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Prevalence of overweight among school
children In Europe
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Make them p.lay

Eat less, change their mind



Intervention programmes

Treatment: Physical activity

Dietary habits
Health education

Target group: Family
Children at risk

Overweight and obese
children

Healthy children (Primary
prevention)

Settings: Kindergarden
School / University
Environment
Sports clubs

Methods: Objective parameters?
Questionnaires
Accelerometers
Follow - Up

Heart disease. You're the Cure, |




Eﬁﬂ Multivariable predictors of

REducticn of Atharothrombosls

e CV events

VENED]E

Hazard ratio
(95% Cl)

Polyvascular disease vs risk factors only

CHF (yes/no)

Ischemic event = 1 year vs no iIschemic event
History of diabetes (ves/no)

Ischemic event > 1 year vs no ischemic event
Single vascular disease vs risk factors only

199 (1 78-2 24)
171 (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)

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)

Aspirn (yes/no)

Statins (yes/no)

Japan vs. other regions

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)
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Comparative impact of ischemic

=====""" event timing on 4-year event rates

Tor Caontinuad Health

m Pnorischemic event< 1 year
®m Priorischemic event =1 year
m Stable atherosclerotic disease
O Risk factoronly
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All-cause CV death Nonfatal Ml Nonfatal stroke CVdeath MI, CV death, MI,
mortality stroke stroke,

rehospitalization

"All event rates adjusted forage and gender.




Impact of polyvascular disease and

=" diabetes on CV events at 4 years

Tor Caontinuad Health

o All

® + Polyvascular disease
B -Polyvascular disease
B +Diabetes

0 - Diabetes
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*All event rates adjusted for age and gender.




e SUMMary of key results

o [hereis a broad range of risk for stable atherothrombosis:

atherosclerosis at
baseline

Ischemic events at
baseline

Patients with prior >> Patients with stable >> e

factors only

o Polyvasculardisease was the strongest independent
predictor of future iIschemic events

« |n patients with prior ischemic events, an event< 1 year
prior to enrollment was a stronger predictor for CV events
(vs.> 1 year)

o Diabetes increased therisk of CV events in all
populations, butto a lesser extent than polyvascular
disease or prior ischemic events at baseline




A Single Dose of Erythropoietin in ST-
elevation Myocardial Infarction

Adriaan A. Voors, Anne M.S. Belonje, Felix Zijlstra, Hans L. Hillege, Stefan
D. Anker, Riemer H.J.A. Slart, René A. Tio, Arnoud van ‘t Hof, J. Wouter
Jukema, Hans Otto J. Peels, Jose P. S. Henriques, Jurrién M. ten Berg,

leroen Vos, Wiek H. van Gilst, Dirk J. van Veldhuisen, on behalf of the
HEBE Ill investigators

Department of Cardiology, University Medical Center Groningen, Groningen, The
Netherlands; Applied Cachexia Research, Department of Cardiology, Charité, Campus
Virchow-Klinikum, Berlin, Germany; Department of Nuclear Medicine and Molecular Imaging,
University Medical Center Groningen, Groningen, The Netherlands; I1sala Clinics, Zwolle, the
Netherlands; Leiden University Medical Center, Leiden, the Netherlands; Medical Center
Alkmaar, Alkmaar, the Netherlands; Academic Medical Center, Amsterdam, the Netherlands;
St. Antonius Hospital, Nieuwegein, the Netherlands; Amphia Hospital, Breda, the
Netherlands.
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Classical Effect EPO: hematopoiesis

’Oi"’" "'80 O Inhibition
OOO -;z? T ofapoptosis



Experimental studies: cardioprotection with EPO

Animal Model Outcome
Calvillo 2003 Rat I/R: 30 min/7d reduction of cardiomyocyte loss;
improvement of LV function
Lipsic 2004 Rat I/R: 40 min/1d reduced infarct size
Parsa 2004 Rabbit I/R: 30 min/3d reduced infarct size;
improvement of LV function
Bullard 2005 Rat I/R: 40 min/1d reduced infarct size
Hirata 2005 Dog I/R: 60 min/6h reduced infarct size
Animal Model Outcome
Parsa 2003 Rabbit 3d FU improvement of LV function
Moon 2005 Rat 8w FU reduced infarct size ;
improvement of LV function
Rat 9w FU reduced infarct size

improvement of LV function

Lipsic et al. JACC 2006



Methods

Prospective, multicenter, randomized open label trial with
blinded endpoints (PROBE) in 529 first ST-elevation myocardial
infarction patients

Primary Endpoint: LVEF (radionuclide ventriculography) at 6
weeks after AMI

Secondary Endpoints:
— Enzymaticinfarct size

— Major Adverse Cardiovascular Events

All endpoints were assessed in a blinded manner

Major Adverse CV-events were adjudicated by an independent
and blinded endpoint committee

Belonje et al. Am Heart ] 2008



Methods

¢ |nclusion Criteria:

- Successful primary PCI
(TIMI 2/3) for a first
AMI|

- TIMI flow 0/1 before
primary PCl on
diagnostic coronary
angiography

Key Exclusion Criteria:

Anticipated additional
revascularization within
6 weeks

Cardiogenic shock
End stage renal failure
Malignant hypertension

Previous treatment
with RhEPO

Belonje et al. Am Heart ] 2008



Baseline characteristics

Total cohort EPO Control
N=529 N=263 N=266
Age (yrs) * 60.9+11.1 60.8 + 10.9 610+ 113
% Male ¥ 15.7 79.7
Diabetes™ 47 (9.1) 25 (9.9) 22 (8.4)
History of Hypertension ¥ 174 (33.8) 84 (33.2) 90 (34.4)
Current smoker ¥ 116 (22.7) 58 (23.2) 58 (22.2)
Hb at baseline (g/dL) * M2+ 1,37 MO+3135 14.3+1.29
Ht at baseline (L/L) * 0.41 £ 0.04 0.40 £ 0.04 0.41+0.03
Serum Creatinine (mg/dL) ¢ 0.86(0.75-1.0) 0.85 (0.74-1.0) 0.87 (0.76-1.01)
SystolicBP (mmHg) * 128.5+24.1 127.2 £ 24.9 129.7 £ 23.3
Heartrate (beats/min) * 745+ 15.8 749+ 155 74.2+16.0

*mean+SD; *n (%); *median (IQR)



Baseline Characteristics

Total cohort

N=529

EPO
N=263

Control
N=266

Time symptoms to PCI (min) ¢
Gllb/INla inhibitor™®

Infarct Related Artery ™
LAD

RCA

RCx

Medication at followup ™
Aspirin

Oral anticoagulants
Clopidogrel
Beta-blockers

ACE-inhibitors/ARB
Statins

180 (120-270)

411 (77.7)

209 (40.1)
226 (43.4)
85 (16.3)

468 (94.6)
33(6.7)

425 (85.9)
460 (92.9)
385 (77.8)
478 (96.6)

180 (126-288)

199 (75.7)

105 (40.9)
112 (43.6)
40 (15.6)

226 (93.8)
16 (6.6)

209 (86.7)
225 (93.4)
182 (75.5)
235 (97.5)

174 (120-251)

212 (79.7)

104 (39.4)
114 (43.2)
45 (17.0)

242 (95.3)
17 (6.7)

216 (85.0)
235(92.5)
203 (79.9)
243 (95.7)

*mean+SD; ™n (%); *median (1QR)



Primary Endpoint

60 -
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P=0.41
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EPO Control

Mean follow-up: 6.5 (£2.0) weeks. Mean (£SD) LVEF was 0.53 (+0.10) in the
EPO groupand 0.52 (£0.11) in the control group (p=0.41)
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Secondary Endpoint:
enzymatic infarct size

EPO Control P-value
N=263 N=266
Peak CK{U/L) 1750 (895-2970) 1726(967-3300) 0.293
AUC CK (U/L per 72h) 50,136 (28,212-76,664) 53,510(33,973-90,486) 0.058
Peak CKMB (U/L) 214(116-344) 219(109-322) 0.955
AUC CKMB (U/L per 72h) 5622 (3487-8204) 5931(3757-8801) 0.16
Peak Troponin T (pg/L) 4.30(1.94-7.89) 5.90(2.20-8.00) 0.564
s ®




Secondary Endpoint:
Major Adverse Cardiovascular Events

EPO Control P-value
N=263 N=266
All cardiovascular events 3 19 0.032
Cardiovasculardeath 1 . 0.569
Emergency re-PCl for 5 7
In-stent thrombosis/reinfarction 3 5 0.288
Unstable angina |
Stroke 1 1 0.993
Heart failure 1 7 0.034
Major Adverse Cardiovascular Events were defined as cardiovascular e ®,
death, re-myocardial infarction, re-PCl, or coronary artery bypass graft, | C l N @
stroke, and clear symptoms of heart failure. v A
o




Time to first major adverse
cardiovascular event
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Major Adverse Cardiovascular Events were defined as cardiovascular death, re-AMI, l ‘ : l N ..
re-PCl, or coronary artery bypass graft, stroke, and clear symptoms of heart failure. he Metharands Haart st
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Safety

EPO was well tolerated

no reports of malighant hypertension, seizure, or deep vein
thrombosis.

49 Serious Adverse Events (SAE’s) in 40 control patients, and
33 SAE’s in 29 EPO patients.

Changes in haemoglobin (n=201): mean drop in haemoglohin
(¥SD) 0.52 (+1.09) g/dL in the EPO group and 0.55 (+1.02) g/dL
in the control group (p=0.86)

No difference in the change in haematocrit (p=0.73),
leucocyte count (p=0.75) or platelet count (p=0.37) between
both groups



Underestimated and Under-recognised:
The Late Consequences of Acute Coronary
Syndrome (GRACE UK-Belgian Study).

Aims and Methods

* To define the long-term outcomes following ST
Elevation and non-ST elevation ACS

* To determine whether the GRACE risk score predicts
long-term risk of death, CV death and Ml

ACS Risk Model

| At Admission (in-hospital/to 6 months) || At Discharge (to 6 months)

Age Years . |Cardiac arrest at admission
|ST-segment deviation
HR bpm
s |Elevated cardiac enzymes/markers

SBP

mmHg Probability of ~ Death  Death or MI
Creat. mg/dL - In-hospital

To 6 months
CHF  Killip Class
SI Units Reset

ulator | Instructions | GRACE Info | References | Disclaimer



Survival according to GRACE Score (score for death in-hospital)

0.8

0.6

0.4

Survival Probability

0.24

Survival according to ACS category

STEMI

Wilcoxon =1.5597, df=1, p=0.21

———— non-STEMI + UA

T T T T T
0 1000 2000 3000 4000
Time (days)

No. of Subjects  Event Censored Median Survival (95% CL)
STEMI 1403 22%(313) 78% (1090) NA ( 3569 NA )
non-STEMI + UA 2020 26% (521) 74% (1499) NA ( 3611 NA )
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Cox proportional hazard p<0.0001
o
T T T T T
0 1000 2000 3000 4000
Time (days)
No. of Subjects  Event Censored Median Survival (95% CL)
High 1599 38% (610) 62%(989) 2612 ( 2344 2069)
Intermediate 1267 16% (203) 84%(1064) NA ( NA NA )
Low 792 9% (69) 91%(723) NA ( NA NA )
Death or Ml according to ACS Risk Category
th High
——— Intermediate
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Cox proportional hazard p<0.0001
0-
T T T T T
0 1000 2000 3000 400
Time (days)
No. of Subjects Event  Censored Median Survival (35% CL)
High 2488 33% (815) 67% (1673) 3322 ( 3048 NA )
Intermediate 529 20% (106) 80% (423) NA ( NA NA )
Low 641 20%(128) 80%(513) NA ( NA NA )

No evidence of a difference[HR 1.026, 95% CI1 0.89-1.18]

Landmark Analysis:

GRACE score and mortality after 6 months

100%

75%

50%

25%

0%

.00

Survival

5|

Cox proportional hazard p<0.0001

Days 500 1000 1500 2000 2500 3000 3500 4000

Green = low risk, Red=intermediate risk, Black=high risk




Clinical Implications:

* The late complications of ACS are poorly
recognised and often underestimated.

* Thisis despite substantial progress in acute
treatment of ACS, and secondary prevention.

* Risk scorescan accurately predict long-term
outcome and identify those with most to gain
from novel strategies and therapies



RAVEL-Study
(ESC, Stockholm, September 2001)

U — W R -
Patients n=120 n=1138
Results after 12 Months:

Cypher-Stent




| Slow Release

4 months
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Do drug-eluting stents increase deaths?

TWO SEPARATE, independent meta-analyses,
presented in Hot Line session I, suggest drug-
eluting stents (DES) may increase death, Q-
wave myocardial infarction (clinical surrogates
of in-stent thrombosis) and cancer deaths,
bringing the long-term safety of DES firmly into
the spotlight. Discussant Salim Yusuf (McMaster
University, Canada) hailed the data as one of the
most important presentations to come out of
this year's meeting.

"Six million people in the world have been
implanted with DES, yet their long-term safety
and efficacy is unknown,” said Yusuf. “l've a
feeling the data we're seeing today is only the
tip of the iceberg. We need to encourage more

gbtain this data from the manufactures” said
Nordmann. He speculated that the increase n
cancer might be due to a8 rapid impairment
the immune system

vusuf widened the debate to includs

ud
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PCR Stent thrombosis

4 year F.U. of FIM patient

Pt# 4 (Fast release)

SEM showed > 95% endothelized
stent surface.
Uncovered stent strut (arrow).

Courtesy of R. Virmani | W | @

| EAPCI




DES - Late iIncomplete apposition and
stent thrombosis

"Post PCI




PCR Safety

% Late stent thrombosis is (was) an important
limitation of first generation drug eluting
stents

* Mechanism multifactorial :

Delayed/incomplete neointimal coverage

Hypersensitivity

_ate malapposition

Abnormal vasomotion (?)

Premature discontinuation of antiplatelet t

Resistance to thienopyridines

Stent fracture

* Prolonged dual antiplatelet t is mandatory




Guidelines for Percutaneous Coronary Interventions| (@)

fUROPIAN
SOCIETY OF

The Task Force for Percutaneous Coronary Interventions Rl
of the European Society of Cardiology

Authors/Task Force Members: Sigmund Silber, Chairperson* (Germany),
Per Albertsson (Sweden), Francisco F. Avilés (Spain), Paolo G. Camici (UK),
Antonio Colombo (ltaly), Christian Hamm (Germany), Erik Jargensen
(Denmark), Jean Marco (France), Jan-Erik Nordrehaug (Norway),

Witold Ruzyllo (Poland), Philip Urban (Switzerland), Gregg W. Stone (USA),
William Wijns (Belgium)

Table 8 Recommendations for clopidogrelbs adjunctive medication for PCI

Indication Initiation and duration Classes of recommendations Randomized studies
and levels of evidence for levels A or B

Pre-treatment of planned PCl Loading dose of 300 mg at least 6 h 1C -

in stable CAD before PCl, ideally the day before
Pre-treatment for primary PCI Loading dose of 600 mg, immediately 1C -

in STEM or immediate PCI after first medical contact, if

in NSTE-ACS or ad hoc PCI clinically justifiable

in stable CAD
After all bare metal 3-4 weeks I A CLASSICS

stent procedures TOPPS

Bad Krozingen
After vascular brachytherapy 12 months IC -
‘After drug-eluting stents 6- 12 months _ 1C -

After NSTE-ACS Prolonged for 9-12 months B CURE

European Heart Journa



Interventional Cardiology

Safety and Efficacy of Drug-Eluting and Bare Metal Stents

Comprehensive Meta-Analysis of Randomized Trials and
Observational Studies

Ajay I. Kirtane, MD, SM; Anuj Gupta, MD; Srinivas Ivengar, MD; Jeffrey W. Moses, MD;
Martin B. Leon, MD;, Robert Applegate, MD: Bruce Brodie, MD; Edward Hannan, PhDD;
Kishore Harjai, MD: Lisette Okkels Jensen, MD:. Seung-Jung Park, MD, PhD. Raphael Perry, MD:
Michael Racz, PhD: Francesco Saia, MD, PhD: Jack V. Tu, MD, PhD:; Ron Waksman, MDDy
Alexandra J. Lansky, MD: Roxana Mehran, MD: Gregg W. Stone, MD

Swdy ID Estimate (95% CI) Weight (%)
SCORPIUS - 1.28(0.35. 461) 188
SESAMI * y 0.43(0.11.1.63) 170
Typhoan — 1.01(0.38.2.65) 327
Passion 0.70(0.36, 1.36) 699
BASKET (SES only) 0.82 (0.37, 1.84) 480
STRATEGY - 0.84 (0.36, 1.06) 430
SES-SMART € - 0.21 (0.02.1.71) 082
Sewville - 1.35(023.7.78) 1.00
HAAMU-STENT - 200(063,6.38) 230
MISSION! < - 0.48(009,258) 109
PRISON Il < - 050 (009, 267) 107
Pache et al = 1.40 (0.45.4.35) 240
Ortolani ef al - » 2.00(0.19,.21.38) 055
DIABETES 144 (048.4.33) 255
RAVEL 1.75(0.73.4.16) 408
SIRIUS 1.02(067,154) 1782
C-SIRIUS 0.88 (0.11,4.04) 095
E-SIRIUS 1.08(0.25,224) 257
TAXUS Il 161 (057.45%) 287
TAXUS IV 0.89 (063, 1.25) 26.29

0.97 (0.81,1.15)
0.97 (0.81,1.15), p=0.72

Random Effects (F=0.0%)
Fixed Effects

1 Favors DES 1 Favors BMS 10

Mortality

(Circulation. 2009;119:3198-3206.)
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PCR Stent Thrombosis in Perspective
Definite Stent Thrombosis in All Comer Trials @ 12 Months

Early Generation DES Newer Generation DES
4 - :
3.3
3 -
20 20
2 -
1.2
1 -
0.3 0.3 0.4

0 . e
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Drug Filled Stent (DFS) Concept (Medtronic)

Unigque microporous stent surface > el s .
Drug elution controlled by diffusion physics

Exits through holes

e —
Drugfills hellow structure

Pure
Sirolimus

ahinsts e No Polymer! \
coating [ —

3D MicroPorous Nanofilm HAp BioMatrix Freedom Stent

Micro-structured Surface

| -

Y Y
F o pai, B R ‘




Bioresorbable Stents

|lgaki-Tamai

Tyrosine-
Policarbonate

PAE-Salicylate

Biotronik . ' Magnesium




Bioresorption and vessel wall integration are real phenomena. (Lancet 2009)

Baseline




Effects of CYP2C19 genotypes on clopidogrel
treatment in the CURE and ACTIVE trials

Guillaume Pare MD
Canada Research Chairin Genetic and Molecular Epidemiology

Results:

 No effect of CYP2C19 loss-of-function alleles
on efficacy and safety in CURE and ACTIVE



CYP2C19 Alleles

3 allele classes
- "Wild type” (*1): 63%
- Loss-of-function (*2, ¥3): 13%
- Gain-of-function (*17): 24%




PLATO o

Impact of CYP2C19 and ABCB1 SNPs
on outcomes with ticagrelor versus

clopidogrel in acute coronary syndromes:
a PLATO genetic substudy

Lars Wallentin, Stefan James, Robert F Storey,

Martin Armstrong, Bryan Barratt, Jay Horrow,

Steen Husted, Hugo Katus, Gabriel Steg, Richard Becker
for the PLATO investigators




Primary endpoint in the ticagrelor group PL A.I.-a"-'::-

in relation to any CYP2C19 LOF allele (K-M estimate)
12-

10 -
Ticagrelor No LOF
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120 180 240 300 360
Days from randomization
No. at risk
Ticagrelor LOF 1,384 1,274 1,250 1,053
Ticagrelor No LOF 3,554 3,301 3,222 2,718




Primary endpoint in the clopidogrel group PL AT-é"i::i
in relation to any CYP2C19 LOF allele (K-M estimate)

12- |
Clopidogrel LOF )
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T T T
120 180 240
Days from randomization
No. at risk
Clopidogrel LOF 1,388 1,259 1,226 1,027
Clopidogrel No LOF 3,516 3,256 3,186 2,691




Arterial Revascularisation Trial

Randomized Trial to Compare Bilateral Versus Single Internal
Mammary Coronary Artery Bypass Grafting (CABG):
One Year Results of the Arterial Revascularisation Trial (ART)

DP Taggart, D& Altman, AM Gray, B Lees, F Nugara, LM Yu, H Campbell, M Flather, on

behalf of the ART Investigators
John Radclif fe Hospital Oxford, University of Oxford, Royal Brompton & Harefield NHS Foundation Trust London
and Imperial College London

ESCHot Line 2010, Stockholm
On Line publicationin EHJ

Medical
Research

British Heart
Foundation

MRC | councit







ART Surgery

SIMA BIMA A
(n=1552) (n=1542)

| Off-Pump 40% 41.8%

1 0.7% 05%

2 17.7% 17.8%
Grafts 3 48.5% 50.4%

4+ 33.2% 31.3%
Surgery length: mins mean (SD) 199 (58) 222 (61) | 23 mins
Ventilation length: mins mean (SD) 863 (3293) | 968 (3029) | 105 mins
Duration ITU stay: hours mean (SD) 38 (106) 41 (94) 3 hours
Duration of post-op stay: days mean (SD) 7.5 (7.6) 8.0(7.4) | 0.5days
Re-exploration for any cause 3.5% 4.3%
Blood transfusion . 12% e W
Intra Aortic Balloon Pump ME IR TOLLAR
Renal support | . 4.4% L A




ATl ATOLL Trial design

Randomization as earfy as possible (MICU +++)
Real life population (shock, cardiac arrest included)

No anticoagulation and no Iytic before Rx
Similar antiplatelettherapy in both groups

r{STEMI > Primary PCI h

UFHIV
ENOXAPARIN IV @ 50-70 IU with GP libllla

0.5 mg/kg

with or without GPIIbllla

| Primary PCI

30-day results

70-1001U without GP llbllla
Dose ACT-adjusted




Aﬂ]‘ll Main Secondary Endpoint (ischemic)

Death, Recurrent MI/ACS or Urgent Revascularization

30d rate (%)
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SYNTAX Trial Design 5\"1\1'[}\){)
7 62 EU Sit?s + HJ 23 US Sites

]
De novo 3VD and/or LM (isolated, +1,2,3 VD).
|
Limited Exclusion Criteria
Previous interventions , Acute M| with CPK>2x, Concomitant cardiac surgery
4
Heart Team (Surgeon & Interventional Cardiologist:
/—,/\

Amenable for both Amenable for only one
treatment pptiOﬂS treatment approach

Stratification:
LM and Diabetes

Randomized Arms Two Registry Arms
N=1800 N=1275

Joint2010 ESC -EACTS G_uidpline : :
wiw escardio orgiguidelines on Myocardial Revascularisation WP sociEry oF

EUROPEAN

CARDIOLOGY ®




Patient Profiling SYNTAX)

Local Heart team (surgeon & Number &
location of

interventional cardiologist) ISishe
assessed each patient with Dominance Left Main
regards to:

Patient's operative risk F 3
(euroSCORE & Parsonnet score) = Caleification  gyaysma 3 Vessel

Coronary lesion complexity (Newly Score
developed SYNTAX Score) Total
Thrombus g

Goal: SYNTAX Score to provide Occlusion
guidance on optimal

revascularization strategies for Bifureatiig _
patients with high risk lesions Tortuosity

Sianas et al, Eurolntervention 2005:1:215-27
Coranary tree segments AHA classification and modified for
Valgimigli et al, Am J Cardiol 2007 99-1072-81 L

Serruvs et al Eurolntervention 20073 450-9 the ARTS study, Circulation 1875; 51:5-40 & Semin Interv
Semuys el a Uraintenvention JU0 ¢ 3.450-4 Cardiol 1959 4 205-19

Modified Leaman score, Circ 188183 2B5-9

Lesions classification ACCIAHA |, Cire 2001 1(

Bifurcation classitication, CCI 2000:49:274-83

CTO classification, J Am Coll Cardiol 1537 30:649-58
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“MACCE to 2 Years by SYNTAX Score | MACCE to 2 Years by SYNTAX Score an
Tercile SYNTAX) Tercile SYNTAX )
Low Scores (0-22) High Scores (>33)

B CABG (N=275) E TAXUS (N=299) ‘ E CABG (N=315) E TAXUS (N=290)

Mean baseline P=0.63 Mean baseline P<0.001
40 SYNTAX Score
CABG 16.6 = 4.0

SYNTAX Score
CABG 41.5x7.1

TAXUS 16.7 = 4.1 TAXUS 41.7 = 7.8

Cumulative Event Rate (%)
Cumulative Event Rate (%)

0] 12 24 0]
Months Since Allocation

Cumulative KM Event Rate + 1.5 SE; log-rank Pvalue Calculated by core laboratory; ITT population

Months Since Allocation

Cumulative KM Event Rate % 1.5 SE; log-rank Pvalue Calculated by core laboratory; ITT population

T T ' Joint2010 ESC -EACTS Guidelines =
- wwwiescardio orgfguidelines on Myocardial Revascularisation SOCIETY OF

SOCIETY OF
CARDIOLOGY »




MACCE to 2 Years by SYNTAX Score
Tercile

MACCE to 2 Years by SYNTAX Score
Tercile Left Main SYNTAX Scores 0-32

B CABG (N=198) P-value
B TAXUS (N=221)

Left Main

SYNTAX )

E CABG (N=149)
B TAXUS (N=135)

Left Main

o
(=]

w

o
W
o

L8]
L=

Cumulative Event Rate (%)

Death,
CVAor | 12.1%
MI

=
[=]

CVA or | 11.5%

Revasc. 21.8%
Months Since Allocation

Cumulative KM Event Rate + 1.5 SE; log-rank P value

Cumulative Event Rate (%)
(]
(=]

12

Months Since Allocation

Site-reported data; ITT population Cumulative KM Event Rate + 1.5 SE; log-rank P value Site-reported Data; ITT population

WWwWWw.Syntaxscore.com

et " Joint2010 ESC -EACTS Guidelines
7 www escardio. org{gmdelm a5 on Myocardial Revascularisation

EUROPEAMN
SOCIETY OF
CARDIOLOGY »




There is ‘3-vessel disease’ and ‘3-vessel disease’

"RCAZ 70-90%
' RCA3 70-90%

RCA 100%




Indications for CABG versus PCI in stable patients
with lesions suitable for both procedures
and low predicted surgical mortality

Subset of CAD by anatomy Favours CABG | Favours PCI
IVD or 2VD - non-proximal LAD lib C
IVD or 2VD - proximal LAD llaB

3VD simple lesions, full functional revascularisation lla B
achievable with PCI, SYNTAX score < 22 |

3VD complex lesions, incomplete revascularisation
achievable with PCIl, SYNTAX score > 22

Left main (isolated or 1VD, ostium/shaft) llaB
Left main (isolated or 1VD, distal bifurcation| Ilb B
Left main + 2VD or 3VD, SYNTAX score < 32 Ilb B

Left main + 2VD or 3VD, SYNTAX score > 33

Joint2010 ESC -EACTS Guidelines

wwwi escardio orgiguidelines on Myocardial Revascularisation




Validated drug-eluting stents (DES) for clinical use

DES Eluted Drug Trials and references
Clinical primary endpoint reached

BioMatrix Flex | Biolimus A9 LEADERS

Cypher Sirolimus SIRIUS

Endeavor Zotarolimus | ENDEAVOR-II, -lll and -V

Resolute Zotarolimus RESOLUTE-AC

Taxus Liberté/ R TAXUS-IV and -W‘

Element PERSEUS-WH

XienceV Everolimus*® SPIRIT-IIl and =1V

Angiographic primary endpoint reached

Nevo Sirolimus NEVO RES |
Nobori Biolimus A9 | NOBORI-I Phase-| and -2
Yukon Sirolimus ISAR-Test

r Joint ESC - EACTS Guidelines
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PK

Recommended risk stratification scores to be used
in candidates for PCl or CABG

PCI CABG
Short and long-term
EurcSCORE
mortality e
o Cuantily coronany arteny
SYNTAX score : . : 4 '
e disease complexity kb
Mayo Clinic Risk
MACE and procedural death IibC
Score
NCDR CathPCl In-hospital mortality b B -
Parsonnet score 30-day mortality -
Operative martality, stroke,
renal failure, prolonged
e Diaas ventilation, deep semal
STS score ; :
infection, re-gperaton,
morbidity, length of
Slay < 6 Or > 4 dgs
ACEF score Mortality in elective CABG - lib C

ACEF score=[AgefEjection fraction (%)) + 1 {ifcreatinine =2 mogfidL).
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