardiol 2012; 60: 861. Jml_ Bellvitge
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Importancia

HAS-BLED ‘

Hypertension* 1
Abnormal Renal® or 1
Liver function® 1
Stroke 1
Bleeding 1
Labile INR2 1
Elderly (>65 yrs) 1
Drugs® or 1
Alcohol 1

Pisters R et al. Chest 2010; 138: 1093.

Bleeding rate, %
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Low risk (0-1)

Intermediate risk (2)

High risk (23)
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PAUTA ACTUAL

CHADS2
Objectiu

HAS-BLED

Tipus Stent

Tractament

Comentaris
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Molteé gracies per I’atencio
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