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Controversies in Antiplatelet
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Pathophysiology of Acute Coronary Syndromes
and Potential Pharmacologic Interventions

4. Downstream from thrombus
myocardial ischemia/necrosis
(Beta-blockers, Nitrates etc)

o--0 Fibrin
Fibrinogen clot 3. Activation of clotting
Thrombin cascade - Thrombin
lib/lila (Heparin/LMWH/Bivalirudin)

Receptor
¢ 4 2. Platelet adhesion/
_ activation/

aggregation
Platelet (f\’gA,gI’Iblllla inhibitors/
Thienopyridines)

1. Plaque rupture,
Cholesterol content,
Inflammation (hs-CRP)
Infection
(Statins)

Mechanisms of Action of Available
Oral Antiplatelet Therapies

clopidogrel ADP dipyridamole

ticlopidine phosphodiesterase

Collagen
Thrombin
Gp lib/llla TXA,
(Fibrinogen
receptor)

aspirin

ADP = adenosine diphosphate, TXA, = thromboxane A,, COX =
cyclooxygenase.
Adapted from Schafer Al. Am J Med. 1996;101:199-209.
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Controversies in Antiplatelet
Therapy

ASA dose?

ASA resistance: lab abnormality or clinical
syndrome?

Clopidogrel: How much, how early and how long?

Is there a role for clopidogrel in stable
atherosclerosis? Afib?

Do we have room for new antiplatelet agents?
Stents+ surgery+ clopidogrel?

Is there still a role for GP llb/llla inhibitors?
Upstream or cath lab?

Antithrombotic Trialists’ Collaboration
Efficacy of Aspirin Doses on
Vascular Events in High-Risk Patients

Aspirin Dose # Trials OR* (%) Odds Ratio
500-1500 mg 34
160-325 mg 19
75-150 mg 12
<75 mg 3
Any aspirin 65

0 05 10 15 20
Antiplatelet Artiplatelet
Better Woerse

* Odds reduction.
Treatment effect P<0.0001
Ads with pe from the BM. Publishing Group. Antithrombotic Trialists’ Collaboration

CURE Study

Major Bleeding by ASA Dose

Clopidogrel Placebo
ASA Dose + ASA* + ASA*

<100 mg 2.6% 2.0%
100-200 mg 3.5% 2.3%
>200 mg 4.9% 4.0%

*Other standard therapies were used as appropriate.
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ASA dose?

ASA resistance: lab abnormality or clinical
syndrome?

Clopidogrel: How much, how early and how long?
Is there a role for clopidogrel in stable
atherosclerosis? Afib?

Do we have room for new antiplatelet agents?
Stents+ surgery+ clopidogrel?

Is there still a role for GP lIb/llla inhibitors?
Upstream or cath lab?

Aspirin Resistance:
More Than Just a Laboratory Curiosity?

Cellular Factors
Genetic Insufficient suppression .
. of COX-1 Clinical Factors
Polymorphisms _
cox-1 Overexpression Failure to prescribe
of COX-2 mRNA Noncompliance

GP llla receptor 3
P! Erythrocyte-induced Nonabsorption
Collagen receptor platelet activation

VWE receptor Increased norepinephrine

Interaction with ibuprofen

Generation of 8-iso-PGF,,

Aspirin Resistance

Adapted with permission from Bhatt DL. J Am Coll Cardiol. 2004;43:1127-1129.

Aspirin Resistance and the Risk of
Cardiovascular Events in High-Risk Patients

5529 patients from HOPE study with baseline urine samples

Cases (n=488) Controls (n=488)
Patients with CV events Patients without CV events
after randomization after randomization

2

M|, stroke, or CV death (P=.01)

N
2]

Odds Ratio
a

4
«

<15.1 15.1-21.8  21.9-33.8 >33.8

Urinary 11-dehydro thromboxane B,
(ng/mmol creatinine)

Adapted with permission from Eikelboom JW, et al. Circulation. 2002;105:1650-1655.
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Aspirin Responsiveness By
PFA-100 and Aggregometry

325 patients with stable ASCAD

Partial
Responders

23.8%

<+ Resistant +

70.7% o .90.35% -
Aspirin Sensitive spirin Sensitive

Aggregometry

PFA-100
Response to ADP and AA

Gum P. Am J Cardiol 2001,88:230-235

Clinical Outcomes: Aspirin Responsive-ness by
Aggregometry And PFA-100

% Death, MI, CVA % Death, MI, CVA
20

== Not Aspirin Resistant, N = 309

== Aspirin Resistant, N =17
Clinical Outcomes based on
PFA-100 Results
Log rank
42=5.05,
p=0.03

ASA ASA Non-
Days after Treatment Responder Responder
N=294 N=32

Gum, P. JACC 2003;41:961-5

Controversies in Antiplatelet
Therapy

ASA dose?

ASA resistance: lab abnormality or clinical
syndrome?

Clopidogrel: How much, how early and how long?

Is there a role for clopidogrel in stable
atherosclerosis? Afib?
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Stents+ surgery+ clopidogrel?
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CV Death/MI/Stroke in Different Subgroups

Placebo Medical Rx Group

Clopidogrel Placeb:

ive Hazard Rates

P<.001 Clopidogrel

RR: 0.80 (0.69-0.92)

+—
0 1 100 200 300

3 6 9
Months of Follow-up Days of Follow-up

PCI Group g 0. CABG Group  placebo
&
Placeb -

Clopidogrel Clopidogrel

: RR:0.72 (0.57-0.90) i RR:0.89 (0.71-1.11)
4 100 200 300 100 200 300
Days of Follow-up Days of Follow-up

Fox et al. Circulation. 2004;110:1202-1208 (A); Yusuf et al. N Engl J Med.
2001;345:494-499 (A).

Clopidogrel at Discharge
CRUSADE Registry

PCI Medical Rx

Tricoci et al. Arch Intern Med. 2006;166:806-811 (B).

CLARITY-TIMI 28: Endpoints

Primary endpoint: occluded CV death, M|, Rl - Urg. Revasc.
artery (or death/MI through
angio/HD)

36%
Odds reduction Placebo
20—

Clopidogrel

Odds ratio: 0.80
(95% Cl, 0.65-0.97)
P=.03

Occluded artery or death/M

n=1752 n=1739 10 15 20 25
Clopidogrel Placebo Days

RI, recurrent ischemia.
Sabatine MS, et al. N Engl J Med. 2005;352:1179-1189.
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COMMIT: Primary Endpoints

Placebo 10.1%
Clopidogrel 9.3%

9% (SE3) RRR
(2P=.002)

Placebo 8.1%

grel 7.5%

il
al

Death, MI, stroke (%)
Mortality (%)
© =2 N W A OO N ® O

7% (SE3) RRR
| (@P=03)

o

7 14 21 7 14 21
Days since randomization Days since randomization
(up to 28 days)

Chen ZM, et al. Lancet. 2005;366:1607-1621.

Clopidogrel Pretreatment in Patients
Undergoing PCI: a Meta-analysis

Ml before PCI (%)
Clopidogrel No Favors | Favors
Trial Pretreatment Pretreatment Pretreatment | No Pretreatment
PCI-CURE 3.6
CREDO n/a
PCI-CLARITY 4.0
Overall 3.7

CV Death or Mi after PCI (%)

Clopidogrel No
Trial Pretreatment Pretreatment
PCI-CURE
CREDO
PCI-CLARITY
Overall

1.0
OR (95% CI)

Sabatine MS, et al. JAMA. 2005;294:1224-1232.

ACUITY: Impact of Clopidogrel Loading on
Antithrombin Efficacy

® UFH + GP lIb/llla * Bivalirudin alone

Ischemia Endpoint, %
O =2 NWHAROTON®®O®O

Overall Cohort ~ Clopidogrel
Pretreatment Clopidogrel

Stone GW, et al. N Engl J Med. 2006;355;2203-2216.
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Major/Life-Threatening Bleeds within 7
Days of CABG Surgery

Plac Clop RR
Stopped < 5 days N =476 N =436
prior to CABG

Pts with Maj/LT 6.3% 9.6% 1.53
Bleeds

Stopped > 5 days N =454 N =456
priorto CABG

Pts with Maj/LT 5.3% 44% 0.83
Bleeds

Controversies in Antiplatelet
Therapy

ASA dose?

ASA resistance: lab abnormality or clinical
syndrome?

Clopidogrel: How much, how early and how long?

Is there a role for clopidogrel in stable
atherosclerosis? Afib?

Do we have room for new antiplatelet agents?
Stents+ surgery+ clopidogrel?

Is there still a role for GP llb/Illa inhibitors?
Upstream or cath lab?

CHARISMA Trial Design

Clopidogrel
___I__—l——— 75 mg/day

I (n=7802)
Patient: 245
y:alresnaf ;\%eh risk of Low dose ASA 75-162 mg/day

atherothrombotic
events

reatment up to 1040
(n=15603) il icacy events*

Low dose ASA 75-162 mg/day

Placebo

- _|_ - |— - -lHabIetIday

(n=7801)

1-month 3-month Visits every 6 months Einal visit
visit visit (Fixed study
end date)

* MI (fatal or non-fatal), stroke (fatal or non-fatal), or cardiovascular death;
event-driven trial

Bhatt DL et al. Am Heart J 2004; 148: 263-268.
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Overall Population: Primary Efficacy Outcome
(MI, Stroke, or CV Death)t

Placebo + ASA*
7.3%

Clopidogrel + ASA*
6.8%

8%

RRR: 7.1% [95% Cl: -4.5%, 17.5%]
p=0.22

Cumulative event rate (%)

12 18 24 30
Months since randomization

tFirst Occurrence of MI (fatal or non-fatal), stroke (fatal or non-fatal), or cardiovascular death
*All patients received ASA 75-162 mg/day

The number of patients followed beyond 30 months decreases rapidly to

zero and there are only 21 primary efficacy events that occurred beyond

this time (13 clopidogrel and 8 placebo)

Bhatt DL, Fox KA, Hacke W, et al. NEJM 2006. (I_IAR]

CHARISMA: Primary Endpoint
MI, Stroke, CV Death

Treatment effect by asymptomatic vs symptomatic

Hazard ratio RR (95% CI)

Asymptomatic* n=3284 —————— 1.20(0.91-1.59)

i
i
Symptomatict  n=12,153 —Jil}—! 0.88 (0.77-0.998)*
i
!
i

All patients n=15,603 —.—— 0.93 (0.83-1.05)
1
05+——m 10— 15
Clopidogrel Placebo
better better

*Multiple atherothrombotic risk factors.
+ Documented coronary, cerebrovascular, or peripheral arterial disease.
1P=.046.

Bhatt DL, et al. N Engl J Med. 2006;354:1706-1717.

CHARISMA: Primary Endpoint for Patients
with Prior MI, Stroke or PAD

N=9478

8.8%
Placebo + ASA

7.3%

Clopidogrel + ASA

RRR: 17.1% [95% CI: 4.4%, 28.1%]
p=0.01

Primary outcome event rate (%)

6 12 18 24

Months since randomization

Pri points: cardiovascular death, Ml or stroke
ASA = aspirin; CI = confidence interval; RRR = relative risk reduction
att DL, et al. ) Am Coll Cardiol. 2007; 49(19):in press
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ACTIVE*
ACTIVE: Atrial Fibrillation Clopidogrel Trial
With Irbesartan for Prevention of Vascular Events

N=14,000 Evidence of AF
Evidence of ular events
No excl lor ACTIVE

Exclusion criteria for ACTIVEW

Eligible for ACTIVE W Eligible for ACTIVE A
[Clopidogrel + ASA* vs DACT) (Clopidogrel + ASA*
vs placebo + ASA")

Partial Factorfal Design

Eligible for ACTIVE | 522 multinational centers
(irbesartan vs placebo) 31 countries

Mean follow-up,
3 years

: * Investigational trial 18
PV b b ity marrame: pu

ACTIVE*

ACTIVE W Primary Efficacy Outcome: Stroke,
Non-CNS Embolism, MI, or Vascular Death

Clopldogrel + ASA
Clopidogrel + ASA  Oral Anticoagulation v Oral Anticoagulation

Risk Risk
Humber (% peryear) Number (% peryear) RR(95%CH Pvalue

il
infarc death
Non-CHE embolus
Myocardial infarction

Stroke

lschemic

Hemarhagic

Vascular death 12 287 5 282 1.14 (0BB-1.48)

* Investigational trial 18

Controversies in Antiplatelet
Therapy

ASA dose?

ASA resistance: lab abnormality or clinical
syndrome?

Clopidogrel: How much, how early and how long?

Is there a role for clopidogrel in stable
atherosclerosis? Afib?

Do we have room for new antiplatelet agents?
Stents+surgery+clopidogrel?

Is there still a role for GP lIb/llla inhibitors?
Upstream or cath lab?
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Variability in Clopidogrel
Responsiveness in a Diverse
Population of 544

Numbers

A5pM ADP Platelet Aggregation

Serebruany V. JACC 2005.

Extrinsic and Intrinsic Mechanisms
Responsible for Nonresponsiveness

= Drug-Drug Interactions
—The Statin Controversy

= Polymorphisms

Hepatic CYP3A4 —— *Active Metabolite
Conversion

Inactive Metabolite

\ « Intracellular Signaling

Intestinal
Absorption .
Platelet Inhibition

« Individual
Variability

Clopidogrel Gurbel PA. Haematologica. 2004;89(7 Suppl):9-11.

(P2Y,., P bilia)

+ Receptor Numbers

| « Receptor Polymorphisms

Clopidogrel Responsiveness and Recurrent
CV Events in Patients With STEMI

Reduction in Aggregate Size

Quartiles  1st 2nd 3rd 4th
n=15 n=15 n=15 n=15

ADP-induced Platelet Aggregation

“Clopidogrel Resistance”

% of Baseline

1st Q-8 2nd Q-4 3rd Q% 4thQ

5 6

Six Months Recurrent CVS Events
40%

1st 2nd 3rd ath  Quartiles
n=15 n=15 n=15 n=15

Adapted with permission from Matetzky S, et al. Circulation. 2004;109:3171-3175, STRIVE
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Effect of Clopidogrel Loading Dose
on Platelet Aggregation

Ticlopidine 2 x 500 mg, then 250 mg BID
——— Clopidogrel 300 mg, then 75 mg QD
——— Clopidogrel 600 mg, then 75 mg BID

[
1<)
=3

@
1<)

N
o

% of 20pM ADP-Induced Aggregation

o

24
Time After Administration (Hours)

Adapted with permission from Maller I, et al. Heart. 2001;85:92-93

ARMYDA-2 Trial: Design and Primary End Point

255 patients with stable CAD or Primary composite of death, M,
NSTEMI prior to PCI or target vessel revasc at 30 days

13% received GP lIb/llla inhibitors 14% P=.041
20% received drug-eluting stents 1 20/
(]

12%

Randomized 4-8 10%

8%

High Loading Standard 6%
Dose Loading 4%
of Dose of
Clopidogrel Clopidogrel 2%
600 mg 300 mg
Pre-PCI Pre-PCl 0%

High Dose Standard Dose

ARMYDA-2 = Antiplatelet Therapy for Reduction of Myocardial Damage During Angioplasty.
Patti G, et al. Circulation. 2005;111:2099-2106.

Re-loading with Clopidogrel

First Use Chronic Tharapy
808 111 s2e14 33112

= ]
-
—_—

.

P00t

—

After Balore
Loading with 600 mg Clopidogrel

Kastrati et al. Circulation. 2004;110:1916-9
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Prasugrel: Active Metabolite
Formation, Faster Onset of IPA

COOCH, o o
Pro-d n
c” F
Pre-hepatic metabolism !
Esterases in blood

(? Small Intestine)
m@{?@o oo S
Hepatic metabolism
HOOC /= Cytochrome P450 HOOC’ ™
*HS I *HS! F

Active metabolite Active metabolite

Herbert J-M, et al. Sem Vasc Med; 2003;3:113-122.
Sankyo Ann Report. 1099;51:1.

Prasugrel: Inhibition of Platelet
Aggregation (20 uM ADP)
in Healthy Male Subjects

Dosing Period

Prasugrel 20 mg

Prasugrel 10 mg

Prasugrel 5 mg

+— Clopidogrel 75 mg

—— Placebo
012 3 456 7 8 9101112
Day

Mean + SE, n = 6.
Asai F, etal. ACC 2005.

Results: Inhibition of Platelet
Aggregation (IPA) at 24 Hours

100.0

Inhibition of Platelet Aggregation (%)

- Clopidogrel responder
Clopidogrel nonresponder

Response to
Clopidogrel

*Responder = > 25% IPA at 4 and 24 h.
Brandt J, et al. ACC 2005.
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Results: Inhibition of Platelet
Aggregation (IPA) at 24 Hours

. 100.0

Inhibition of Platelet Aggregation (%)

* Clopidogrel responder
Clopidogrel nonresponder
Response to Response to
Clopidogrel Prasugrel

*Responder = > 25% IPA at 4 and 24 h.
Brandt J, et al. ACC 2005.

Results: Inhibition of Platelet
Aggregation (IPA) at 24 Hours

100.0

* Clopidogrel responder
Clopidogrel nonresponder

g
c
S
s
s
o
2
=)
-3
<
-
2
2
3
[
.
)
c
S
K
=
£

Response to Response to
Clopidogrel Prasugrel

*Responder = > 25% IPA at 4 and 24 h.
Brandt J, et al. ACC 2005.

FYTRITON Tir1-38 Study Design

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

CLOPIDOGREL PRASUGREL
300 mg LD/ 75 mg MD 60 mg LD/ 10 mg MD

1° endpoint: CV death, MI, Stroke
2° endpoints: CV death, MI, Stroke, Rehosp-Rec Isch
CV death, MI, UTVR
Stent Thrombosis (ARC definite/prob.)
Safety endpoints: TIMI major bleeds, Life-threatening bleeds
Key Substudies: Pharmacokinetic, Genomic
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Primary Endpoint
CV Death,MI,Stroke

ENTRITON TIMI-38

Clopidogrel

9.9
()

Prasugrel
HR 0.81
(0.73-0.90)
P=0.0004
NNT= 46

Primary Endpoint (%)

ITT=13,608 LTFU = 14 (0.1%)

0 H H
0 30 60 90

ENTRITON TIMI-38 Stent ThrombOSis
== (ARC Definite + Probable)

Any Stent at Index PCI
N= 12,844

Clopidogrel

&
=
£
]
o
T
i~
w

11
(2]
Prasugrel HR 0.48
P <0.0001

NNT=77

0 R —
0 30 60 90

Bleeding Events

Safety Cohort
(N=13,457)

ENTRITON TIMI-38

. ICHinPtsw
Il Clopidogrel Prior Stroke/TIA|
B Prasugrel (N=518)

2.4 Clop 0(0) %

TIMI Major Life Nonfatal Fatal
Bleeds Threatening

ARD 0.6% ARD 0.5% ARD 0.2% ARD 0.3% ARD 0%
HR 1.32 HR 1.52 P=0.23 P=0.002 P=0.74
P=0.03 P=0.01

NNH=167
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Balance of
Efficacy and Safety

| 138
events

ENTRITON TIMI-38

Clopidogrel
e 121 HRO.81

CV Death / MI/ Stroke » - (0.73-0.90)
onermet” P=0.0004

NNT = 46

Prasugrel

Endpoint (%)

_ t 35
TIMI Major Prasugrel events
NonCABG Bleeds 24 HR1.32
1.8 (1.03-1.68)
P=0.03
NNH = 167

Net Clinical Benefit
Bleeding Risk Subgroups

Post-hoc analysis
Risk (%)
+37

ENTRITON TIMI-38

Prior i
Stroke / TIA -16

<75

wat <60 kg

>=60 kg

OVERALL <D

o5 11— * 2
Prasugrel Better HR Clopidogrel Better

et " Bleeding Risk Subgroups
SSRE S B Therapeutic Considerations

Significant
Net Clinical Benefit
with Prasugrel
80%
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Comparison with Higher
Dose Clopidogrel

IPA (%; 20 uM ADP) e IPA (%; 20 uM ADP)

ENTRITON TIMI-38

I S ——
N=201 P<0.0001 for each P<0.0001

8 Prasugrel 60 mg

Clopidogrel 600 mg 326

o
[ = M n N = Clopidogrel Prasugrel
150 mg 10 mg

Hours L EVE

Wiviott et al Circ 2007 (In Press)

Cangrelor (AR-C69931MX)

= Parenteral ADP-P2Y12 receptor antagonist
ATP analogue

Molecular weight 800 Daltons
Plasma half-life of 5-9 minutes
20 minutes for return to normal platelet function

Key Phase | result

*Rapid reversal of dose-dependent effect

100

+ placebo
Aggregation

+ aspirin/heparin/GTh

Fold Increase in Bleeding Time

Bleeding time

50

AR-C69931 (ng.kg.min't) Stepped infusion period Recovery period
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AZD6140

First oral reversible ADP receptor
antagonist

A non-thienopyridine, in the chemical
class CPTP
(CycloPentylTriazoloPyrimidine)
Direct acting via the P2Y,, receptor
Blocks platelet activation and
aggregation more consistently and
completely than clopidogrel

Metabolism not required for activity

DISPERSE 2

AZD6140 100 mg bd Clopidogrel
Day 1

<
S
g
z
=
B
<
§
]
=

2 24 8 12

Time, hours Time, hours

End of Follow-
v2 Treatment up

1 6to12 EOT+1
mo mo mo

Onset of

chest
pain <24h

.

AZD6140 90 mg bid

Clopidogrel 300/600mg load: 75mg od

* N=9000 per treatment arm
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Oral Anti-PAR-1 receptors

lopidogrel bisulfate|

SCH 530348
E 5555

GP lib/llla
(fibrinogen
receptor)

adapted from Schafer Al. Am J Med. 1996;101:199-209.

TRA (SCH 530348) Program
Evaluation of Efficacy and Safety in Acute and Chronic
Atherothrombosis

TRA (SCH 530348) Program
(29,500 pts)

NSTEACS 2° Prevention
10,000 pts / 19,500 pts

TRAGER Than

| } |

F/U: 30 days, 4,8,12 months, and 6 months thereafter

F/U 1 yr minimum

1° EP: Composite of CV p— .

death, MI, Stroke, urgent 1° EP: Composite of CV
revascularization and death, M, Stroke., ar:ld
Recurrent Ischemia w/ urgent revascularization

Controversies in Antiplatelet
Therapy

ASA dose?

ASA resistance: lab abnormality or clinical
syndrome?

Clopidogrel: How much, how early and how long?

Is there a role for clopidogrel in stable
atherosclerosis? Afib?

Do we have room for new antiplatelet agents?
Stents+surgery+clopidogrel?

Is there still a role for GP llb/Illa inhibitors?
Upstream or cath lab?
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Stent Thrombosis and DES

Safety .
New Fagp oF
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Two-year data suggest different rues ol
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sirolimus-¢luting coronary stent and

Cordis Press Release
Seplember 5, 2006
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DES thrombosis: risk factors

| Several patient and lesion
igroups have an

29/2229 pts | rm; eprab{y_high stent
(1 .3%) ! thrombosis ratel

3% 20% 268% 2%

Late >30d Usitatile. Theombus Disbetes  Ungrot. Bifuecation

N=15 (0.7%) anpea ot

Subacute (0-30d)

lakovou et al, JAMA 2005

DES thrombosis: risk factors

| Several patient and lesion
subgroups have an

29/2229 ptS | rma(:ceptab{y_high stent
(1 -3%) ! thrombosis ratel

268%  32%

Late >30d Usitable Theombus Disbetes  Ungeot Bifuecation Rensl
N=15 (0.7%) angea oMt main fature  brachyRx Fiavi

@5  +SURGERY!

lakovou et al, JAMA 2005
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Surgery after (bare metal) stent implantation —
Methodist Hospital Houston

Ml

died (86%)

P=0.015

Surgery 1-14d Surgery 15-39d 320

(n=25) (n=15)

Results

* 8 deaths
*6 due to MI
*2 due to bleeding
* 11 bleeds
¢ 3/5 pts operated on
ticlid died (1 bleed — 2
MI+ bleed Kaluza et al, JACC 2000

DES and non-cardiac surgery: Erasmus data

1162

Late surgery

5 fatal Mls in 192 pts
1999-2005 2.6% (95% Cl1 0.9-6%)

Surgery within 2yrs  (gtent thrombosis in 4)
from PCI (n=192)

Schouten et al; WCC 2006

Controversies in Antiplatelet
Therapy

ASA dose?

ASA resistance: lab abnormality or clinical
syndrome?

Clopidogrel: How much, how early and how long?

Is there a role for clopidogrel in stable
atherosclerosis? Afib?

Do we have room for new antiplatelet agents?
Stents+surgery+clopidogrel?

Is there still a role for GP lIb/llla inhibitors?
Upstream or cath lab?
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ISAR-REACT 2:

— — = Placebo Group (n=1010)
Abciximab Group (n=1012)

T Troponin >0.03 pg/L
Log-Rank P=.02

Troponin £0.03 pg/L
Log-Rank P=.98

Cumulative Rate of
Primary End Point, %

10 15 20 25 30
Days After Randomization

ISAR-REACT 2 = Intracoronary Stenting and Antithrombotic Regimen: Rapid Early
Action for Coronary Treatment 2.

Adapted with permission from Kastrati A, et al. JAMA. 2006;295:1531-1538.

ACUITY Timing: Primary End Point
Routine Upstream GP lib/llla vs Deferred PCI GP lib/llla

P value
RR (95% CI) (noninferior)

(superior)

Primary Risk ratio Upstream Deferred
end point +95% ClI lib/llla lib/llla

Net clinical
outcome

<.001
.93

11.7% 11.7% 1.00 (0.89-1.11)

Ischemic
composite

.044

71% 7.9% 1.12(0.97-1.29) 13

<.001
.009

Upper boundary noninferiority

Major bleeding 6.1% 4.9% 0.80 (0.67-0.95)

0 2
Deferred PCI GPI better  Routine Upstream GPI better

Chann S ot 2l TAMA 2NN7:907-E01 &AD

Conclusions

Best aspirin dose is 81 mg
¢ Exception: early after stenting

Variability in response to available agents likely an
important issue

* Not ready for routine testing

Clopidogrel loading

« Beneficial, but CABG issue a problem

« Load if bivalirudin is your anticoagulant of choice
Clopidogrel maintainance

¢« Remember medically treated patient

¢ 1year routine, ? Longer with DES

* No routine role in stable CVD or AF

New agents require careful safety/efficacy balance

DES use needs to be managed with regard to
possible clopidogrel discontinuation/noncompliance
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