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TRITON STEMI-PCI

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 Braunwalg, Sabina A Murphy, C Michael Gibsen, Carolyn H McCabe, Elfiott M Antman,
for the TRITON-TIMI 38 investigators

Clopidogrel  Prasugrel Hazard ratio (95%Cl) p

Efficacy endpoints

Primary endpoint (cardiovascular death, non-fatal myocardial infarction, non-fatal stroke)
All STEMI cohort 166 (9-5%) 115 {6-5%) 0-68 (0-54-0-87) 0-0017
Pnmary Pl 101 (8-2%) 79 {6-6%) 0-80 (0-60-1-08) 0-1440
Secondary PCI 65 (12-3%) 36 (6-4%) 0-50 (0-34-0-76) 0-0008




PLATO STEMI: All Cause Mortality
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No. at risk Months
Ticagrelor 4,201 4,005 3,962 3,876 3,150 2,413 1,993
Clopidogrel 4,229 4,029 3,989 3,912 3,195 2,471 1,980

Cl=Confidence Interval; HR=Hazard Ratio; K-M=Kaplan-Meier; PLATO=PLATelet Inhibitiion and Patient Qutcomes; STEMI=ST-Elevation Myocardial Infarction



TRITON-TIMI 38: Mortality In STEMll.
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Tratamiento en subgrupos

Riesgo bajo

Riesgo moderado-alto

Estrategia invasiva

Estrategia no invasiva
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Trombosis de stent

Diabetes mellitus
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Ictus

Riesgo hemorragico elevado

Uso de anticoagulacion oral

Edad > 75 anos

Peso < 60 kg

CRC

D. Vivas et al / Rev Esp Cardiol Supl. 2013;13(B):29-34




Study population

Prior clopidogrel
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Timing of randomization

Randomization

Administration of study drug
Primary efficacy endpoint
Primary safety endpoint

PCI

CABG

Medical management (no revasc)
libllla use
Follow-up
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13,608

Early invasively managed ACS scheduled for PCI
(including STEMI and STEMI patients undergoing

same admission PCI)
Symptom onset within past 72 hours

Excluded

26% (18% undergoing primary PCI)
Later
After angiography
After decision to perform PCI

Prasugrel 60 mg load; 10 mg qd
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Clopidogrel 300 mg load; 75 mg qd
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18,624

Broad ACS population (including
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Allowed (including in-hospital Rx prior
10 randomization)
40.5% (all intended for primary PCI)

Early
Before angiography (if done)

Ticagrelor 180 mq load; 90 mgq bid
or

Clopidogrel 300-600 mg load; 75 my
qd
Started immediately after
randomization

CV death/Ml/stroke
PLATO major bleeding
61%
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10.2%
(4.5 % on primary admission)
3%
27%
Up to 12 months



PCI CURE

Overall Long-Term Results

Composite of cardiovascular death or Ml from randomization to end of follow-up
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DAPT prevented 22CV events/1000 Pts during the 12 months

90% (11CV events/1000) in the first 30 days

50% of the benefit ocurred from 1 month to 12 months
9 of the 11 prevented CV events ocurred between 1 & 3 months

Only 2 CV events/1000 pts were prevented between 3 & 12

months

That works out to a NN T of 500 for the time period 3-12 months
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Event Rate
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PLATO il Safety of Long Term DAPT
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Days from first IP dose

K-M estimated rate (% per year)
@)

No. at risk
Ticagrelor 9,235 7,246 6,826 6,545 5,129 3,783 3,433
Clopidogrel 9,186 7,305 6,930 6,670 5,209 3,841 3,479

Wallentin L et al. N Engl J Med 2009;361:1045-57.



Timing of Benefit
Landmark Analysis
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PLATO | Prlmary efficacy endpoint over tim
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0 HR 0.88 (95% CI 0.77-1.00), p=0.045 ) HR 0.80 (95% CI1 0.70-0.91), p<0.001
0 10 20 30 31 90 150 210 270 330
Days after randomisation Days after randomisation®
No. at risk
Ticagrelor 9,333 8,942 8,827 8,763 8,673 8,543 8397 7,028 6480 4,822
Clopidogrel 9,291 8,875 8,763 8,688 8,688 8437 8286 6,945 6,379 4,751

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

Wallentin L et al. N Engl J Med 2009;361:1045-57.
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LEADERS

The purpose of Global LEADERS is to compare:

Standard 12 months of DAPT following PCI

(and subsequent maintenance [12 month]

antiplatelet therapy with ASA)
with
A new regimen involving 30 days of DAPT
with ASA + ticagrelor

(and subsequent maintenance [23 month] therapy with ticagrelor)

In an all-comers population undergoing PCI

with unrestricted biolimus eluting stent (BES) use




ASA

All-Comers PCI Population

ACS and Elective/Stable patients
(n=16,000)

Ticagrelor

Biolimus-eluting stent (BES)
BioMatrix Flex ™

1:1 Randomization, Open-Label Design

J l

Study Treatment Strategy Reference Treatment Strategy

12-months DAPT
1-month ACS pts (ASA + Ticagrelor)
ASA + Ticagrelor Elective pts (ASA + Clopidogrel)

23-months 12-months
monotherapy Ticagrelor monotherapy ASA

¥ ¥
Primary Endpoint
Study treatment strategy superior to
reference treatment strategy on cumulative 2 year
composite of all cause mortality and new Q-wave Ml

GL#BAL
LEADERS

ASA  Ticagrelor Clopidogrel

[Mot [Only
allowed in in elective
elective pts]

pis]




PEGASUS TIMI 54 I.

Pacientes con IM en los 1-3 ailos y
con al menos un factor de riesgo aterotrombaético
(n=21,000)

Ticagrelor 60 mg BID Ticagrelor 90 mg BID Placebo
+ 75-150 mg ASA + 75-150 mg ASA + 75-150 mg ASA

Minimo de 12 meses de seguimiento




CONCLUSIONES

= Los nuevos antiagregantes nos dan
la opcion de adaptar el tipo de
tratamiento al tipo de paciente

= A diferencia de clopidogrel, ambos,
aunque sobre todo ticagrelor,
mantienen e incluso incrementan
la eficacia en el seguimiento.

= La seguridad no parece verse
comprometida



La importancia del tratamiento I.
“a medida”







