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Does the Interventional Community
Adhere to Clinical Trial Results?
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Does the Interventional Community Adhere
to Clinical Trial Results?

Influence of the Bypass Angioplasty Revascularization
Investigation National Heart, Lung, and Blood Institute
Diabetic Clinical Alert on Practice Patterns
Results from the National Cardiovascular Network Database
Darren K. McGuire, MD, MHSc; Kevin J. Anstrom, PhD; Eric D. Peterson, MD, MPH

Background—In 1995, the Bypass Angioplasty Revascularization Investigation (BARI) found that patients with diabetes
had a survival benefit when treated with surgical revascularization versus balloon angioplasty, prompting a National
Heart Lung and Blood Institute (NHLBI) “Clinical Alert.” The influence of the BARI findings and of the Clinical Alert
on practice patterns is unknown.

Methods and Results—The practice patterns of coronary revascularization among patients with diabetes and multivessel
coronary artery disease (CAD) were analyzed using data collected in 1994 to 1997 from 13 centers participating in the
National Cardiovascular Network. The study population included patients with diabetes and multivessel CAD who
underwent elective coronary revascularization (n=9619). Over the 4 years of the study, the Clinical Alert had no
significant impact on the proportion of diabetic patients undergoing percutaneous revascularization (28.6% before
versus 26.8% after the Clinical Alert; P=0.06). Among individual hospitals, the probability of diabetic patients
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BARI Clinical Alert did not alter this variability. Among the investigators surveyed, although 91% were aware of the

Clinical Alert and 76% felt the findings were valid, >50% felt the Clinical Alert had limited or no impact on their

personal or institution’s care patterns.

Conclusions—Iimited consensus exists regarding the most appropriate method of revascularization for diabetic patients
with multivessel CAD. The results from a large, randomized, clinical trial and subsequent Clinical Alert had no

measurable impact on this practice variability. (Circulation. 2003;107:1864-1870.)




Impact of Clinical Trials Often Exceeds
Conclusions from the Study Results Alone

) Sheer number of clinical trials
) Market potential of new device approval
) Industry competitive landscape

) Personalities involved

Physicians (Non-interventionalists)
Professional societies (ACC, SCAI, AHA, ESC)
Regulatory bodies (FDA Panel 12/2006, NICE)
Political interest groups (Waxman)

Pharmaceutical and device industry



“Intent to Treat”
Knowing the Evidence but Not Applying It




Coming Full Circle in Understanding DES

ESC 2006 = TCT 2007

What a difference a year makes
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Do drug elutmg stents increase deaths?

potaln thet data

the manulaciung” sad

peophe in the world have Been
mplanted with DES, yet Lm:ur long-term safety
end efficacy s crbnown,” sald Yosel, " a
fealing the data we'n sesing today is only the t [
tip of the iebang. Wi nesd fo encoumege. mom [ ] dnny i pm-#-rq hart-term reldef of chegt
bl accmps (o i data” omn. It nat re-sipends that il it the

TRUTH IN EVIDENCE-BASED MEDICINE -

Wednesday + October 24, 2007

AMIHOTI

Saturated weygen is beneficial after
acute anterior M| when PC1 i initiated
‘within 6 hours of symptom onsat

page 3

CAREER RECOGNIZED

Barry T, Katzen, MD, awarded the
TCT 2007 Career Achievement Award
page 6

OPTIMA

Higner ratz of M1 aftar immediats vs.
daferrad PC in patients with high-
risk non-ST-sagment elevation acuta
caranary syndrame.
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COLLABORATION

CHALLENGE CONVENTIONAL WISDOM -

CARDIOVASCUILAR RESEARCH
FOUNDATION

TRANSFORM YOUR THINKING

WASHINGTON, DG

Do Drug-eluting Stents Decrease I\Ilnrtality?

Regfstry data from real wodd practice wath DES are

According to reports presented at
TCT 2007, DES have improved out-
comes and done so safely, in some cases
reducing mortality

“It is encouraging that these data so
consistently show safety and efficacy. The
challenge will be synthesizing the datafrom
so many different areas into information
for clinical practice,” Gregg Stone, MD,
Chairman of the Cardiovascular Research
Foundation, said dusing the session.

In addition to moderating, Stone pre-
sented landmark results of the TAXUS
registry concerning the impact of long-
term clopidogrel use on death, MI and
stent thrombosis, The data do not sup-
port routinely extending  thienopyri-

dine  treatment
beyond one year
in patients who
were  event-free
after either treat-
ment with DES or
bare-metal stents
in single, de novo
lesions in native
coronary arteries
Tudor D. Vagaonescu, MD, a cardi-
ologist at the University of Medicine and
Dentistry of New Jersey, presented MI-
DAS registry data on 11,118 patients who
were treated with either a single bare-
metal stent (n = 5,399) or a single DES
(n="5719) in the years 2003 and 2004,

Gregy Stone, MD

\agnnnestu concluded th
WIS selting of AMI was

associated wnh a significant reduction of
two-year all-cause mortality and cardio-
vascular mortality when compared with
the use of a single bare-metal stent

For complete coverage see Emerging
DES Data articles inside.

Cardiologist
Discusses
Army Career

Casscells invited
attendees to contribute.




All-Cause Mortality:
All RCTs (8,867 patients, 21 trials)

Estimate (95% CI) Weight (%)

SCORPIUS
SESAMI
Typhoon
Passion
BASKET (SES only)
STRATEGY
SES-SMART
Seville
HAAMU-STENT
MISSION!
PRISON II
Pache et al
Ortolani et al
DIABETES
RAVEL

SIRIUS

1.28 (0.35, 4.61)  1.86
0.43 (0.11,1.63) 1.70
1.01 (0.38, 2.65)  3.27
0.70 (0.36, 1.36)  6.99
0.82 (0.37,1.84) 4.80
0.84 (0.36,1.96)  4.30
0.21 (0.02,1.71) 0.62
1.35(0.23,7.78)  1.00
2.00 (0.63, 6.38) 2.30
0.48 (0.09, 2.59)  1.09
0.50 (0.09, 2.67)  1.07
1.40 (0.45, 4.35)  2.40
2.00 (0.19, 21.38) 0.55
1.44 (0.48,4.33) 255
1.75 (0.73, 4.16)  4.08
1.02 (0.67, 1.54) 17.82

C-SIRIUS
E-SIRIUS
TAXUS I

TAXUS IV
TAXUS V

Random Effects

*Fixed Effects (1°=0.0%)

Favors DES

Favors BMS

0.97 (0.81,1.15)

0.68 (0.11,
1.08 (0.25,
1.61 (0.57,

0.89 (0.63
0.97 (0.57

4.04)
2.24)
4.53)
, 1.25)
, 1.65)

0.95
2.57
2.87
26.29
10.92

0.97 (0.81,1.15), p=0.72

A

I
10

Mean f/u 2.9 yrs
Kirtane A., Stone G., ACC Oral Presentation; 2008




All-Cause Mortality:
All Registries (161,232 patients, 28 registries)

Estimate (95% CI) Weight (%)

0.94 (0.64, 1.38) 3.40

NHLBI (off label, adjusted) =

NHLBI (on label, adjusted)
Germany Metabolic Syndrome
Ontario (matched)

Mayo FFR Substudy

Italian Diabetic Multivessel (adjusted)
McMaster STEMI (adjusted)
Rotterdam Off-Label
Washington Hosp Center (matched)
Asan Korea (adjusted)

SCAAR (adjusted)

Wake Forest (adjusted)
Western Denmark (adjusted)
NY State (adjusted, unmatched)
MIDAS (adjusted)
Massachusetts (matched)
STENT (adjusted)

Liverpool (matched)

GHOST (adjusted)

DEScover (unadjusted)

Cedars Acute Ml

REAL (adjusted)

Melbourne

Multicenter SVG (adjusted)
ACUITY (from RCT)

RESTEM

ARTS Il (from RCT)

ERACI Il (from RCT)

.

$

-1

1.47 (0.87, 2.48)
1.47 (0.65, 3.35)
0.71 (0.59, 0.84)
1.00 (0.21, 4.75)
1.22 (0.36, 4.10)
0.17 (0.03, 0.97)
0.98 (0.85, 1.13)
1.16 (0.78, 1.75)
0.60 (0.46, 0.79)
1.03 (0.94, 1.14)
0.72 (0.55, 0.95)
1.00 (0.86, 1.17)
0.84 (0.72, 0.97)
0.66 (0.59, 0.74)
0.79 (0.71, 0.89)
0.69 (0.55, 0.87)
0.45 (0.24, 0.84)
0.55 (0.36, 0.83)
0.53 (0.35, 0.80)
0.82 (0.37, 1.83)
0.83 (0.70, 0.98)
0.67 (0.23, 1.94)
1.33 (0.47, 3.76)
0.63 (0.49, 0.82)
0.73 (0.51, 1.05)
0.74 (0.41, 1.35)
1.18 (0.54, 2.58)

231
1.15
5.98
0.36
0.57
0.29
6.44
3.21
4.70
6.98
4.66
6.29
6.35
6.80
6.80
5.25
1.78
3.09
3.13
1.20
6.10
0.73
0.76
4.87
3.63
1.92
1.25

*Random Effects (1?=70.1%)
Fixed Effects

0.80 (0.72,0.88), p<0.001
0.83 (0.79,0.86)

|
BavarsiBivS 10 Mean f/u 2.5 yrs

Kirtane A., Stone G., ACC Oral Presentation; 2008




TVR
All RCTs (7,291 patients, 16 trials)

SESAMI
Typhoon
STRATEGY
HAAMU-STENT
MISSION!
PRISON Il
Pache et al
Ortolani et al
SCANDSTENT
RAVEL
SIRIUS
C-SIRIUS
E-SIRIUS
TAXUS I
TAXUS IV

TAXUIS V
*Random Effects (1°=53.2%)
Fixed Effects

N\ T . VVCIyIILQ QAT 1HIJUIIT TAliuuvlll TliITuLlo al |ulyo|o

0.36 (0.17, 0.79) 4.36
0.42 (0.25, 0.69) 7.20
0.34 (0.16, 0.77) 4.22
0.33 (0.09, 1.19) 1.91
0.38 (0.17, 0.85) 4.08
0.37 (0.19, 0.69) 5.49
0.38 (0.23, 0.64) 7.14
0.58 (0.25, 1.36) 3.78
0.17 (0.09, 0.33) 5.44
0.51 (0.25, 1.04) 4.83
0.48 (0.37, 0.62) 11.51
0.30 (0.10, 0.93) 2.45
0.35 (0.21, 0.56) 7.45
0.61 (0.35, 1.08) 6.44
0.57 (0.45, 0.72) 11.94
0.77 (0.60, 0.98) 11.75

0.45 (0.37,0.54), p<0.001
0.51 (0.45,0.57)

' Favors DES

Favors BMS

|
10 Mean flu 3.2 yrs




TVR
All Reqistries (73,819 patients, 17 registries)

Estimate (95% CI)

Weight (%)

[

Ontario (matched) 0.69 (0.60, 0.80) 9.88

Mayo FFR Substudy

Brazil Large Vessels

McMaster STEMI (adjusted)
Washington Hosp Center (matched)
Asan Korea (adjusted)

Wake Forest (adjusted)

NY State (adjusted, unmatched)
STENT (adjusted)

GHOST (adjusted)
Montevergine

DEScover (adjusted)

Cedars Acute M

REAL (adjusted)

Multicenter SVG (adjusted)
RESTEM

ERACI Il (from RCT)

*Random Effects (1°=71.2%)
Fixed Effects

~tgpyn tF1 1y o

0.18 (0.04, 0.78)
0.43 (0.17, 1.10)
0.32 (0.05, 1.92)
0.65 (0.49, 0.85)
0.32 (0.24, 0.43)
0.63 (0.48, 0.83)
0.54 (0.50, 0.60)
0.58 (0.47, 0.71)
0.28 (0.20, 0.39)
0.51 (0.39, 0.68)
0.58 (0.40, 0.83)
0.22 (0.08, 0.62)
0.67 (0.59, 0.76)
0.58 (0.28, 1.18)
0.62 (0.47, 0.80)
0.58 (0.39, 0.86)

0.68
1.57
0.46
7.35
7.05
7.38
10.70
8.70
6.31
7.30
5.81
1.34
10.17
241
7.53
5.35

0.53 (0.47,0.61), p<0.001

0.57 (0.54,0.60)

Favors DES

Favors BMS

I

10 Mean f/u 2.2 yrs




What Do We Know About DES In 20087

) Profound, durable reduction in need for repeat
revascularization

) From RCTSs, no overall differences in D/MI/ST, now
entering 6™ year of follow-up

) Possibly lower M| and death compared with bare metal
stents

) ‘Off Label’ does not mean ‘Unstudied’

Majority of data support no difference in off-label safety metrics
between DES and BMS

) Emerging differences in efficacy and safety endpoints
between DES, no ‘class effect’



Outcomes associated with drug-eluting and bare-metal
stents: a collaborative network meta-analysis

Christoph Stettler,* SimonWandel,* Sabin Allemann, Adnan Kastrati Marie Claude Morice, Albert Schémig, Matthias E Pfisterer, Gregg W Stone,
Martin B Leon, José Suarez de Lezo, Jean-Jacques Goy, Seung-Jung Park, Manel Sabaté Maarten | Suttorp, Henning Kelbaek, Christian Spaulding,
Maurizio Menichelli PaulVermeersch, Maurits T Dirksen, Pavel Cervinka, Anna Sonia Petronio, Alain | Noerdmann, Peter Diem, Bernhard Meier,
Marcel Zwahlen, Stephan Reichenbach, Sven Trelle, Stephan Windecker, Peter JGni

Stettler C., et al., Lancet 2007:370:937-48.



Cumulative Incidence of TLR
38 RCTs, 18,023 patients

Cumulative incidence of
target lesion revascularisation (%)

SES vs BMS: HR 0.30 (95%-Cl 0.24-0.37, p<0.0001)
PES vs BMS: HR 0.42 (95%-Cl 0.33-0.53, p<0.0001)
SES vs PES: HR 0.70 (35%-C| 0.56-0.84, p=0.0021)

o 2
N of events/patients Years after initial procedure

BMS 4763 820/4746 53/2795 22/1871
PES 6328 448/6280 98/3950 15/1999
SES 6621 356/6580 68/3801 16/2153

* TVR was used as a proxy for 3 studies

Stettler C., et al., Lancet 2007;370:937-48.



Cumulative Incidence of Myocardial Infarctio
38 RCTs, 18,023 patients

myocardial infarction (%)
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SES vs BMS: HR 0.81 (95%-Cl 0.66-0.97, p=0.030)
PES vs BMS: HR 1.00 (95%-CI 0.81-1.23, p=0.99)
SES vs PES: HR 0.83 (95%-CI 0.71-1.00, p=0.045)

o 1 p
N of events/patients Years after initial procedure

BMS 4891 210/4874 20/3174 17/2129
PES 6300 249/6252 4714057 15/2054
SES 6771 232/6730 25/3884 11/2236

Stettler C., et al., Lancet 2007;370:937-48.



Cumulative Incidence of All-Cause Mortalit
38 RCTs, 18,023 patients

death overall (%)
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N of events/patients

BMS 4921

PES
SES

6331
6771

SES vs BMS: HR 1.00 (95%-Cl1 0.82-1.25, p=0.89)
PES vs BMS: HR 1.03 (95%-CI1 0.84-1.22, p=0.75}
SES vs PES: HR 0.96 (85%-Cl 0.83-1.24, p=0.80)

2
Years after initial procedure

109/4904 48/3340 31/2264

138/6283 78/4263 32/2187
139/6730 72/4041 38/2340

Stettler C., et al., Lancet 2007;370:937-48.



Cumulative Incidence of Overall Death and
Death/MI: DM vs. Non-DM (N=3,762)

Cumulative Incldence of
death overall (%)

(4]

N of eventsipatients

BMS 1199
PES 1151
SES 1329

Cumulative Incldence of
death or myacardial infarction (%)

o

N of events/patients

BMS 1228
PES 1161
SES 1373

Diabetics

SES ve BMS: HR 1.24 (35%-Cl 0.74-1.87, p=0.29} BMS
PES vs BMS: HR 1.16 (95%-Cl 0.76-1.84, p—0.55) -®-PES
SES vs PES: HR 1.06 (35%-Cl 0.76-1.59, p=0.78) -®-SES

2 3 4
Years after initial procedure

39/1199 16/863 91587 14/451
35M151 398/1009 10/528 3/152
4311329 30/1012 20/674 9iz43

SES vs BMS: HR 1.03 (95%-Cl 0.79-1.35, p=0.87)
PES vs BMS: HR 1.08 (95%-Cl 0.79-1.43, p=0.62)
SES vs PES: HR 0.96 {95%-Cl 0.69-1.31, p=0.81)

2 3
Years after initial procedure
101/1228 231812 111547 127429

8211161 491989 145513 51148
991373 321981 221640 117228

Cumulative Incidence of
death overall (%)

N of events/patients

Non-Diabetics

SES vs BMS: HR 1.06 (95°%-Cl 0.74-1.51, p=0.71)
PES vs BMS: HR 0.81 {85%-Cl 0.70-1.27, p=0.50)
SES vs PES: HR 1.17 (95%-Cl 0.862-1.66, p—0.28)

(4] T 2
Years after initial procedure

BMS 3384 €1/3384 32/2477 2211677
PES 3466 59/3466 35/3012 211623
SES 3505 60/3505 39/2774 1811631

Cumulative Incldence of
death or myocardial Infarction (%)

SES vs BMS: HR 0.93 (35%-Cl 0.72-
PES vs BMS: HR 1.02 (95%-Cl 0.82-
SES vs PES: HR 0.90 (35%-Cl 0.71-

(1] 1 2 3

N of events/patients Years after initial procedure
BMS 3384 170£3384 39/2396 34614
PES 3466 2153466 5912866 281533
SES 3505 1753505 4912667 2211566

Stettler C., et al., Lancet 2007;370:937-48.




Target Lesion Revascularization

Diabetic Patients

..... o BMS
| PES
—o— SES
SES vs BMS: 0.31 (0.21,0.41)
S PES vs BMS: 0.42 (0.25,0.54)
SES vs PES: 0.74 (0.51,1.19) %}
Lo -
N
o
N
0 |
—
o
—
o -
o-
| | | 1 1
0 1 2 3 4
Years
BMS 1228 1228 667 451 348
PES 1161 1161 942 486 146
SES 1373 1373 947 606 219

Non-Diabetic Patients

SES vs BMS: 0.29 (0.21,0.38)
| PES vs BMS: 0.47 (0.34,0.61)
SES vs PES: 0.62 (0.46,0.83)

3384
3466
3505

3384
3466
3505

3 4
1420 1195
1477 660
1512 753



Cumulative Incidence of ARC Definite ST
38 RCTs, 18,023 Patients

Cumulative incidence of
definite stent thrombosis ARC (%)

SES vs BMS: HR 1.00 (95%-CI 0.68-1.63, p=1.00)
PES vs BMS: HR 1.38 (95%-Cl 0.96-2.24, p=0.14)
SES vs PES: HR 0.71 (95%-Cl 0.48-1.13, p=0.21)

0 2
N of events/patients Years after initial procedure
BMS 4003 42/4000 4/3048 3/1928 1/1806

PES 4327 46/4321 20/3711 5/1853 11762
SES 4643 52/4642 9/3804 3/2257 2/1070

Stettler C., et al., Lancet 2007;370:937-48.



Definite Stent Thrombosis and Stent Type

Bern - Rotterdam Cohort Study

5 -
= PES
. _ o
§ Rotterdam PES: 3.6%
% PES Bern
S SES: 2.7%
g SES
% Rotterdam HR=0.71
E (0.53-0.95)
3 P=0.019
0 1 2 3

Months 1 12 24 36 42

Cumulative incidence SES, % 1.0 1.2 1.7 2.4 2.7

Cumulative incidence PES, % 1.3 1.9 2.5 3.1 3.6

Daemen et al. ESC2007



ASAN:
ARC Definite ST up to 3 Years

1:1;1
—$— SES Very Late Stent thrombosis
: P=0.669

5]
8
| =
o
.
£ 1
2
5
:
L&

p (log-rank) = 0.0983

0 90 180 270 360 450 540 630 720 810 900 990 1080
Time after Index procedure (days)

=]

Park SJ et al. TCTSummit, Seoul April 2007; TCT2007



Western Denmark Heart Registry
Definite Stent Thrombosis (ST)

SES N=3,426
PES N=1,996
Adjusted RR=0.45 (0.21-0.94)

= " Taxus
= Cypher

—
o
LS
I—
7y
2
IE
@
(]

2 3 4 5 6 7 8 9 10 1 12 13 14 15
Follow—up (Month)

NM Maann TCT2007



Lessons Learned From DES Trials
2002 to Today

. Angiographic Endpoints Alone are Insufficient
. There is not one ‘end all, be all’ trial

1
2
3.
4

Look for consistency across trial designs

. We never followed patients treated with BMS so

systematically and over long-term until DES



Very Late Stent Thrombosis in RAVEL Trial

) 60 year old man with diabetes, hypertension, dyslipidemia, gout and
tobacco use presented with angina in 2000

) After angiography, patient randomized in RAVEL trial

70% lesion in | ,,f Post-3.0 x 18 mm
mid-RCA # L BMS placement

™ -ﬁ_ H
s
e

) ASA, clopidogrel for 2 months upon discharge

Zajarias A, et al.,http://www.europcronline.com/eurointervention/12th_issue/casel.



Very Late Stent Thrombosis in RAVEL Trial

) 50% diffuse ISR noted at 6-month angiographic F/U

) Treated medically; annual follow-up with an exercise stress test
revealed no symptoms or inducible ischemia for 6 years

) 7 years post-PCl:
e Patient has an inferior STEMI while still on ASA
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Zajarias A, et al.,http://www.europcronline.com/eurointervention/12th_issue/casel.



Bare Metal Stent VLST in RAVEL

) Fibrinolytic therapy, then emergency rescue PTCA due to
persistence of symptoms and lack of ST resolution

Thrombus-laden | Post-POBA:
stent with 70% DS: W Thrombus resolution

TIMI 1l flow & Normalization of flow

) Discharged on ASA/Clopidogrel

Zajarias A, et al.,http://www.europcronline.com/eurointervention/12th_issue/casel.



Lessons Learned From DES Trials
2002 to Today

1
2
3.
4

. Angiographic Endpoints Alone are Insufficient

. There Is not one ‘end all, be all’ trial

Look for consistency across trial designs

. We never followed patients treated with BMS so

systematically and over long-term until DES

When low frequency and late-occurring events are of

Interest, there Is no substitute for large trials, diverse
patient populations and long-term follow-up

Avoid indirect, cross trial comparisons—randomized trials

represent best opportunity for comparison, but what is
standard of comparison?



Dedicated Trials with CYPHER® Stent in
Specific Patient/Lesion Types

Stairway to Evidence-Based Medicine

Randomized Controlled
Trial (RCT) vs. BMS,
Brachytherapy, CABG
or POBA
NON-RCT
RCTs VS. DES

cationsl| DELAYED RRISC

SIRIUS-BIF
Nordic PCI

TYPHOON
STRATEGY

SESAMI
TROPICAL MISSION

SISR PROSIT
ACROSS RIBS Il
PRISON II INDEED
ISAR-DESIRE

PORTO |
DECODE

SCORPIUS

Park LL  DIABETES, CARDIA*
Park LL 2 ISAR-DIABETES

Vessels

Direct

Stenting SVELTE,

SIRIUS 2.25

SES-SMART
ISAR-SMART 3

RAVEL, SIRIUS, REALITY, ENDEAVOR lll, Pache, et al., Petronio, et al., Han., et al

Single,
De NOVO DIRECT



Clinical Trials Experience

Number of Clinical Studies Number of Patients Studied

80 - 60000 1 |

Stable angiographic outcomes at 1, 2 and 4 years
Sousa JE., et al., Circulation. 2001;104:2007-2011

Sousa JE., et al., Circulation. 2003;107:381-383
Sousa JE., et al., Circulation 2005;111:2326-2329

~ 5 the VLST rate observed with Xience (0.9%) at 2 years
e N | | EENN |

Xience V Stent CYPHER® Stent Xience V Stent CYPHER® Stent

) Xience V (<2 year follow-up):
» 3 clinical studies
* ~ 952 patients

) CYPHER® Stent (5 year follow-up):
» > 75 clinical studies
* > 50,000 patients
» Post-marketing experience: > 3 million patients



Informing Real World Clinical Practice

« 12,824 SES patients
* 41% diabetes, 5% hemodialysis
* 55% MVD, 7% Unprotected LM, 9% CTOs

» Successful SES deployment 99.8%
(17,545/17,584)

* IVUS 42%, Max inflation pressure 17.8 ATM

—3% baseline incomplete apposition

» 3 year ARC def/prob ST 1.36%
(0.47% at 30 days, 0.74% at 1 year)
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RES-ELUTION Study Design

Multi-center, Prospective, Two-arm, Non-Inferiority,
Randomized Control Trial using Conor SES

388 patients randomized for the treatment of
a Single De Novo Native Coronary Artery Lesion <28 mm with RVD 3.0-3.5 mm
Conducted at up to 40 Centers Worldwide
Principal Coordinating Investigators: Pr C. Spaulding, Dr. Alexandre Abizaid, Dr. John Ormiston

Investigational Arm Control Arm
Conor SES TAXUS Liberté

Primary Endpoint: 6-Month In-Stent Late Loss
Sub-Studies: 6 and 12 Month IVUS (first 50 pts, per treatment arm)
Dual antiplatelet therapy for 6 mo. Minimum
12 mo. Recommended per ESC/ACC/AHA/SCAI guidelines

Clinical/MACE

Angiographic/IVUS

*Primary Endpoint Analysis



Summary
Impact of Emerging Comparative DES Data

) Significant differences exist in both DES safety and efficacy

. Efrperging differences in SES/PES safety (ST, MI) against background of disparate
efficacy

» Established superiority of —limus agents
» Absence of “class effect” between SES and PES (FDA 12/2006)

) 2008: Attention to late and low frequency events, yet limited
Information with new DES technologies

 Differences in outcome relate to specific agent, elution rate, dose and ?polymer
 Introduction of several ‘novel’ DES are outpacing supportive evidence
* Much inferential data (preclinical, etc.) but need trial patient data

) What is required for a DES to become the benchmark for safety
and efficacy for new comparative DES programs?

* Recent newer DES data leaving us with ore questions than answers

» Systematic, long-term comparative data in large and varied patient population
» Detailed, patient level data represented in all trial designs

* Threshold to improve upon existing data with SES is a challenge for new DES



