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Dual Antiplatelet Therapy for Stenting

1.6

5.7

0.5

5.86.2

8.6

2.7

11

0

2

4

6

8

10

12

ISAR FANTASTIC STARS MATTIS

Dual Antiplatelet Therapy Oral Anticoagul. Therapy

MACE, %

ISAR, NEJM 1996
FANTASTIC, Circ 1998

STARS, NEJM 1998
MATTIS, Circ 1998

In addition, drastic reduction in bleeding!!!



A Patient with Stent Thrombosis
and Clopidogrel Resistance



A Patient with Stent Thrombosis
and Clopidogrel Resistance

Beckerath et al, Thromb Haemost 2005
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A Patient with Stent Thrombosis
and Failed Metabolization of Clopidogrel
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Prasugrel
A New Alternative to Clopidogrel

Mega et al, AHA 2009

Cardiovascular Death, MI, or Ischemic Stroke by CYP2C19 Genotype

Stent Thrombosis by CYP2C19 Genotype



Prasugrel
A New Alternative to Clopidogrel

Schomig A. NEJM 2009



Prasugrel vs. Clopidogrel
Platelet Inhibition

Prasugrel
PRINCIPLE-TIMI 44, Circ 2007



Prasugrel vs. Clopidogrel
TRITON-TIMI 38

Double-blind

ACS (STEMI or UA/NSTEMI) & Planned PCI
ASA

PRASUGREL
60 mg LD/ 10 mg MD

CLOPIDOGREL
300 mg LD/ 75 mg MD

1o endpoint: CV death, MI, Stroke
2o endpoints: CV death, MI, Stroke, Rehosp-Rec Isch

CV death, MI, UTVR
Stent Thrombosis (ARC definite/prob.) 

Safety endpoints:  TIMI major bleeds, Life-threatening bleeds
Key Substudies: Pharmacokinetic, Genomic

Median duration of therapy - 12 months

13,608 patients13,608 patients



TRITON-TIMI 38
Primary Endpoint

TRITON-TIMI 38, NEJM 2007

TRITON-TIMI 38, NEJM 2007
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TRITON-TIMI 38
Primary Endpoint
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TRITON-TIMI 38
Periprocedural and Spontaneous MI

Morrow et al, Circ 2009



TRITON-TIMI 38
Early and Late MI

Morrow et al, Circ 2009
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TRITON-TIMI 38
Stent Thrombosis

Wiviott et al, Lancet 2008
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TRITON-TIMI 38
Early and Late Stent Thrombosis

Wiviott et al, Lancet 2008
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TRITON-TIMI 38
Safety Endpoint
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TRITON-TIMI 38, NEJM 2007
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TRITON-TIMI 38
Safety Endpoint



TRITON-TIMI 38
Net Clinical Benefit
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TRITON-TIMI 38
Net Clinical Benefit

TRITON-TIMI 38, NEJM 2007



TRITON-TIMI 38
STEMI Subset

Montalescot et al, Lancet 2009

All ACS/PCI 
patients

N=13.608

UA/NSTEMI
patients

N=10.074

STEMI patients

N=3.5342

Primary PCI3

N=2.438 (69%)

Secondary PCI4

N=1.094 (31%)

Clopidogrel

N=1.235

Clopidogrel

N=530

Prasugrel

N=1.203

Prasugrel

N=564



TRITON-TIMI 38
STEMI Subset

Montalescot et al, Lancet 2009
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TRITON-TIMI 38
STEMI Subset

Montalescot et al, Lancet 2009
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TRITON-TIMI 38
STEMI Subset

Montalescot et al, Lancet 2009
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TRITON-TIMI 38
Diabetic Subset

Wiviott et al, Circ 2008

Primary endpoint: CV death, nonfatal MI, nonfatal stroke



TRITON-TIMI 38
Diabetic Subset

Wiviott et al, Circ 2008

Stent Thrombosis



TRITON-TIMI 38
Diabetic Subset

Wiviott et al, Circ 2008

TIMI Major Bleeding



Prasugrel vs Clopidogrel

In the majority of patients with ACS undergoing PCI, 
prasugrel is a superior alternative to clopidogrel

The role of prasugrel in patients with stable CAD 
undergoing PCI waits for evaluation



Platelet Function Testing After Clopidogrel
Hyporesponsivenes and Thrombosis
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“Standard 
Therapy” 

Clopidogrel 75 mg

“Clopidogrel arm”
Placebo LD

Clopidogrel 75 mg MD
+ Prasugrel placebo 

“Prasugrel arm”
Prasugrel 60 mg LD
Prasugrel 10 mg MD

+ Clopidogrel placebo 

Successful PCI with DES without major complication and NO GPIIb/IIIa use

Post-PCI VerifyNow P2Y12 Assay (PRU)

Non-Responder

Clinical Follow-up and blinded VerifyNow Assessment at 90 days, 180 days

Primary Endpoint: 6 month CV Death and MI

Yes No

N ~6800

N = 1075A

Flow-chart TRIGGER-PCI Study

ResponderPRU > 208

N = 1075B C

N = 2,150     ® 33%

N = 4650

Non-interventional 
study (Registry)


