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AVANCES EN SCA

tratamiento del SCA.

clopidogrel.

- Los nuevos farmacos antiagregantes (ticagrelor y
prasugrel) han supuesto un avance importante en el

- Las actuales guias de practica clinica de la Sociedad
Europea de Cardiologia recomiendan su uso sobre

'@ ot s o 2 ESC GUIDELINES
ESC Guidelines for the managem ent of acute
myocardial infarction in palients presenting

with ST-segment elevation
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ESC Guidelines for the management of acute

coronary syndromes in patients presenting
without persisgent ST-segment elevation

G. Steg. European Heart Journal. 2012; 33, 2569-2619

CW. Hamm. Eur Heart J. (2011) 32, 2999-3054




AVANCES EN SCA

El objetivo del seminario es revisar en distintos escenarios
clinicos las posibilidades terapéuticas en cuanto al
tratamiento antiagregante.

Formato:

1.

2.

3.

4.

Presentacion del caso.
Planteamiento de diferentes opciones.
Votacion (resultado segun Guias).

Discusion de las posibilidades de tratamiento
antiagregante.




CASO CLINICO 1

Varon de 70 anos.

FRCV: HTA, fumador.

Antecedentes personales: Sin interes.

Acude a urgencias por dolor toracico.

Diagnostico: SCACEST lateral.

Tratamiento en urgencias: Aspirina, heparina sodica.

ACTP primaria.
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Si en su hospital tiene disponibles todos los antiagregantes

¢Qué tratamiento antiagregante administraria?

1. Solo aspirina.
2. Aspirina y clopidogrel, 75 mg diarios.
3. Aspirina y prasugrel.

4. Aspirina y ticagrelor.

5. Las respuestas 3 y 4 son correctas.

Pregunta 1
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RECOMIENDAN TICAGRELOR/PRASUGREL SOBRE CLOPIDOGREL
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Articles

Prasugrel compared with clopidogrel in patients undergoing
percutaneous coronary intervention for ST-elevation
myocardial infarction (TRITON-TIMI 38): double-blind,

randomised controlled trial

Gilles Montalescot, Stephen D Wiviott, Eugene Braunwald, Sabina A Murphy, C Michael Gibson, Carolyn H McCabe, Elliott M Antman,

for the TRITON-TIMI 38 investigators

Summary

Background Mechanical reperfusion with stenting for ST-elevation myocardial infarction (STEMI) is supported by
dual antiplatelet treatment with aspirin and clopidogrel. Prasugrel, a potent and rapid-acting thienopyridine, is a
potential alternative to clopidogrel. We aimed to assess prasugrel versus clopidogrel in patients undergoing

percutaneous coronary intervention (PCI) for STEMI.

Methods We undertook a double-blind, randomised controlled trial in 707 sites in 30 countries. 3534 participants
presenting with STEMI were randomly assigned by interactive voice response system either prasugrel (60 mg loading,
10 mg maintenance [n=1769]) or clopidogrel (300 mg loading, 75 mg maintenance [n=1765]) and were unaware of the
allocation. The primary endpoint was cardiovascular death, non-fatal myocardial infarction, or non-fatal stroke.
Efficacy analyses were by intention to treat. Follow-up was to 15 months, with secondary analyses at 30 days. This trial

is registered with ClinicalTrials.gov, number NCT00097591.

Findings At 30 days, 115 (6-5%) individuals assigned prasugrel had met the primary endpoint compared with
166 (9-5%) allocated clopidogrel (hazard ratio 0- 68 [95% CI 0-54—0-87]; p=0-0017). This effect continued to 15 months
(174 [10-0%] vs 216 [12-4%]; 0-79 [0-65-0-97]; p=0-0221). The key secondary endpoint of cardiovascular death,
myocardial infarction, or urgent target vessel revascularisation was also significantly reduced with prasugrel at 30 days
(0-75[0-59-0-96]; p=0-0205) and 15 months (0-79 [0-65-0-97]; p=0-0250), as was stent thrombosis. Treatments did
not differ with respect to thrombolysis in myocardial infarction (TIMI) major bleeding unrelated to coronary-artery
bypass graft (CABG) surgery at 30 days (p=0-3359) and 15 months (p=0-6451). TIMI life-threatening bleeding and
TIMI major or minor bleeding were also similar with the two treatments, and only TIMI major bleeding after CABG
surgery was significantly increased with prasugrel (p=0-0033).

Interpretation In patients with STEMI undergoing PCI, prasugrel is more effective than clopidogrel for prevention of

ischaemic events, without an apparent excess in bleeding.

Funding Daiichi Sankyo and Eli Lilly.

Introduction

Major innovations in catheter-based management of
ST-segment elevation myocardial infarction (STEMI)
include use of bare metal and drug-eluting stents and
platelet glycoprotein 1IIb/IIla inhibitors. Use of
drug-eluting stents has significantly lowered restenosis
but has had little effect on ischaemic events such as
death, reinfarction, or stent thrombosis."”* Conversely,
glycoprotein IIb/IIla inhibitors have had no effect on
restenosis but have been associated with a reduction in
major ischaemic events associated with percutaneous
coronary intervention (PCI) in patients with STEMIL.*

As use of stents has grown, thienopyridines—especially
clopidogrel—have become increasingly important for
treatment of STEMIL™™ However, up to now, no
randomised controlled trials have been undertaken to
compare  clopidogrel ~ (or  the first-generation
thienopyridine, ticlopidine) with placebo in patients

weww.thelancet.com Vol 373 February 28, 2009

undergoing PCI for STEMI. The effectiveness of
clopidogrel in this setting has been presumed on the
basis of results of studies of scheduled PCI."*

Prasugrel is a novel third-generation thienopyridine
and a more potent blocker of the platelet P2Y,, receptor
than clopidogrel, producing consistent platelet inhibi-
tion.” The TRial to assess Improvement in Therapeutic
Outcomes by optimizing platelet inhibitioN with
prasugrel-Thrombolysis In Myocardial Infarction
(TRITON-TIMI) 38 was designed to compare clopi-
dogrel with prasugrel. In a previous report, prasugrel
was superior to clopidogrel in reduction of ischaemic
events in patients undergoing PCI for the entire
spectrum of acute coronary syndrome, albeit with
increased bleeding.” We report here results for the
STEMI population, which represents the first large
experience for prasugrel in mechanical reperfusion
of STEML.

Lancet 2009; 373: 723-31
See Comment page 695
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Coronary Heart Disease

Ticagrelor Versus Clopidogrel in Patients With ST-Elevation
Acute Coronary Syndromes Intended for Reperfusion With
Primary Percutaneous Coronary Intervention

A Platelet Inhibition and Patient Outcomes (PLATO) Trial
Subgroup Analysis

Philippe Gabriel Steg, MD; Stefan James, MD, PhD; Robert A. Harrington, MD; Diego Ardissino, MD;
Richard C. Becker, MD; Christopher P. Cannon, MD; Hakan Emanuelsson, MD, PhD;
Ariel Finkelstein, MD; Steen Husted, MD, DSc; Hugo Katus, MD; Jan Kilhamn, MD, PhD;
Sylvia Olofsson, BSc; Robert F. Storey, MD, DM; W. Douglas Weaver, MD;
Lars Wallentin, MD, PhD; for the PLATO Study Group

Background—Aspirin and clopidogrel are recommended for patients with acute coronary syndromes (ACS) or undergoing
coronary stenting. Ticagrelor, a reversible oral P2Y12-receptor antagonist, provides faster, greater, and more consistent
platelet inhibition than clopidogrel and may be useful for patients with acute ST-segment elevation (STE) ACS and
planned primary percutaneous coronary intervention.

Methods and Result—Platelet Inhibition and Patient Outcomes (PLATO), a randomized, double-blind trial, compared
ticagrelor with clopidogrel for the prevention of vascular events in 18 624 ACS patients. This report concerns the 7544
ACS patients with STE or left bundle-branch block allocated to either ticagrelor 180-mg loading dose followed by 90
mg twice daily or clopidogrel 300-mg loading dose (with provision for 300 mg clopidogrel at percutaneous coronary
intervention) followed by 75 mg daily for 6 to 12 months. The reduction of the primary end point (myocardial infarction,
stroke, or cardiovascular death) with ticagrelor versus clopidogrel (10.8% versus 9.4%; hazard ratio [HR], 0.87; 95%
confidence interval, 0.75 to 1.01; P=0.07) was consistent with the overall PLATO results. There was no interaction
between presentation with STE/left bundle-branch block and randomized treatment (interaction P=0.29). Ticagrelor
reduced several secondary end points, including myocardial infarction alone (HR, 0.80; P=0.03), total mortality (HR,
0.82; P=0.05), and definite stent thrombosis (HR, 0.66; P=0.03). The risk of stroke, low in both groups, was higher
with ticagrelor (1.7% versus 1.0%; HR,1.63; 95% confidence interval, 1.07 to 2.48; P=0.02). Ticagrelor did not affect
major bleeding (HR, 0.98; P=0.76).

Conclusion—In patients with STE-ACS and planned primary percutaneous coronary intervention, the effects of ticagrelor
were consistent with those observed in the overall PLATO trial.

Clinical Trial Registration—URL: http://www.ClinicalTrials.gov. Unique identifier: NCT00391872.

(Circulation. 2010;122:2131-2141.)

Key Words: acute coronary syndrome m hemorrhage m myocardial infarction m platelets m thrombosis

Rapid, consistent, and pronounced P2Y12 inhibition is
important for treatment of patients with acute coronary
syndrome (ACS), particularly in ST-segment elevation ACS
(STE-ACS), and in patients treated with intracoronary stent
and is recommended in these patients for up to 1 year after the
index episode.!> Clopidogrel yields moderate and variable

inhibition of platelet aggregation with a fairly slow onset,
even with the currently recommended double loading dose.?
These variations have been shown to affect clinical outcomes
in ACS,*-8 particularly in patients undergoing primary per-
cutaneous coronary intervention (PCI) for STE-ACS.° Fur-
thermore, the addition of clopidogrel to aspirin is associated
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13608 screened with moderate-to-high risk
acute coronary syndrome
with intent to undertake PCl

10074 presented with unstable
angina or non-STEMI

3534 presented with STEMI

v v

1765 randomly allocated clopidogrel 1769 randomly allocated prasugrel

2 underwent randomisation
— but did not receive study
drug or undergo PCl

v v

2438 primary PCl 1094 secondary PCl
1235 clopidogrel 1203 prasugrel 530 clopidogrel 564 prasugrel

TRITON trial
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PLATO
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STEMI: PRASUGREL AND TICAGRELOR
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Si el paciente tuviese antecedente de ictus,

¢Qué tratamiento antiagregante administraria?

. Solo aspirina.
. Aspirina y clopidogrel, 75 mg diarios.
. Aspirina y prasugrel.

. Aspirina y ticagrelor.

. Las respuestas 3 y 4 son correctas.

Pregunta 2
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PRASUGREL: VULNERABLE SUBGROUPS
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CONTRAINDICACIONES
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Ticagrelor Versus Clopidogrel in Patients With Acute
Coronary Syndromes and a History of Stroke or Transient
Ischemic Attack

Stefan K. James, MD, PhD; Robert F. Storey, MD, DM; Nardev S. Khurmi, MD;

Steen Husted, MD, DSc; Matyas Keltai, MD, PhD; Kenneth W. Mahaffey, MD; Juan Maya, MD, MS;
Joao Morais, MD; Renato D. Lopes, MD, PhD; Jose C. Nicolau, MD, PhD; Prem Pais, MD;
Dimitar Raev, MD, ScD; Jose L. Lopez-Sendon, MD, PhD; Susanna R. Stevens, MS;
Richard C. Becker, MD; for the PLATO Study Group

Background—Patients with acute coronary syndromes and history of stroke or transient ischemic attack (TIA) have an
increased rate of recurrent cardiac events and intracranial hemorrhages.

Methods and Results—We evaluated treatment effects of ticagrelor versus clopidogrel in patients with acute coronary
syndrome with and without a history of prior stroke or TIA in the PLATelet inhibition and patient Outcomes (PLATO)
trial. Of the 18 624 randomized patients, 1152 (6.2%) had a history of stroke or TIA. Such patients had higher rates of
myocardial infarction (11.5% versus 6.0%), death (10.5% versus 4.9%), stroke (3.4% versus 1.2%), and intracranial
bleeding (0.8% versus 0.2%) than patients without prior stroke or TIA. Among patients with a history of stroke or TIA,
the reduction of the primary composite outcome and total mortality at 1 year with ticagrelor versus clopidogrel was
consistent with the overall trial results: 19.0% versus 20.8% (hazard ratio, 0.87; 95% confidence interval, 0.66-1.13;
interaction P=0.84) and 7.9% versus 13.0% (hazard ratio, 0.62; 95% confidence interval, 0.42—0.91). The overall
PLATO-defined bleeding rates were similar: 14.6% versus 14.9% (hazard ratio, 0.99; 95% confidence interval,
0.71-1.37), and intracranial bleeding occurred infrequently (4 versus 4 cases, respectively).

Conclusions—Patients with acute coronary syndrome with a prior history of ischemic stroke or TIA had higher rates of
clinical outcomes than patients without prior stroke or TIA. However, the efficacy and bleeding results of ticagrelor in
these high-risk patients were consistent with the overall trial population, with a favorable clinical net benefit and
associated impact on mortality.

Clinical Trial Registration—URL: http://www.clinicatrials.gov. Unique identifier: NCT00391872.

(Circulation. 2012;125:2914-2921.)

Key Words: acute coronary syndrome m antiplatelet drugs m cardiovascular diseases m stroke m ticagrelor




TICAGRELOR: PRIOR STROKE OR TIA

14 -
Prior stroke s Clopidogrel
12 - ,=,=|;|-|=I
HR, 0.62 (0.42, 0.91) ==
R
N=1052 w
S
< § Ticagrelor
%)
T
c__) ey =" Clopidogrel
E Ticagrelor
Patient at risk 0 60 120 180 240 300 360
Prior stroke ~ Clopidogrel  sgg 542 530 507 397 314 246
Ticagrelor 564 534 525 511 411 332 254
No prior stroke  ¢jopidogrel 8699 8318 8245 8078 6679 5124 4115
Ticagrelor 8761 8382 8289 8107 6701 5143 4162

James S et al. Circulation 2012.



Si se le hubiese administrado clopidogrel en urgencias,

¢Qué tratamiento antiagregante administraria?

1. Solo aspirina.
2. Aspirina y clopidogrel, 75 mg diarios.
3. Aspirina y prasugrel.

4. Aspirina y ticagrelor.

5. Las respuestas 3 y 4 son correctas.

Pregunta 3
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ANTIAGREGACION EN EL SCACEST

AYTRITON TIMI-38 Stl.ldy Design

ACS (STEMI or UA/NSTEMI) & Planned PCI

ASA ! N= 13,600

CLOPIDOGREL
300 mg LD/ 75 mg MD

Median duration of therapy - 12 months

PRASUGREL
60 mg LD/ 10 mg MD

TRITON: No contempla clopidogrel previo

Datos indirectos TRILOGY-ACS y TRIPLET de seguridad



Si le hemos puesto un stent recubierto,

¢Durante cuanto tiempo mantenemos la doble antiagregacion?

1. 1 mes.

2. 3 meses.

3. 6 meses.

. 9 meses.

~

. 1 ano.
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Y si el stent es no recubierto,

¢Durante cuanto tiempo mantenemos la doble antiagregacion?

1. 1 mes.

2. 3 meses.

3. 6 meses.

. 9 meses.

~

. 1 ano.




Y si el stent es no recubierto,
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1. 1 mes.

2. 3 meses.

3. 6 meses.

. 9 meses.

~

. 1 ano.




¢Durante cuanto tiempo mantenemos la doble antiagregacion?

Tabla 22
Tratamientos de rutina en las fases aguda, subaguda y a largo plazo del infarto de miocardio con elevacion del segmento ST

Recomendaciones Clase* Nivel>*  Referencias
Los fumadores activos con IAMCEST deben recibir asesoramiento y derivarse a un programa para dejar de fumar I B 225
Todos los hospitales que participen en la atencion de pacientes con IAMCEST deben tener un protocolo para dejar de fumar I C -

Se recomienda una rehabilitacién basada en el ejercicio I B 232,233
Esta indicado el tratamiento antiplaquetario indefinido con dosis bajas de aspirina (75-100 mg) en todos los pacientes con IAMCEST I 237

En pacientes intolerantes a la aspirina, el clopidogrel estd indicado como alternativa I B 243

Se recomienda la doble antiagregacién plaquetaria con una combinacién de aspirina y prasugrel o aspirina y ticagrelor (mas que aspirina I - 109, 110

y clopidogrel) en pacientes tratados con ICP

La doble antiagregacion plaquetaria con aspirina y un inhibidor oral del receptor de ADP debe prolongarse hasta 12 meses después I C 245-247,283

del IAMCEST, con un minimo estricto de:

* 1 mes para pacientes portadores de un stent convencional I C
* 6 meses para pacientes portadores de un stent farmacoactivo IIb B
En pacientes con un trombo ventricular izquierdo se debe usar anticoagulacién durante un minimo de 3 meses Ila B 344-346

G. Steg. Rev Esp Cardiol. 2013;66(1):53.e1-e46



¢Durante cuanto tiempo mantenemos la doble antiagregacion?

15 100 12
Clopidogrel
1 90 pidog
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Primary Efficacy End Point Clopidogrel 121 | 138 Events o § 80+ 8 Ticagrelor
v
« Hazard ratio, 0.81; C 704
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Clopidogrel 6795 6169 6036 5835 5043 4369 3017 Tlcagrelor 9333 8628 8460 8219 6743 5161 4147
Prasugrel 68136305 6177 5951 5119 4445 3085 Clopidogrel 9291 8521 8362 8124 6650 5096 4047

TRITON PLATO

Beneficio continuado de prasugrel y ticagrelor



STENT-SPECIFIC ISSUES

Cypher Taxus BioMatrix XienceV Resolute

sirolimus- paclitaxel- biolimus- everolimus-  zotarolimus-

eluting sent eluting stent eluting stent eluting stent eluting stent
TLR at 2 years 1% G-9% 6:3% 5-1%

Definite stent thrombosis 5% 2-7% 2-2% 0-5%
at 2 years

Cypher : ~10 ug/mm

Taxus Express . 1 ug/mm2

Biomatrix . 15.6 pg/mm
Endeavor i 10 ug/mm

Xience V : ~6 ug/mm




ANTIAGREGACION EN EL SCACEST: RESUMEN

CLOPIDOGREL

Teblofsn. c¢ Clopoogrel Boulslo LET
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Tabla 12
Medicacion antitrombética periprocedimiento en la angioplastia primaria
Recomendaciones Clase? Nivel’ Referencias
Tratamiento antiplaquetario
Se recomienda aspirina por via oral o i.v. (si no se puede deglutir) I B 133,134
Se recomienda un inhibidor del receptor de ADP ademas de la aspirina. Las opciones son: I - 135, 136
* Prasugrel en pacientes que no han tomado clopidogrel, si no hay historia previa de accidente cerebrovascular/AIT, edad < 75 afios I B 109
* Ticagrelor I B 110
. CloBidogrel, Breferiblemente cuando el Brasugrel 0 ticaﬁrelor no estén disBonibles 0 estén contraindicados I C -

G. Steg. Rev Esp Cardiol. 2013;66(1):53.e1-e46



CASO CLINICO 2

Mujer de 60 anos.

FRCV: HTA, hipercolesterolemia.
Antecedentes personales: Sin interes.
Avisa al 061 por dolor toracico.
Diagnostico: SCASEST anterior.

Tratamiento en urgencias: Aspirina, clopidogrel y
enoxaparina.

Se programa para cateterismo en 24 horas.
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Si en su hospital tiene disponibles todos los antiagregantes

¢Qué tratamiento antiagregante administraria?

1. Solo aspirina.
2. Aspirina y clopidogrel, 75 mg diarios.
3. Aspirina y prasugrel.

4. Aspirina y ticagrelor.

5. Se podria utilizar cualquiera de las anteriores pautas.

Pregunta 6
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ANTIAGREGACION EN EL SCASEST

¢Qué nos dicen las guias?

Recomendaciones para los farmacos antiplaquetarios orales

Recomendaciones

Clase2  Nivel® Ref.c

Se debe administrar AAS a todos los pacientes que no tengan contraindicaciones para una dosis de carga inicial de 150-300 mg y una dosis
de mantenimiento de 75-100 mg diarios a largo plazo independientemente de la estrategia de tratamiento

I 107, 108

Se debe afiadir un inhibidor P2Y,, al AAS lo antes posible y mantenerlo durante 12 meses, excepto cuando haya contraindicaciones, como

riesgo excesivo de sangrado

110, 130, 132

Se recomienda un inhibidor de la bomba de protones (preferiblemente no omeprazol) en combinacién con la antiagregacién plaquetaria
doble para pacientes con historia de hemorragia gastrointestinal o tlcera péptica, y es adecuado en pacientes con miltiples factores de
riesgo adicionales (infeccion por Helicobacter pylori, edad > 65 afios, uso concomitante de anticoagulantes o esteroides)

125-127

Se desaconseja la interrupcion prolongada o permanente de inhibidores P2Y,, en los 12 meses siguientes al episodio principal, excepto

cuando esté clinicamente indicado

CW. Hamm. Rev Esp Cardiol. 2012;65(2):173.e1-e55



SCASEST: ANTIAGREGACION

Ticagrelor

Ticagrelor (180-mg loading dose, 90 mg twice
daily) is recommended for all patients at
moderate-to-high risk of ischaemic events (e.g.
elevated troponins), regardless of initial

Class

treatment strategy and including those pre-
treated with clopidogrel (which should be
discontinued when ticagrelor is commenced)

Level

INDICACION “ALL

COMERS”

CW. Hamm. European Heart Journal (

) 32, 2999-3054


http://www.google.dk/imgres?q=one+size+fits+all&hl=da&sa=X&rlz=1R2GGHP_daDK421&biw=1440&bih=717&tbm=isch&prmd=ivns&tbnid=Kw4u-hlbYu1_QM:&imgrefurl=http://morganlinton.com/why-there-is-no-one-size-fits-all-development-solution/&docid=Mh8uKCLKsPuPBM&w=571&h=515&ei=Rx0tTsr5K62HmQXWtfG5Dw&zoom=1
http://www.google.dk/imgres?q=one+size+fits+all&hl=da&sa=X&rlz=1R2GGHP_daDK421&biw=1440&bih=717&tbm=isch&prmd=ivns&tbnid=Kw4u-hlbYu1_QM:&imgrefurl=http://morganlinton.com/why-there-is-no-one-size-fits-all-development-solution/&docid=Mh8uKCLKsPuPBM&w=571&h=515&ei=Rx0tTsr5K62HmQXWtfG5Dw&zoom=1

SCASEST: ANTIAGREGACION

Prasugrel

Prasugrel (60-mg loading dose, 10-mg daily
dose) is recommended for P2Y,-inhibitor-naive
patients (especially diabetics) in whom

coronary anatomy is known and who are
proceeding to PCl unless there is a high risk of
lifethreatening bleeding or other
contraindications

Class | Level
B

INDICACION MAS «RESTRINGIDA»

CW. Hamm. European Heart Journal ( ) 32, 2999-3054



CASO 2

Si no se hubiese administrado clopidogrel y
la paciente fuese diabética...

¢Qué tratamiento antiagregante administraria?

. Solo aspirina.
. Aspirina y clopidogrel, 75 mqg diarios.
. Aspirina y prasugrel.

. Aspirina y ticagrelor.

. Las respuestas 3 y 4 son correctas.

Pregunta 7
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ACS IN DM PATIENTS




CASO 2

Si no se hubiese administrado clopidogrel y
la paciente tuviese insuficiencia renal...

¢Qué tratamiento antiagregante administraria?

. Solo aspirina.
. Aspirina y clopidogrel, 75 mqg diarios.
. Aspirina y prasugrel.

. Aspirina y ticagrelor.

. Las respuestas 3 y 4 son correctas.
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CASO 2
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TICAGRELOR: CKD
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TICAGRELOR: CKD
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Y si el stent hubiera quedado mal apuesto y hubiese alto
riesgo de trombosis del stent...

¢Qué tratamiento antiagregante administraria?

1. Solo aspirina.
2. Aspirina y clopidogrel, 75 mg diarios.
3. Aspirina y prasugrel.

4. Aspirina y ticagrelor.

5. Las respuestas 3 y 4 son correctas.

Pregunta 9



PRASUGREL: STENT THROMBOSIS
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TICAGRELOR: STENT THROMBOSIS

Stent thrombosis, n (%)

Definite
Probable or definite

Possible, probable, definite

Ticagrelor  Clopidogrel HR
(n=5,640) (n=5,649) (95% ClI) P value

71(13) 106 (1.9)
118(2.1) 158 (2.8)
155(2.8) 202 (3.6)

0.67 (0.50-0.91)  0.009
0.75(0.59-0.95)  0.02
0.77 (0.62-0.95)  0.01




Y si la paciente precisara ACO (FA permanente)...

¢Qué tratamiento antiagregante (+ACO) administraria?

1. Solo clopidogrel.
2. Aspirina y clopidogrel.
3. Aspirina y prasugrel.

4. Aspirina y ticagrelor.

5. Las respuestas 3 y 4 son correctas.

Pregunta 10
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TRIPLE THERAPY
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DOUBLE VS. TRIPLE THERAPY
WOEST trial

Primary Endpoint: Total number of TIMI bleeding events Secondary Endpoint (Death, M, TVR, Stroke, ST)
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CASO CLINICO 3

Mujer de 70 anos.
FRCV: HTA, fumadora.

Antecedentes personales: SCASEST lateral, stent (3 anos
antes).

Acude a urgencias por dolor toracico.
Diagnodstico: SCASEST lateral, de alto riesgo.
Tratamiento en urgencias: Aspirina, clopidogrel y enoxaparina.

Se programa para cateterismo en 24 horas.
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Se decide tratamiento medico, mal lecho distal




Si en su hospital tiene disponibles todos los antiagregantes

¢Qué tratamiento antiagregante administraria?

1. Solo aspirina.
2. Aspirina y clopidogrel, 75 mg diarios.
3. Aspirina y prasugrel.

4. Aspirina y ticagrelor.

5. Se podria utilizar cualquiera de las anteriores pautas.

Pregunta 11
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ANTIAGREGACION EN EL SCASEST

ABSTRACT

BACKGROUND

The effect of intensified platelet inhibition for patients with unstable angina or myo-
cardial infarction without ST-segment elevation who do not undergo revasculariza-
tion has not been delineated.

METHODS

In this double-blind, randomized trial, in a primary analysis involving 7243 patients
under the age of 75 years receiving aspirin, we evaluated up to 30 months of treatment
with prasugrel (10 mg daily) versus clopidogrel (75 mg daily). In a secondary analysis
involving 2083 patients 75 years of age or older, we evaluated 5 mg of prasugrel versus
75 mg of clopidogrel.

RESULTS

At a median follow-up of 17 months, the primary end point of death from cardio-
vascular causes, myocardial infarction, or stroke among patients under the age of
75 years occurred in 13.9% of the prasugrel group and 16.0% of the clopidogrel
group (hazard ratio in the prasugrel group, 0.91; 95% confidence interval [CI], 0.79
to 1.05; P=0.21). Similar results were observed in the overall population. The pre-
specified analysis of multiple recurrent ischemic events (all components of the pri-
mary end point) suggested a lower risk for prasugrel among patients under the age of
75 years (hazard ratio, 0.85; 95% CI, 0.72 to 1.00; P=0.04). Rates of severe and intra-
cranial bleeding were similar in the two groups in all age groups. There was no sig-
nificant between-group difference in the frequency of nonhemorrhagic serious ad-
verse events, except for a higher frequency of heart failure in the clopidogrel group.

CONCLUSIONS

Among patients with unstable angina or myocardial infarction without ST-segment el-
evation, prasugrel did not significantly reduce the frequency of the primary end point,
as compared with clopidogrel, and similar risks of bleeding were observed. (Funded by
Eli Lilly and Daiichi Sankyo; TRILOGY ACS ClinicalTrials.gov number, NCT00699998.)

N ENGL ) MED 367;14 NEJM.ORG OCTOBER 4, 2012

The New England Journal of Medicine
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NON-INVASIVE STRATEGY: PRASUGREL
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ANTIAGREGACION EN EL SCASEST

Abstract

Objective To evaluate efficacy and safety outcomes in patients in the
PLATelet inhibition and patient Outcomes (PLATO) trial who at
randomisation were planned for a non-invasive treatment strategy.

Design Pre-specified analysis of pre-randomisation defined subgroup
of prospective randomised clinical trial.

Setting 862 centres in 43 countries.

Participants 5216 (28%) of 18 624 patients admitted to hospital for
acute coronary syndrome who were specified as planned for non-invasive
management.

Interventions Randomised treatment with ticagrelor (n=2601) versus
clopidogrel (2615).

Main outcome measurements Primary composite end point of
cardiovascular death, myocardial infarction, and stroke; their individual
components; and PLATO defined major bleeding during one year.

Results 2183 (41.9%) patients had coronary angiography during their
initial hospital admission, 1065 (20.4%) had percutaneous coronary
intervention, and 208 (4.0%) had coronary artery bypass surgery.
Cumulatively, 3143 (60.3%) patients had been managed non-invasively
by the end of follow-up. The incidence of the primary end point was lower
with ticagrelor than with clopidogrel (12.0% (n=295) v 14.3% (346);
hazard ratio 0.85, 95% confidence interval 0.73 to 1.00; P=0.04). Overall

mortality was also lower (6.1% (147) v 8.2% (195); 0.75, 0.61 to 0.93;
P=0.01). The incidence of total major bleeding (11.9% (272) v 10.3%
(238); 1.17, 0.98 to 1.39; P=0.08) and non-coronary artery bypass
grafting related major bleeding (4.0% (90) v 3.1% (71); 1.30, 0.95 to
1.77; P=0.10) was numerically higher with ticagrelor than with clopidogrel.

Conclusions In patients with acute coronary syndrome initially intended
for non-invasive management, the benefits of ticagrelor over clopidogrel
were consistent with those from the overall PLATO results, indicating
the broad benefits of P2Y12 inhibition with ticagrelor regardless of
intended management strategy.

Trial registration Clinical trials NCT00391872.

Introduction

In patients with non-ST elevation acute coronary syndrome with
moderate to high risk characteristics, current guidelines
recommend an invasive strategy with angiography followed by
percutaneous coronary intervention or coronary artery bypass
grafting if appropriate.' > However, the Invasive versus
Conservative Treatment in Unstable Coronary Syndromes
(ICTUS) trial supports a conservative, non-invasive strategy
with intensive medical treatment and invasive procedures only
in case of signs or symptoms of ischaemia,’ and this is




NON-INVASIVE STRATEGY: TICAGRELOR
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