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Tienopiridinas

Primera generacién

1889
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Ticlopidina
Administracion: oral
Conversion metabolica: si
Reversible: no

Vida media: 30-50 h
Duracion accion: 5-10 dias

Segunda generacidn
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Clopidogrel
Administracion: oral
Conversion metabalica: si
Reversible: no

Vida media: 7 h

Duracion accion: 5-10 dias

Analogos de nucledsido/nucledtido

Ciclo-pentil-triazol-pirimidina

LK
Cx)
HO OH
Ticagrelor
Administracion: oral
Conversion metabdlica: no
Reversible: si

Vida media: 12 h
Duracion accion: 1 dia

Analogo del trifosfato de adenosina
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Cangrelor
Administracion: parenteral
Conversion metabdlica: no
Reversible: si

Vida media: 2-5 min
Duracion accion: 1 h

Tercera generacion
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Prasugrel
Administracion: oral
Conversion metabalica: si
Reversible: no
Vida media: 3,5 h
Duracién accion: 5-10 dias

Sulfonilurea

Elinogrel

Administracion: oral y parenteral

Conversion metabdlica: no

Reversible: si

Vida media: oral, 12-14 h; parenteral, 50 min
Duracién accidn: oral, 1 dia; parenteral, 2 h



PLATO study design PLATO

NSTE-ACS (moderate-to-high risk) STEMI (if primary PCI)
Clopidogrel-treated or -naive;

randomised within 24 hours of index event
(N=18,624)

Clopidogrel
If pre-treated, no additional loading dose;
if naive, standard 300 mg loading dose,
then 75 mg qd maintenance;
(additional 300 mg allowed pre PCI)

Ticagrelor
180 mg loading dose, then
90 mg bid maintenance;
(additional 90 mg pre-PCl)

Primary endpoint: CV death + Ml + Stroke
Primary safety endpint: Total major bleeding

PCI = percutaneous coronary intervention; ASA = acetylsalicylic acid;
CV = cardiovascular; TIA = transient ischaemic attack U( R




PLATO inclusion criteria PLATO

* Hospitalisation for STEMI or NSTEMI ACS, with onset during the
previous 24 hours

* With STEMI, the following two inclusion criteria were required
— Persistent STEMI or new LBBB
— Primary PCI planned

* With NSTEMI ACS, at least two of the following three were required
— ST-segment changes on ECG indicating ischaemia
— Positive biomarker indicating myocardial necrosis
— One of the following risk indicators
« 260 years of age
* Previous Ml or CABG
* CAD with 250% stenosis in 22 vessels
« Previous ischaemic stroke, TIA, carotid stenosis (250%)
» Diabetes mellitus

» Peripheral artery disease
« Chronic renal dysfunction (creatinine clearance <60 mL/min)

LBBB = left bundle branch block; ECG = elctrocardiogram; CABG = coronary artery bypass graft;
CAD = coronary artery disease U( R




Primary efficacy endpoint over time

(composite of CV death, Ml or stroke)

Clopidogrel

Ticagrelor

Cumulative incidence (%)
S

HR 0.88 (95% CI 0.77-1.00), p=0.045
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0 10 20 30
Days after randomisation
No. at risk
Ticagrelor 9,333 8,942 8,827 8,763
Clopidogrel 9,291 8,875 8,763 8,688

5.43
4.77

Cumulative incidence (%)

*Excludes patients with any primary event during the first 30 days
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5.28

Ticagrelor

HR 0.80 (95% CI 0.70-0.91), p<0.001

31 90 150 210 270 330
Days after randomisation’

8,673 8,543 8,397 7,028 6,480 4,822

8,688 8,437 8,286 6,945 6,379 4,751

UCR




HR = 0.83 (0.73, 0.94)
n=7,955
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CLOP: 3950 (341) 3525 (82) 3362 y 2653 (37)
TICAG: 4005 (279 3624 (30) 3465 y 2783 (31)
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HR = 0.96 (0.75, 1.22)
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CLOP: 15683 (73) {31) 1403 {18) 1085
TICAG: 1549 (82} {19} 1379 {14} 1070
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Therapeutic considerations PL AT'O

 Based on 1,000 patients admitted to hospital for ACS, using
ticagrelor instead of clopidogrel for 12 months resulted in

— 14 fewer deaths

— 11 fewer myocardial infarctions

— 6-8 fewer cases with stent thrombosis

— No increase in bleedings requiring transfusion

— 9 patients may switch to thienopyridine treatment because
of reversible symptoms of dyspnoea

* Treating 54 patients with ticagrelor instead of with clopidogrel
for one year will prevent one event of CV death, Ml or stroke




PLATO:

Planned Invasive vs Medically Managed Patients

All patients (N = 18,624)

Planned invasive (n = 13,408)

Ticagrelor (n = 6732)

Clopidogrel (n = 6676)

Planned non-invasive (n = 5216)

Ticagrelor (n = 2601)

Clopidogrel (n = 2615)

Unstable angina
(n=676)

Other(n=197)
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PLATO Substudy:
Primary Composite Endpoint
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Number at Risk
Invasive
Ticagrelor 6732

Clopidogrel 6676

Non-invasive

Ticagrelor 2601
Clopidogrel 2615
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60 120 180 240 300

Days After Randomization

6236 6134 5972 4889 3735
6129 6034 5881 4815 3680

2392 2326 2247 1854 1426
2392 2328 2243 1835 1416

James S, et al. BMJ. 2011;342:d3527.

1
360

3048
2965

1099
1109

héart.

fraam WD

Medscape

EDUCATION



Primary efficacy endpoint by clopidogrel PLATO

loading dose Invasive
Hazard KM % at
Ratio  Total Month 12 p value
Characteristic (95% CI) Patients Ti. CI. HR (95% Cl) (Interaction)
Clopidogrel loading dose 0.917

(Pre-rand. + Study drug)

300mg  *| 9314 95 11.2 0.85 (0.74, 0.96)
600mg  +| 4091 80 9.5 0.83 (0.67,1.03)

0.2 0.5 1.0 2.0
D —— E ——

Ticagrelor better  Clopidogrel better



DIOCLES

e 10de enero-15junio 2012

e 70 centros aleatorizados
— 35% Unidad criticos y hemodinamica

— 45% solo unidad de criticos
— 20% sin unidad de criticos ni hemodinamica

2557 pacientes
— SCACEST 788 pac (30,8%)
— SCASEST 1602 pac (62,7%)
— Inclasificables 167 pac (6,5%)
 Mayor prescripcion farmacos al alta. Clopidogrel incremento del
22,8% respecto a MASCARA
 Aumento tasa de revascularizacion hasta el 82% desde el 68%

previo (MASCARA)




Classes of

recommendations Definition Suggested wording to use

Level of Data derived from multiple randomized
evidence A | clinical trials or meta-analyses.

Data derived from a single randomized
clinical trial or large non-randomized
studies.

Level of
evidence B

Consensus of opinion of the experts and/
or small studies, retrospective studies,
registries.

Level of
evidence C




2014 ESC/EACTS Guidelines on myocardial
revascularization

The Taslk Force on Myocardial Revascularizacion of the European
Socicty of Cardiology {ESC) and the Eurepcan Association
for Cardio-Thoracic Surgery {EACTS)

Doveloped with the special contribution ofthe European Association of
Percutanecus Cardiovascular Intervencions (EAPCI)

Lt Sl Bebpania e RIESGO INTERME

2. Cyramic 5T- or T-wave changes [symooomes or slleng
1, GRACE score =140

— Al menos un factor

4 Diabetes melltus secundario de alto riesgo

5, Reral insufficiency (efabR 260 mLfmind 173 m") ’

6. Reduced LY funczion (ejecton fracton <40%) —_ 24— 7 2 h oras

7. Barly post-Infarcton angna

e e RIESGO BAJO

|0 Irtermedizta ta high GRACE risk seore (hitpoteww.pracescors.ong)

— Resto de pacientes

RIESGO ELEVADO

— Un factor primario de
alto riesgo

— 2-24 horas

— Test no invasivo

— Antes del alta
hospitalaria.



Recommendations for antithrombotic treatment in patients with NSTE-ACS undergoing PCI

Clazs* | Lewe|Y

Recommendations
Antiplatelet therapy

ASA is recommended for all patients without contraindications at an initial oral loading dose of 150300 mg
por B0—150 mg 1v ), and at a maintenance dose of 7h—100 mg dalty long-tern regardless of treatment stracegy.

A P2Y , inhibitor is recommended o addition to A, and maintined over 12 manths unless there are
contralndlcatlons such as exceszive risk of bleeding, Optlcns are:

* Prasugrel (60 mg lcading dosze, 10 mg dallky dose) In patlents In whom coronary anatcmy 15 known and who are
pracecding to PCIH o contraindication.

cagrelor are not avallable or are

s Clopidagrel (600 mg loading
contraindicated.
GF Hk'lla anmgonists should be considered for bail-out. situation or thrombaotic complications.

Pre-reamrnent with prasugrel In patlents In whom coranary anatomy not knawn, 5 not recommended.

Pre-trestrment with GP lIk{z antaponists in patients in not known, is not recommended.




Recommendations for antithrombotic treatment in patients undergoing PCI who require oral anticoagulation

Recommendations Class* | Lewvel"

Ref”

In padiencs with a fiern indicacion for oral andeoagulaticn {e.g atrlal fibrilladon with CHADS:-VASC soore =1,
venous thromboembolism, LY thrombus, or mechanical valve prosthesis}, oral antcoagulztion is
rezommended inaddition to antiplicelet thermpy,

Mewegenaration DES are preferred over BMS among paticnis requiring oml anticoapulation if bleading risk is

low (HAS-BLED =3}, i

In patients with $CAD and atrial fbrllation with CHADS: VASe score 22 at low bleading risk {HAS-BLED
=1}, initinl eriple cherapy of (MPOAC and ASS (75 100 mp'day) and clopidoprel 75 mgiday should be
cansidered for a duradon of at least one month after BMS cr new-genaracian DES fallowed by dual cherapy
weith (MPCWE and azpirin 75-100 mg'day or clopidagrel (75 mg'day] condnued vz oo 12 monchs,

Ia

DAPRT should be considered as aleermasive oo initial criple tharapy for patients wich SCAD and atrial fibrilladon

with 3 CHADS-VAS: score 1 L

In padencs with ACE and atrial fibrillation at low Bleeding risk [HAS-BLEDR=2), Inidal triple therapy of
(IOAC and ASA (75 100 me'day} and clogidoprel 75 meiday should be considerad for o duration of
& manths Irrespective of spenc type followed by (MDA and aspirin T5—100 mgiday ar clopidogrel
{75 mg/day) condnued up oo 12 moenchs,

Mla

In patiencs requiring cral antlcoagulation ac high bleeding risk {HAS BLED =3, wiple therapy of (MICAC and
A58 (75-100 mg'day) and clopldegral 75 mpfday should be considered for a duratlen of one monch folloosed
b (MYOAC and aspirin 75100 mgfday or clopidegrel (75 mefday) irrespecdve of clinicl satting (SCAD or la
B3] and srent type [BMS or new-generation CHES).

Dual cherapy of [MJOAC and clopidoprel 75 mgfday may be considered as an altemative to inisal triple
thempy in selecte

Anticoagula

In zelected patients who recebve A54 and cloplidogrel, lowe-dose rivarceaban (2.5 mg oeice daily) may be

cansidered in the setting of PC far ACS if the patient is at low bleeding risle, 4

Anticoagulation during PCI in patients on oral anticoagulation

B, 870

455

It is recommended to wse addicional parentem| anticoapulition, regardless of the tming of the last dose of

(NJOAC.

Periprocedural parenceral ancicoagulants (bivalirading enoxaparin cr UFH) should be discontineed

Immedlacaly after primary PCL lia
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Aspirin

e Non-—enteric-coated aspirin to all patients | 162 mg—325 mg
promptly after presentation
e Agpirin maintenance dose continued
indefinitely
P2Yi: inhibitors

e C(Clopidogrel loading dose followed by 75 mg
daily maintenance dose in patients
unable to take aspirin

e P2Y12 inhibitor. in addition to aspirin,
for up to 12 mo for patients treated
initially with either an early invasive or
initial ischemia-guided strategy:

(288-290)

81 mg/d—162 mg/d (288-290)

—  Clopidogrel 300-mg or 600-mg loading 5
dose. then 75 mg/d RRDEA)
—  Ticagrelor* 180-mg loading dose. then 90
me BID (293, 294)

e P2Yy; inhibitor therapy (clopidogrel,
prasugrel, or ticagrelor) continued for at
least 12 mo in post—PCI patients treated
with coronary stents

e Ticagrelor in preference to clopidogrel
for patients treated with an early invasive N/A
or ischemia-guided strategy

GP IIb/IIIa inhibitors

e GP IIb/II1a inhibitor in patients treated
with an early invasive strategy and e Preferred options are Hb
DAPT with intermediate/high-risk eptifibatide or tirofiban o
features (e.g.. positive troponin)

(293, 296,
302, 330,
331)

N/A

(293, 294)

(43, 94,
295)
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