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Pathophysiology of Atherothrombosis

Atherosclerosis Thrombus
Formation

Rupture of Fibrous Cap

Smooth muscle
. cell proliferation,
Normal  Accumulation Inflammation plaque progression
artery of lipids

of four possible types of thrombus
1. MungfigvAratiohAm Pharm Assoc. 2004;44(suppl 1):S5-
S13.

2. Libby P et al. Circulation. 2005;111:3481-3488.




Atherothrombosis Manifestations:
Stroke, CAD, and PAD

Prevalence of
Atherothrombosis' Mortality
(In Millions)

5'_30 Patients with a
history of
atherothrombos
is are most
likely to die of a
future
atherothromboti
c event?

PAD=Peripheral Arterial Disease.

1. American Heart Association. Heart Disease and Stroke Statistics—2007 Update. 2007.

2. Hardie K et al. Stroke. 2003;34:1842-1846.

3. Taneja AK et al. Eur Heart J. 2004;25:2013-2018.

4. Hirsch AT et al. Executive Summary. Available at: http://www.acc.org. Accessed December 7, 2007.




Atherothrombosis reduces life expectancy by
approximately 8-12 years in patients aged over 60 years

Average remaining life
expectancy at age 60 (men)

m'!]

—7.4years -9.2 years el VACETES

Healthy History of History History of
Cardiovascular Disease of Ml Stroke

*Analysis of data from the Framingham Heart Study.
Peeters A, et al. Eur Heart J 2002; 23: 458-466.




Increased risk versus general population

Previous event Stroke

Ischemic stroke

*Sudden death defined as death documented within one hour and attributed to coronary heart

disease (CHD)
*Includes only fatal Ml and other CHD death; does not include non-fatal Mi

1. Kannel WB. J Cardiovasc Risk,1994;1:333—-339.

2. Wilterdink JI et al. Arch Neurol,1992;49:857—-863.

3. Adult Treatment Panel Il. Circulation,1994;89:1333-1363.
4. Criqui MH et al. N Engl J Med,1992;326:381-386.
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The REduction in Atherothrombotic
Events for Continued Health

(REACH) Registry:




Objectives of the REACH Registry

Primary objectives

to generate an set to extend knowledge of
atherothrombotic risk factors and ischemic events in the

to improve our understanding of the prevalence and clinical consequences of
in patients across different parts of the world.

Additional aim

to assess use of risk management strategies and
in a broad outpatient population encompassing various
geographical regions and physician specialties.

'Ohman EM et al. Am Heart J 2006;151(4):786.e1.




REACH Registry inclusion criteria

Must include:

Signed
written
informed
consent

Patients aged
245 years

At least

1of four
criteria

. Documented historical

or current intermittent
claudication associated
with ABI <0.9

4 At least

3 atherothrombotic
risk factors

1. Ohman EM et al, on behalf of the REACH Registry Investigators.

Am Heart J 2006;151(4):786.e1-10.

8.

9.

or female aged >70 years

. Current smoking

>15 cigarettes/day

. Typelor2

diabetes

. Hypercholesterolemia
. Diabetic nephropathy
. Hypertension

. ABI <0.9 in either

leg at rest
Asymptomatic carotid

------ stenosis 270%

Presence of at least
one carotid plaque




Global population coverage within
REACH Registry at baseline

e
i

o S
o

41%

North America
[ Latin America

Western Europe
- Eastern Europe

I viddie East

* 67,888 patients enrolled at 5,587 centres in 44 countries were included in the
baseline analysis’

'Bhatt DL, et al. JAMA. 2006;295:180.




Patient enroliment

At the time of the announcement of the REACH Registry, the initial goal
was to enroll >50,000 patients across 35 countries

In total, 69,005 patients were enrolled between December 2003 and
December 2004 at 5,587 centres across 44 countries

(at the time of the baseline analyses and publication, 67,888 enrolled patients had baseline data. Baseline data and
enrolment eligibility for additional patients confirmed at the time of the 1-year analyses therefore the number of patients
with baseline data differs in the 1-year vs. baseline publications)

The initial follow-up period was 2 years, but centres were later invited to
participate in an extension of the study to monitor and record patient
outcomes at 3 years and 4 years after enrolment.

'Bhatt DL, et al. JAMA. 2006;295:180.
2Bhatt DL, et al. JAMA 2010;304:1350.




The REACH Registry

5 KEY FINDINGS




Prevalence of atherothrombosis at baseline

= Atherothrombotic status of REACH
Registry patients at baseline:

18.2% RFO (n=12 389)
59.3% CAD (n=40 258)
27.8% CVD (n=18 843)
12.2% PAD (n=8273)

(single bed disease and overlap in patients
with polyvascular disease shown to left)

= Cardiovascular risk-factor profiles
were consistent across patient types
and across all participating regions.’

CAD, coronary artery disease; CVD, cerebrovascular disease;

PAD, peripheral artery disease; RFO, Risk Factors Only. 'Bhatt DL, et al. JAMA 2006;296:180.




Patient outcomes at 1 year after enrolment
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= 1in 7 patients with symptomatic disease at baseline had a major vascular event
or were rehospitalized for a vascular event / intervention procedure.’

= CV event rates increased according to number of disease beds.’

CV, cardiovascular; Ml, myocardial infarction. 1Steg PG et al. JAMA 2007;297:1197.




Event rates at 1 and 3 years according to disease

Any CAD (n=38 802) | - Any cAD (n=28 472)
= Any CVD (n=18 013) | = Any cvD (=13 463)
= Any PAD (n=7811) = Any PAD (n=6118)

154 148

11.8
-j4.5 8.5 5.4 | “

MI/ Stroke/ Vascular death MI/ Stroke/ Vascular death/ M|/ Etroke/ Vascular death I MI/ Stroke/ Vascular death/
Rehospliallzation Rehospliallzation

= At enrolment, 53.7% of CVD patients had stroke only, 27.7% had a history of TIA
only, 18.5% had experience both a stroke and TIA."

= By the 3-year follow-up, 40% of PAD patients had experienced a CV/ ischemic
event or been rehospitalized for another event.?

'Roether J et al. Cerebrovasc Dis. 2008;25:366.:

TIA, Transient Ischemic Attack. 2Alberts MJ et al. Eur Heart J 2009;30:2318.




3-year outcomes in
symptomatic atherothr

m Male

m1year H3year B Female
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MI/ stroke/ MI/ stroke/ Vascular death
vascular death vascular death/
rehospitalization

o
Age-adjusted event rate (%)*

MI/Stroke/Vascular death MI/Stroke/Vascular
death/Rehospitalization
Outcome at 1 and 3 years

Outcome at 3 years

= Patients with symptomatic disease at baseline had high rates of the combined
endpoint of vascular death, MI, stroke and re-hospitalisation, despite currently
available medications.’

= 3-Year event rates appeared to be higher in men then women, driven mostly by
higher rates of vascular death.?

'Alberts MJ et al. Eur Heart J 2009;30:2318;
2Alberts MJ on behalf of the REACH Registry investigators
presented at Hotline Sessions at ESC 2009.




Predicting CV event rates at 4 years

Variable

Hazard ratio
(95% CI)

Polyvascular disease vs risk factors only

1.99 (1.78-2.24

CHF (yes/no)
Ischemic event < 1 year vs no ischemic event
History of diabetes (yes/no)

Ischemic event > 1 year vs no ischemic event
Single vascular disease vs risk factors only
Body mass index < 20 kg/m? (yes/no)
Current smoker (current vs former vs never)
E. Europe and Middle East vs other regions
Atrial fibrillation/flutter (yes/ no)
Gender (male vs female)

Age (per 1 year)

Aspirin (yes/no)

Statins (yes/no)

Japan vs. other regions

)
1.71 (1.60-1.83)
1.71 (1.57-1.85)
1.44 (1.36-1.53)
1.41 (1.32-1.51)
1.39 (1.25-1.54)
1.30 (1.14—1.49)
1.30 (1.20-1.41)
1.28 (1.19-1.39)
1.28 (1.18-1.38)
1.14 (1.07-1.21)
1.04 (1.03-1.04)
0.93 (0.87-0.98)
0.73 (0.69-0.77)
0.70 (0.63-0.77)

2

2.5

'Bhatt DL on behalf of the REACH registry Investigators.
Presented at Clinical Trial Update session at ESC 2010.




= A significant proportion of the symptomatic population have
polyvascular disease: About 25% of patients with CAD have
polyvascular disease.

= CV event rates increased in patients with the number of disease beds.

= 3-Year event rates appeared to be higher then 1-year.

= Patients with symptomatic disease at baseline had high rates of the
combined endpoint of vascular death, Ml, stroke and re-
hospitalisation, despite currently available medications.

= Patients with polyvascular disease had much worse overall outcomes




Long-term prognosis of patients with PAD
with or without polyVD

2933 PAD patients were screened prior
to surgery for concomitant
documented CV disease and coronary
artery disease.

The number of affected vascular beds
(AVB) was determined.

One-AVB: PAD

2-AVB: PAD + CAD or PAD + CVD
3-AVB: PAD + CAD + CVD
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*Log-rank: P<0.001
“In B < 0NN ~a m e = el AS A=
Log-rank: P<0.001 Polyvascular disease in PAD

4 . . .
Folow-up (years) patients is independently

N8t associated with an increased
1-AVB 1369 1049 574 51 )
2.AVB 1249 881 692 37 risk for all-cause and
SAVE da e ' ' cardiovascular mortality

during long-term follow-up.

Kuijk JP et al., European Heart Journal (2010) 31, 992-999




MASCARA registry
. Patients With ACS and PolyVD

Patients were stratified according to
o the presence of PAD, CVD, neither,
Poriphoral or both. In-hospital management,
Corsbra treatment at discharge and
outcomes at 6 months were

recorded. (6745 patients)

Survival
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597 (8.85%) had PAD

392 (5.8%) had CVD

131 (1.94%) had both
5625 (83.4%) had neither.

100

Time Until Death, Days

Patients with acute coronary syndrome and concomitant arterial
disease had more extensive coronary artery disease and poorer
outcomes, both in hospital and at 6 months, but frequently did
not receive regularly recommended treatment.

Ferreira-Gonzalez | et al., the MASCARA Study investigators. Rev Esp Cardiol 2009 Sep;62(9):1012-21.




Patients (N=2,160) hospitalized for Ml
were followed for a median of 5.6 years*

Years After Ml

* Range = 0-22.2 years.
SMR=Standardized Mortality Ratio.
Witt BJ et al. Ann Intern Med. 2005;143:785-792.

The risk of stroke after Ml in the
first month
is 44x that of the general
population

The risk for stroke remained
2-3x higher than expected
during the first 3 years after
Ml.

The unadjusted risk reduction
for death was calculated to be
3.94 (3.32-4.67, P<0.001).
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Proven Efficacy of Clopidogrel

Atrial

Fibrillation Ischemic stroke, TIA

ActiveA {3 1\ ;CAPRIE, CARESS, MATCH

Acute coronary syndrome (ACS ; unstable angina,
STEMI and non-STEMI)

.ClIIBE DCI_CIIRE
y CUINL, T'CITUUINL,

CAPRIE

Critical limb ischemia, intermittent claudication,
limb loss.

:CAPRIE, CASPAR




CAPRIE: Design

N=19,185

Patient Population
Patients with recent
MI, recent IS, or
established PAD

Primary End Point

First occurrence of IS, MI, or
vascular death

CAPRIE Steering Committee. Lancet. 1996;348:1329-1339.

Clopidogrel 75 mg

ASA 325 mg

Follow-up 1 to 3 years

384 centers
16 countries




CAPRIE population (vs. REACH population)

CAPRIE population' (n=19,185) REACH population2 (n=67,888)
N )

\_

1.CAPRIE Steering Committee. Lancet. 1996;348:1329-1339.
2.Bhatt DL, et al. JAMA 2006;296:180




CAPRIE: Efficac Aspirin in
MI, IS, or Vasclt

Overall

Ve RRR12

10.6%._ ~ 7 Clopidogrel

12 7

P=0.0452
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Study subjects had
either recent MI, recent
IS, or established PAD

AN
|

0

T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36

Months of Follow-up

* ITT analysis.

RRR=Relative Risk Reduction; ITT=Intent-To-Treat.
1. CAPRIE Steering Committee. Lancet. 1996;348:1329-13309.
2. PLAVIX Prescribing Information, sanofi-aventis U.S. LLC.




CURE (Clopidogrel in Unstable angina to prevent Recurrent Events)
ACS medical or PCI

_ = Design’

n=12,562

28 countries

L - - I_ N I_ — | Clopidogrel
' 75mg o.d.
ASA 75-325 mg o.d. (n = 6,259)

Patients with
acute coronary

syndrome Double-blind treatment up to 12 months

(unstable angina
or non-Q-wave
myocardial ASA 75-325 mg o.d.

infarction) Placebo

1 tab o.d.
(n =6,303)

R = Randomization
1. The CURE Study Investigators. Eur Heart J 2000; 21: 2033—41.
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m Efficacy o

Cumulative events
(myocardial infarction, stroke, or cardiovascular death)

11.4% 20%
relative
risk
reduction

p <0.001

9.3%
Clopidogrel
(n = 6,259)
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Months of follow-up
*On top of standard therapy (including acetylsalicylic acid)

1. The CURE Trial Investigators. N Engl J Med 2001; 345: 494-502
2. Data on file, 2002, p73 internal CSR-EFC 3307




PCI-CURE: 31% RRR at long-term

Endpoint: Ml or CV death

Placebo’
(n = 1,345)

Median time
“— to PCI

Clopidogrel”
(n=1,313)
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200 400
Days of follow-up

*On top of standard therapy (including ASA)
1Overall (including events before and after PCI)
Mehta SR et al. Lancet 2001;358:527-533




CLARlTY(CLopidogreI as Adjunctive Reperfuslion
TherapY ) . Study design

Double-blind, randomized, placebo-controlled trial in
patients aged 18-75 years with STEMI < 12 hours

Clopidogrel 300 mg loading dose / 75 mg QDt

Thrombolysis,

' Clinical
heparin and ASA* Study treatment until

angiography (2—8 days) or
_ hospital discharge
n = 3,491 (maximum 8 days) at 30 days

l l

n=1,739

follow-up

Placebot

Primary endpoint: occluded artery (TIMI flow grade [TFG] 0/1),
death/MI by time of angiography

*ASA = 150-325 mg (if no ASA within prior 24 h). Heparin if fibrin-specific thrombolytic
TAll patients: ASA 75-162 mg/day plus other standard care
Sabatine MS et al. N Engl J Med 2005;352:1179




CLARITY: Primary endpoint
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Clopidogrel Placebo
better better

Clopidogrel Placebo

Sabatine MS et al. N Engl J Med 2005;352:1179
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Pivotal studies in ACS @® ~cricice @ 2eoc @

INITIATION
Pre Cath. Lab. (Ambul., ER) | Cath. lab.

FOLLOV\,{G'E}aES
]

CURE
UA/NSTEMI

CURRENT OASIS
UA/NSTEMI

STEMI

intended for PCl treated
early before CA

TRITON-TIMI 38 | Prasugrel

UA/NSTEMI

STEMI

who underwent PCI
CA known

PLATO Ticagrelor
UA/NSTEMI
STEMI

treated early before CA




Proven Efficacy of Clopidogrel

Atrial
Fibrillation

:Active A

Cerebrovascular disease (CVD)

Ischemic stroke, TIA

; CAPRIE, CARESS, MATCH

Coronary artery disease (CAD)

Acute coronary syndrome (ACS ; unstable angina,
STEMI and non-STEMI)

PI IRE DCI_CI IDI: RITV CRENN
y CUNL, TUITUUINL, NIrT, CNNLwUuy

CAPRIE

Peripheral arterial disease (PAD)

Critical limb ischemia, intermittent claudication,
limb loss.

:CAPRIE, CASPAR




Indication coverage

acs  swoke  pap [N

Prasugrel
(PCI only)

Ticagrelor
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Stroke - International Guidelines

Class/ Level

of Evidence »
2011 AHA/ACCF Secondary Prevention and Risk Reduction Therapy for Patients With Coronary and Other
Atherosclerotic Vascular Disease: 2011 Update: A guideline from the AHA and ACCF®

1B - 5I8M LIES = TIAZF Q)9 exiracranial carotid or veriebral atherosclerosis ZEKtof|A|
ORALR Ci= 75-325mg/d, E2EIA B 75mg/d E= ofAn|2l/Clo2|CiE Muls E5H|
(25mg+200mg, 1Y 23} &X

Ischemic Stroke
I=TIA

2011 AHA/ASA Secondary Stroke Prevention Guidelines®

Secondary B - OtAIRIT Zaju|r o HIRWS otmfRint FARSHE#O| 230|201, EE I mi20f 2t
Stroke Prevention AR80| 27121 Etxjol Al HE=X| 25

2010 AHA/ASA Guidelines for the Prevention of Stroke in Patients With Stroke or TIA?

Ischemic Stroke 1B OfA L2 ZatdlA Ol HEQHS QIi2int FAGHEEC a0 fleo2  &F & miFof 2
(Secondary prevention) ME0| 27|(hemorrhagic comtramdcanom)ol Efxroﬂ?l AR 42

2008 ESO Guidelines for Management of Ischemic Stroke and TIA®

IA - YSRB0| WIS
Ischemic Stroke 1A « ZAHIAQL OFA IR B
IA « OFALIZION RHX|7t R

U2 EXlo7| Sefeis Hs S0 HE
SEH= HATX] U2 (UA/NSTEMI/ Z2 stent A= &K1 AH|2))
= 2Kl A %EIH'A 50 HE

2008 ACCP - Antithrombotic and Thrombolytic Therapy for Ischemic Stroke®

IA HIAIQKY HES = TIA EX0AH =7 |2 o2 S2MIA 75mg &0 HE
Ischemic Stroke B HI"'QJ M LIES = TIA SX0|A| OFALDRECH E2EIA E0 HE
IA OfALIZI0) QJHIW QL= B A SctEiA B0 AHE




ACS - International Guidelines

Class/ Level
of Evidence

2011 ACCF/AHA Focused Update of the Guidelines for the Management of Patients With UA/NSTEMI'

IB - OIALRIS £0 B2 o Qi BXP0|AH S2fA Ho5I182 §0 £ FXI82 &
* DS EE FQUTTOW} U= FS
UA/NSTEMI IA « PCI Al oI "2! EX0H PCI Al ™ == Al Al ZICHSH 2| S2plA B5i82¢
300mg 0l 600mg 7EX| S04 ZE
IB *PCI Al 22 EXtoflA EcteA 75mgE HOE 12718 FHAEY
27| HeH XS Ye SSE/1P{E X0l 0|SSSEATRE0| HIH, OfALZIO]
UA/NSTEMI x?fEl% = il EEE=AM
(initial invasive strategy) |B — PCI Al 7, S22 A HE!
IA —PCI ARS Al, PCI Al 0| Z2f41A S0{7} 0F SI9iriai, BajulA S0f 2
UA/NSTEMI IB - YSNRY D} OLALIEIOf 7155t | SRIA(HEIE8E £0 & RXIZZ)E F7I6H0F 5
(initial conservative strategy) M= 1o 7128 187K EHE ZiS HE

2011 ESC Guidelines for the management of acute coronary syndromes in patients presenting without persistent
ST-segment elevation?
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IB L3St 27 RI2 20| 42 glol, 518d A a——;%'il%*? EXtofA| ElZfee

F180mg, FXBE 90mg 1Y 28))7t HE (E2HA £0{ 8 = EF O3] F0| AR
ronary anatomyﬂ 3101z|T PCI AlZ OfI Q! P2Y12 receptor HHIE MS ARSI=
SIRHES| S EXNofIA| MES Tdh= SEOIL F0{ 27| AR7t QlCiH Tk

(H5k=22f 60mg, FXIEZ 10mg)o| AE

« E|Z[ 0Lt ZekeOHds SHE 4~ Sl EXI0A E2A 25182 300mg, A%
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2011 AHA/ACCF Secondary Prevention and Risk Reduction Therapy for Patients With Coronary and Other
Atherosclerotic Vascular Disease?

IA « OALIZIG £ 27| AF7t e EXIE QIS CAD EXI0i|A| otA LR 75-162mg/d & HE
el B « OFAIRIO| DTS £ ZREIAN7 QL= StXjolH| ZaIA 75mg/d 7} CiMIRHo HA!

IA « ACS S#Ir L= AHIE A|I&5HPC EPXH}H? | ORALLIZI} P2Y1 2 receptor LM HREHS HE
A - BMS E= DES PCI & A3t SiXj0|7] Zaj8IA 75mg/d. Taka2l 10mg/d &
EI?DEE“H 90mg(1¥ 23l)E M= 1 2?H% B0 HE

CABG llaC - OFALIR! 75—162mg/det Z2fEIA 75mg/d 2| HEREH0| 1
Stable CAD lIbB + Stable CAD EXI0fA| OtALIR! 1Y 82F 75~162mg 2+ S2felA 1Y 82F 75mg 2 HERE0| 12

lIbA » ZSUERIS 2RO X2E Plolf SR (IR = HIERIK Z8iH) Hrt= SEATHNE =8
lIbA + ORATIR! (ang/or BR11A)} QHIIRI0| HEE0H= SEO| 20| Un BIs| THe 2

2009 Focused Updates: ACC/AHA Guidelines for the Management of Patients With STEMI
and ACC/AHA/SCAI Guidelines on PCI*

Primary/non-primary PCl
OilE2! STEMI &t

ACS Eix} E=
AHIE ARSEH Pl EXL

IC + PCl Alg M = Al Alof] Hoi= S2MIA HalEE 300mgoiiA 600mg 7K £

IC « HENHIQ} ECEIAE RF S0 2 2XI0|H|, A E0E s EHE
* Thienopyridine A€ =50 20| EHSsHHTH £ 22 SXjof|A S28lA 25t=2F
300mg OflA 600mg 7HX| 04 ZHE
PCI (BMS == DES) « E2HIA 75mgE HUT 12708 7HX| £ 2
Als 2= ACS EX} « DES—-PCI Alait= ACS EA10AH S2A 1570 0|14 & 12 Vs
- 2EH X 2RE Y= BRI 015 ALY s SHE 2= EHY
=hbdoEs] « OFALRIC HIZ 04611, PCI AKS & = AR A S21HIA7} S Y SISIFIHEA| 25

Non-primary PCl
OilE2! STEMI Xt




A-Fib / PAD - International Guidelines

2011 ACCF/AHA/HRS Focused Update on the Management of Patients With Atrial Fibrillation'

IIbB - 2Rl M3 B2 OACE HM6H| X[&E o~ U=XI0f Lt 2Ae] EIIE Z7= OAC(Warfarin)
Atrial Fibrillation 07t ’%*C"“PII 2 NS EXlolM HESS 280 e Fd IS 2iEE 17| fisl
OFAI|Z0] ;a%z —T‘JF = A& 1

2010 ESC New Recommendation related to Antithrombotic agents in Guidelines for the Management of Atrial Fibrillation'

IlaB i}‘If I'OAC —|C:E 'I |'7'||_f OACO-H I:HOH CHd |8|- 7|)\|":’|'D| o|_—r|_ C’l-o_l_ EI_|E'|E| ﬂ|-x o j:'[:|?|
Atrial Fbrillation OfEIZIL K431 | OIS 29), B3 UB0| K AMNS EXI0I7 =ES OIS Sish OIATIR
75-100mg 2 E2fA 75mg 9 E‘é%ﬁ?ﬂ*ol; 24

2011 AHA/ACCF Secondary Prevention and Risk Reduction Therapy for Patients With Coronary and Other
Atherosclerotic Vascular Disease'?

PAD IA = ST 5IX| PAD EXfofA| OFALR! 75-325mg/d F= EalA 75mg/d & FE
2011 ACCF/AHA focused update of the guideline for the management of patients with peripheral artery disease'

B | - ZAET 51X PAD ERPOIZ DM, LB EE HEN YOI IS ZAA =T
OIALEIS ChAEt 4 Sl BEAmRHOR Zajuia By

* Including those with intermittent claudication or critical limb ischemia, prior lower extremity
revascularization (endovascular or surgical), or prior amputation for lower extremity ischemia

TASC I guideline 2007 Inter-Society Consensus for the Management of PAD Recommendation.
Antiplatelet therapy in PAD'

PAD B « Symptomatic PADZ 71X| SiXof|A| AEa AR19] 2t




LELCR I CRUEEEE LS

1. Patients with CAD or CVD or PAD have high risk for
the development of another event or other diseases.

2. CV event rates increased in patients with the number
of disease beds.

—> Comprehensive prevention of atherothrombotic

nnl\l\lﬂff‘l Ilﬂr AICQQCQ aAac A c\uc 'I'nm ~ IAcnmi ||ar AICQQCQ :C
OiyVaSCuial GiS€aS€ aS a SYSte€micC VasSCuiar GiS€ase IS

importment for improving clinical prognosis.

3. Only clopidogrel has both evidence and a broad
indication for polyvascular disease.




Odds ratio 95%Cl y* P-value ) .
P —-— —— Patients were categorlzed as
Age (per 10 years) 26 124,128 605 <000

having prior O, 1, 2, or 3
SBP (per 10 mm Hg) 093,094 295 =000 .
Signs of CHF 206,261 195 <0001 affected arterial beds. (95749
Renal insufficiency ; . 137 119 <0001 patlent)
Positive cardiac marker 4 69, 224 4 <000 . .
p Factors associated with the
e e i 4e na composite outcome of in-
Transient ST-elevation 19, 1.44 hospital death, MlI, stroke, or
s N i ot congestive heart failure

Diabetes

Fa

Heart rate (per 10 bp.m.) 4 04, 1.05 <0001

SR Identification of polyvascular
EN mEyier bad 1N patients in clinical trial and
Two vascular beds .34
Three vascular beds : real world populations may

Dyslipidemia 7 =UA prOVide an Opportunity to

Prior CHF 1.15, 1.32 <0 . . 0

Mala s , reduce their excess risk with

P =5 e intensive secondary

prevention efforts.

Bhatt DL et al., The CRUSADE Investigators. European Heart Journal (2009) 30, 1195-1202




CAPRIE: Adverse Events

% of Patients with Events

Aspirin  Clopidogrel
(325 mg/day) (75 mg/day)
Intracranial hemorrhage’ 0.49 0.35

Gastrointestinal bleeding’ 2.66" 1.99
Gastrointestinal ulcers? 1.15* 0.68
Indigestion/nausea/vomiting’ 17.59* 15.01
Diarrhea’ 3.36 4.46*
Rash’ 4.61 6.02*
Neutropenia’ 0.17 0.10

1CAPRIE Steering Committee. Lancet 1996;348:1329-1339. *n<0.05
2Lok. Eur Heart J 1998;19(suppl):P487. P .




PCI-CURE: Study design

n = 2,658 CURE patients undergoing PCI

Pretreatment

l Open-label thienopyridine

Placebo : n=1,345
+ ASA* :

30 days
Post-PCI

Clopidogrel E n=1,313

Placebo
+ ASA*

End of follow-up
Up to 12 months
after
randomization

Clopidog_;rel

+ ASA*
1 Open-label thienopyridine
Pretreatment

+ ASA*

*In addition to other standard therapies
Mehta SR et al. Lancet 2001;358:527-533




PCI-CURE : 30-day results CV death, Mi,

Placebo

Clopidogrel
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Days of follow-up

Mehta SR et al. Lancet 2001;358:527-533




CV death, MI, RI — urgent revasc.

Placebo

Clopidogrel

Odds ratio = 0.80
(95% CI 0.65-0.97)
p =0.03
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Sabatine MS et al. N Engl J Med 2005;352:1179




CREDO (Clopidogrel for Reduction of Events During
Observation) PCl short vs long term DAPT : Design

Objective: evaluate efficacy and safety of clopidogrel 1 year vs 1 month
in patients undergoing urgent or elective PCI; determine the benefit of a
300 mg LD 3-24 h prior to PCI

PCI 28 days 12 months

Pretreatment l
99 sites,

US, Canada .
Clopidogrel Clopidogrel’

LD Clopidogrel” !
|

&
e
O
o
b
o0
®)
S
o
O
)

2,116 patients

urgent or

Placebo’ Clopidogrel* Placebo’

elective PCI

Placebo arm

*On top of standard therapy including ASA (325 mg)
TOn top of standard therapy including ASA (81-325 mg)
Steinhubl SR et al. JAMA 2002;288:2411-2420




CREDO : Long-term efficacy of clopidogrel

1-year results (Stroke, Ml or death)

27% RRR
p =0.02
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Clopidogrel (+ ASA)
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Months from randomization

)
O
(&
c
(]
|
S
-
(&
(&)
o
e’
=
o
Q.
©
c
o
©
(]
=
0
£
o
&

TAll patients received clopidogrel post-PCl up to Day 28
Steinhubl SR et al. JAMA 2002;288:2411-2420




Clopidogrel
75 mg/day

ASA 75-100 mg/day

2 to 4 days

ble-blind treatment up to 193
events
(event-driven trial)

Bypass ASA 75-100 mg/day

surgery Placebo
1 tab/day

24 month
or final visit

a
»

Follow-up: min 6 months — max 24 months

R=Randomization stratified by type of graft (venous/prosthetic).




K-M Curves of Time to Primary Outcome Event:
Each Type Of Graft (ITT)

Venous — Clopidogrel
Venous — Placebo

Venous grafts Hazard ratio = 1.25 [95% Cl 0.94—-1.67], P=NS Prosthetic — Clopidogrel
Prosthetic — Placebo
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Prosthetic grafts Hazard ratio= 0.65 [0.95% CI 0.45-0.95], P=0.025

Treatment by type-of-
graft interaction

P=0.008

50 100 150 200 250 300 350 400 450 500 5350

Time to Event (Days)
BMS Confidential
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Randomized, double-blind, placebo-controlled, parallel groups (n~100)

D1 D2
R ASA 75 mg o.d. to all patients from D1 to D7 +1

Screening Placebo

N~50
Placebo Placebo o.d.

MES detection MES MES
detection detection

Clopidogrel
N~50




Clopidogrel Significantly Reduces the Incidence of
MES in Patients with Recent Symptomatic Carotid

RRR252% RRR37.3% <«mmmm Primary Endpoint

p=0.078 p =0.011 Results:
Number of MES+

Patients at D7**

100% 100%

(7]
i
c
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B Placebo*
B Clopidogrel*

*On a background of
ASA 75 mg qd

Baseline **Offline analysis




The MATCH Trial: Study Objectives and
Design’

The MATCH Trial is designed to
determine the efficacy and safety of ASA
compared to placebo in high-risk

cerebroygscular patients recelvmg

llow-u

ar

18 mo hs dou e-blind treatment and

clopidod®el 75 mg and other stan
therapies




Adding ASA to Clopidogrel Shows a Non-Significant Trend for the
Reduction of Major Vascular Events in High-Risk Cerebrovascular
Patients'’




