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Cardiac death (%) 0.0 1.2 0.09

Nonfatal MI (%) 1.3 4.1 0.04

Death/Nonfatal MI (%) 1.3 4.9 0.01

(1o EP, not powered)

Pfisterer M et al. J Am Coll Cardiol. 2006;48:2584-2591.
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Duke Landmark 6-month Analysis
Adjusted Cumulative Rates of Death or Nonfatal MI

Eisenstein EL et al. JAMA. 2007;297:159-168. 
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Prasugrel: More Effective Platelet Inhibition

Prasugrel vs Clopidogrel1
• More potent  
• More rapid in onset  
• More consistent inhibition of 

platelet aggregation (IPA) 

IPA in healthy subjects2
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• Less frequent poor IPA 
response

• More efficient generation of 
its active metabolite 

1. Wiviott SD et al. Am Heart J. 2006;152:627-635.
2. Payne CD et al. Am J Cardiol. 2006;98:S8. Time Post-dose (Day/Hour)
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Brandt JT. Am Heart J. 2007;153: 66e9.

TRITON-TIMI 38 Study Design

Double-blind

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

PRASUGRELCLOPIDOGREL

N=13,600

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

Median duration of therapy - 12 months

Wiviott SD et al. Am Heart J. 2006;152:627-635. 

UTVR = urgent target vessel revascularization; NSTEMI = non-ST segment elevation MI 
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TRITON TIMI-38: Balance of Efficacy and Safety

HR 0.81
(0.73-0.90)
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TRITON TIMI-38: Stent Thrombosis 
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Prasugrel vs High Dose Clopidogrel
PRINCIPLE-TIMI 44
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Adapted from Wiviott SD et al. Circulation. 2007;116:2923-2932.
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TRA-PCI: SCH 530348 
PCI Cohort—TIMI Major/Minor Bleeding 
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Moliterno et al. Presented at American College of Cardiology 56th Annual Scientific Session, 2007; New Orleans, LA.
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Conclusions

• The primary therapeutic goal of ACS is to prevent 
ischemic events by treating platelets

• Platelet activation, aggregation, and reactivity correlate to 
disease activity and ischemic events in ACS

• PCI is inherently thrombogenic due to thrombin 
generation and platelet activation

• Antiplatelet therapy has been shown to decrease platelet 
activation, aggregation, and reactivity by interfering at 
various steps of the platelet cascade
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• Variability of response to antiplatelet therapy may be due to:
– Drug resistance 
– Drug-drug interactions
– Genetic polymorphisms of platelet receptors or CYP450 enzymes

• Strategies to overcome variable responses include 

Conclusions (cont)(cont)

– Increasing the dose
– Adding antiplatelet therapy from another class
– Selecting an antiplatelet therapy with greater inhibition of platelet 

aggregation (IPA)
• Newer antiplatelet agents have improved outcomes versus 

older antiplatelet agents, but at a risk of increased major 
bleeding events
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