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FDA Question p1FDA Question p1--2; Benefit2; Benefit

1.1 Ordinarily, the investigator reported 
events and the adjudicated events differed 
little, but, in TRITON, only about half of 
the events were identified by investigators.



C.Cannon,et al, NEJM; 2004

PROVEPROVE‐‐IT MI DefinitionIT MI Definition

MI rate 6.6-7.4% @ 18-36 months



JUMBO MI Definition JUMBO MI Definition 

S. Wiviott, et al. Circulation 2005
MI rate 7.9% @ 1 month



Was TRITON Justified by JUMBO?

S. Wiviott, et al. Circulation 2005



TRITON MI DefinitionTRITON MI Definition

S. Wiviott, et al. Am Heart J; 2006
MI rate 9.7% @ 6-15 months



MI Rates and the Timing of the TrialMI Rates and the Timing of the Trial
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CV Death, MI, Stroke Timing of LD

0.87 (0.71-1.07)
Pre PCI

(N=3370)

During PCI

(N=2380)

Post PCI in lab

(N=3833)

< 1 hr post lab

(N=3552)

0.76 (0.62-0.93)

0.93 (0.73-1.19)

0.75 (0.60-0.93)

Prasugrel Better Clopidogrel Better

TIMI Study Group. http://www.cecentral.com/activity/1056



3.1p.4 3.1p.4 Net Clinical Benefit ?Net Clinical Benefit ?
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FDA Question p.4; RiskFDA Question p.4; Risk

2.2. Cancer was somewhat more 
commonly reported in the prasugrel 
group than in the clopidogrel group.



PF‐4 release, NOS blockade

P‐selectin, GP I, 

GP IIb/IIIa activation 

VEGF stimulation 

PAF modulation

Formation of platelet – tumor cells aggregates

Stimulation of neoplasm angiogenesis

Modulation of  cancer expansion 

Prevention  of metastasis

CD 44/CD47 expression 

Leukocyte attraction 

MMP‐1 release, 

PAR‐1 stabilization

INCREASED CANCER RISKS

AFTER PRASUGREL

Chemical carcinogenicity  (highly unlikely)

Stimulation of existing tumor growth (unlikely)

Promoting metastasis (most likely)

Prasugrel and increased cancer risks?



Number of New First Cancers in TRITONNumber of New First Cancers in TRITON
CANCER Prasugrel Clopidogrel

Breast
Colorectal
Esophagus
Gall Bladder
Lung
Prostate
Sarcoma
Skin
Brain 
Unknown/Other

5
19
5
2

21
10
2

10
2
7

1
8
2
0
13
8
0
14
0
2

TOTAL 119 87

FDA Clinical Review, Marciniak TA, p.44
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