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ADP = adenosine diphosphate, TXA, = thromboxane A,, COX = cyclooxygenase.

Schafer Al. Am J Med. 1996;101:199-2009.
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Az aspirin d- 2zl s a
t°rt ®n®sek el Rf ord

Asplrln DOSIS #Trlals OR* (%) Odds Ratio

50011500 mg 34 19 ]
1607 325 mg 19 26 B
75i 150 mg 12 -
<75 mg 3 13 Tl
Any aspirin 65 23 *
0] 0.5 1.0 1.5 2.0
ASA better ASA worse

*Odds reduction.
Treatment effect P < 0.0001.

Anti t hrombotic Tr.BMI2002824:91-860ol | abor ati on



CURE Study

ASA d- z1 s

Clopidogrel
ASA Dose + ASA*
<100 mg 2.6%
1001 200 mg 3.5%
>200 mg 4.9%

*Other standard therapies were used as appropriate.
PLAVIX Prescribing Information.
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Placebo
+ ASA*

2.0%
2.3%
4.0%
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6 primary prevention trials

Major coronary event (x°,=4-7; p=0-03)
Male

Female
Total

Ischaemic stroke (x?,=3-1; p=0-08)
Male

Female
Total

Serious vascular event* (x*,=0.0; p=0-9)
Male

Female
Total
16 secondary prevention trials

Major coronary event (x>,=0-6; p=0-4)
Male

Female
Total

Ischaemic stroke (x?,=0-7; p=0-4)
Male

Female
Total

Serious vascular event* (x?,=0.0; p=1-0)
Male

Female

Total

W 99% Clor <> 95% CI

635 (0-57)
299 (0-14)

934 (0-28)

141 (0-15)
176 (0-09)

317 (0-11)

1063 (0-95)
608 (0-28)

1671 (0-51)

880 (4-70)
115 (2-59)

995 (4-30)

95 (051)
45 (104)

140 (0-61)

1255 (6-88)
250 (5-88)

1505 (6-69)

801 (0-72)
314 (014)

1115 (0-34)

138 (0-15)
229 (0-11)

367 (0-12)

1193 (1-08)
690 (0-32)

1883 (0-57)

1057 (5-79)
157 (3-36)

1214 (5-30)

123 (0-67)
53(117)

176 (0-77)

1487 (8-45)
314 (7-14)

1801 (8-19)
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0-77 (0-67-0-89)
0-95 (0-77-117)

0-82 (0.75-0-90)
p=0-00002

1-01 (0-74-1-39)
0-77 (0-.59-0-99)

0-86 (0-74-1-00)
p=0-05

0-88 (0.78-0-98)
0-88 (0.76-1.01)

0-88 (0-82-0-94)
p=0-0001

0-81(0.72-0-92)
0-73(0-51-1-03)

0-80 (0-73-0-88)
p<0-00001

073 (0-50-1-06)
0-91 (0:52-1.57)

0-78 (0-61-0-99)
p=0-04

0-81 (0-73-0-90)
0-81 (0-64-1.02)

0-81 (0-75-0-87)
p<0-00001
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Ten-year risk of fatal cardiovascular diseass
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Inhibition of Platelet Purinergic Receptc
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Storey F, et aPlatelets2001;12:197.
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DES stent thrombosis
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*lakovou et al. JAMA. 2005;293:2126-2130.
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BMS, DE S, stent t h
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CHEST /133 /6 / JUNE, 2008
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Eisenstein et al., JAMA. 2007;297:159-168
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A thienopyridinek

superior
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1) Polymorphisms of CYP 450 System
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Platelet aggregation before and 4 hours after
clopidogrel 600mg in patients undergoing PCI:
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ADP = adenosine diphosphate

Reprinted with permission: Smith SMG, et al. Platelets 2006;17:250i 8



Results — ST Patients
LM

MEA Loading Timo to ST

ST Patients (Gender, Age) (AU*min) Interval (h) (days)

Definitic ST
1196 12 2
1077 5 1
965 4 0
819 20 1
606 6 7
599 22 6
468 2 29
Patient 8 (w, 85) S e -
Patient 9 (w, 48) 244 2 8
Patient 10 {w, ?4} i 8 ! - r-.‘IJI::I:ai-': -.-'a.g:r:gr.i:-- [.;j?rrin]
Probable ST
Patient 11 (m, 75) i 2 2
Patient 12 (m, 65) = = B
Patient 13 (m, 72) = E -
Patient 14 (m, 71) = = B

Sibbing, ...von Beckerath 2009, JACC



Results 30 d — Bleeding events

Lowest Quintile defined as

High-Responders“ Median = 225 AU*min

« Cut-off =124 AU*min

)
=
T
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Major Results:

(1.3 % in quintile 1 vs. 0.7 %
In quintiles 2-5; P=0.32) ' m w0 oo om0 w0 m
Median=143 AU*m (88-1?3) ADP-induced Agagregation (AU*min)

(3,1 % in quintile 1 vs. 2,4 % TIMI major bleedings
in quintiles 2-5; P=0.45







IAP/NSTEMI

Aspirin
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IAP/NSTEMI
Heparin (UFH + ASA versus ASA)

Relativk o ¢ k 8izhaatl § | ®s AMI

Theroux (n = 243) e el ) | (5 (3
RISC (n =399) =]
Cohen (n=69) e e —— O O]
Cohen (n=214) —]
Holdright (n = 185) —_—ly
Gurfinkel (n = 143) —
0SS Z(ie=S1353) —T] P =0.06

0 0.5 il 1.5 2

ASA + UFH jobb ASA‘jobb

Oler A, JAMA 1996



LMWH vs. UFH in Non-ST -ACS:
Effect on Death, Ml, Recurrent Ischemia

Trial:
FRIC
(Dalteparin; n = 1,482)

FRAXIS
(nadroparin; n = 2,357)

ESSENCE
(enoxaparin; n = 3,171)

TVIIFLA B
(enoxaparin; n = 3,910)

Braunwald E, Circulation 2000
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(p= 0.032)

(p= 0.029)
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Rao J. Am Coll Cardiol. 2005:96;1200-1206



Survival RAtes

30 Day Survival by Transfusion Group

GUSTO lib, PURSUIT, PARAGON B
(n=24,000 10% transfused )
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Relation between bleeding and mortality
in OASIS-5

Mortality: Day 30

Enoxaparin

5% C| 0.45-0 62
P==0.00001

Fondaparinux

HR 0.53
23% C1 0.71-0497

P=0.022
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