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New Solid Cancers in CAPRIE

Number at risk
rx = aspirin 9553
rx = clopidogel 9543

|
18
month

8443 7680 5296
8424 7658 5276
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3800 1774

rx = aspirin

rx = clopidogel

36

865
853




Solid Cancers In TRITON

Fraction of Subjects

Number at risk
rx=Clopidogrel 6795 6508 6439 6327
rx=Prasugrel 6813 6558 6463 6318

rx=Clopidogrel

The FDA Secondary Prasugrel Review, 2009

8 10 12
months

5773 5120 4773
5725 5097 4729

rx=Prasugrel




Solid Cancers in Women in TRITON
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8 10 12
months

Number at risk
rx=Clopidogrel 1818 1727 1700 1669 1526 1345 1249 1105
rx=Prasugrel 1705 1624 1589 1549 1389 1213 1112 991

rx=Clopidogrel ——%=Prasugrel

The FDA Secondary Prasugrel Review, 2009



DAPT Trial Cancers

Solid cancer events RR (95% CI)
1.20 (0.85, 1.69)

1.30 (0.76, 2.24)

5 2
control worse drug worse

Death in patients with solid cancers

_— 2.89 (1.36, 6.16)

1.00 (0.35, 2.85)

5 2 4
control worse drug worse

Non-cardiovascular mortality
1.91(1.16, 3.16)

1.17 (0.54, 2.52)

control worse




GUSTO Bleeding in DAPT Trial (The FDA Analyses):
Massive Prasugrel Discontinuations?

| copdogrel | g | ciher
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*RR = risk ratio 30m/12m

The FDA DAPT Review, 2014




Solid Cancers after Thienopyridines

CREDO
DAPT-C
DAPT-P

TRITON

Overall (l-squared = 0.0%, p = 0.831)

2
control worse

drug worse

%

RR(95%CI)  Weight

1.35(0.69,261) 8.94

1.20 (0.85, 1.69) 3592

130 (0.76,2.24) 13.77

149(1.10,202) 4137
1.35(1.10, 1.64) 100.00

p =0.003



Solid Cancers in TRACER
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0.00

12
months

Number at risk
rx = placebo 6471 4450
rx = vorapaxar 6473 4471

rx = placebo rx = vorapaxar

Hazard ratio 1.4 (95% Cl 1.1 10 1.8, p = 0.012)




Solid Cancers in APPRAISE
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6 9
months

Number at risk
rx = placebo 3687 2615 1885 1139
rx = apixaban 3705 2556 1787 1101

rx = placebo rx = apixaban

Hazard Ratio=2.5 (95% CI 1.4-4.6; p=0.002)




Solid Cancer Locations In
APPRAISE




Figure 17: Solid Cancer Event Incidence in ARISTOTLE
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18 24 30
months

Number at risk
rx = warfarin 9081 8243 7733 5413 3102 1587
rx = apixaban 9120 8396 7912 5556 3201 1611

rx = warfarin rx = apixaban




Figure 20: Solid Cancer Event Incidence in ATLAS
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rivaroxaban 5

placebo

Number at risk
dose =05176
dose =255174
dose = 55176

I
12
months
2953

2948
2840

18

1677
1633
1599

rivaroxaban 2.5




Figure 22: Solid Cancer Event Incidence in RELY
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warfarin & dabigatran 110

0.00
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Number at risk
dose =0 6022
dose = 110 6015
dose = 150 6076

12 18 24
months

5387 4270 2832
5379 4271 2883
5420 4320 2925

dose =0 dose =110
dose =150




Figure 23: Breast Cancer Event Incidence in RELY
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Number at risk
dose = 06022 5646 5387 4270 2832 1241
dose = 1106015 5645 5379 4271 2883 1314
dose = 150 6076 5685 5420 4320 2925 1317

dose =0 dose = 110
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Figure 24: Colon Cancer Event Incidence in RELY
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Number at risk
dose = 06022
dose = 1106015
dose = 150 6076
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Figure 33: Colon Cancer Event Incidence in SPORTIF III
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warfarin

0.000 0.002 0.004 0.006 0.008 0.010

Number at risk
rx = warfarin 1703
rx = exanta 1704

9
months

1649 1626
1644 1620

12 15

1610 1445
1596 1439

X = warfarin

X = exanta




Figure 28: Solid Cancer Event Incidence in ENGAGE
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dose = warfarin 7036 6216 5977 4607
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dose = warfarin dose = 30
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6 9
months from solid ca dx

Number at risk
rx = clopidogrel 67 33 17
rx = prasugrel 110 43 28

rx = clopidogrel rx = prasugrel




1-year Cancer Mortality




Major Non-Bleeding Solid Cancers

Breast 73

Pancreatic 72

Prostate 114
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Prasugrel

Dual Antiplatelet + NOAC

Ticagrelor

Bleeding \Wound Healing Infections

Cancer



Impressions:

Extra cancers on top of antithrombotics is a scary reality

These solid tumors are not agent specific, but follow the
bleeding

These cancers are iatrogenic, therefore, FDA bureaucracy
will fight admitting potential association




