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Study Design

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

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

Median duration of therapy ~ 12 months

N= 13,600
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AZD 6140: Key Properties
• Thienopyridine (P2Y12 antagonist)
• Does not require activation (very rapid 

onset ~20-30 mins)
• Short half-life requires 2x/day dosing
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PLATO
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Vascular Events
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AZD6140 BIDAZD6140 BID Clopidogrel 
75 mg QD

Clopidogrel 
75 mg QD

Primary Endpoint: Time to first occurrence of the composite of 
death, MI or stroke.

Primary Safety Endpoint: Major bleeding

Primary Endpoint: Time to first occurrence of the composite of 
death, MI or stroke.

Primary Safety Endpoint: Major bleeding

Double-blind, double-dummy
Mean f/u ~12.5 months. Range 6-24
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TRA: Key Properties
• Himbacine derivative, originally isolated from bark of 

the Australian magnolia

• Oral inhibitor of platelet thrombin receptor (not a 
thrombin inhibitor)

• Preclinical studies demonstrate inhibition of platelet 
aggregation, without change in other coagulation 
parameters (PT, PTT, bleeding time, etc.)
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Study Design
Non-Urgent PCI or Cath possible PCI (All Receive Aspirin)

Randomization #1 — 3:1 SCH530348:Placebo (Single Loading Dose)
Sequential Groups: 1=10 mg; 2=20 mg; 3=40 mg, or Placebo

No PCINo PCI****

Randomization #2 1:1:1
Maintenance Therapy Once Daily for ~ 60 days

SCH 530348 Loading Dose → SCH 530348
Or Placebo Loading Dose → Placebo

Safety:  TIMI Major plus Minor Bleeding
Efficacy: Death/MACE

Safety: TIMI Major plus Minor Bleeding 

*  *  Primary Evaluable CohortPrimary Evaluable Cohort ****Secondary Evaluable CohortSecondary Evaluable Cohort

Cardiac Catheterization
Planned PCI (All Receive ASA,  Clopidogrel, and Antithrombin)

CABG

Quantify 
Postoperative Chest-

Tube Drainage, 
Transfusions, and 

Re-exploration

Medical 
Management

0.5 mg
n~100

1 mg
n~100

2.5 mg
n~100

Placebo
n~100

SCH 530348



6060--Day Death or MIDay Death or MI

8%8%

00

4%4%

All TRAAll TRA
n=422n=422

4.5%4.5%

Ischemic EventsIschemic Events

2%2%

6%6%

10%10%

PlaceboPlacebo
n=151n=151

7.3%7.3%

10 mg10 mg
n=129n=129

20 mg20 mg
n=120n=120

40 mg40 mg
n=173n=173

5.4%5.4%

4.2%4.2% 4.0%4.0%

SCH 530348SCH 530348

p = 0.19
p = 0.53

p = 0.28 p = 0.20

p- value relative to placebo



TIMI Major/Minor BleedingTIMI Major/Minor Bleeding

4%4%

00

2%2%

All TRAAll TRA
n=422n=422

2.8%2.8%

Bleeding EventsBleeding Events

1%1%

3%3%

5%5%

PlaceboPlacebo
n=151n=151

3.3%3.3%

10 mg10 mg
n=129n=129

20 mg20 mg
n=120n=120

40 mg40 mg
n=173n=173

1.6%1.6%

2.5%2.5%

4.0%4.0%

SCH 530348SCH 530348

p = 0.77

p = 0.35

p = 0.70

p = 0.73

p- value relative to placebo



TRA Phase III Trials

TRA-ACS
TRA 40mg Load, 

2.5mg QD

Placebo

1° Endpoint: 
CV death, MI, rehosp

for ACS, urgent 
revasc, stroke.

Minimum 1 year f/u

TRA 2P – TIMI 50
TRA 2.5mg QD

Placebo

1° Endpoint: 
CV death, MI, urgent 

revasc, stroke.
Minimum 1 year f/u

In addition to std. tx, 
including ASA and 

clopidogrel

19,500 Patients with 
prior MI, stroke or 

PVD

10,000 Patients with 
ACS



• While current antiplatelet therapies are efficacious, 
there is substantial room for improvement.

• The TRITON trial is the first to demonstrate that 
greater, more rapid, and more uniform platelet 
inhibition improves antithrombotic efficacy, but it does 
come at the price of greater major bleeding. 

• Over the next several years, the results of multiple 
large scale clinical trials involving at least half a dozen 
novel antiplatelet agents and nearly 100,000 patients 
will have a major impact on our ability to better treat 
the ACS and PCI patient. 

Emerging Platelet Inhibitors for PCI/ACS


