Quels DESs pour quels patients?
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Different clinical settings

Diabetes

Small vessels

In stent restenosis
ACS

Multivessel disease and LM disease



The 4 principal DESs

Sirolimus Eluting Stent (Cypher)
Paclitaxel Eluting stent (Taxus)
Zotarolimus Eluting Stent (Endeavor)

Everolimus Eluting Stent (Promus or Xience)



The Main Head to Head RCTs
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DESs in Diabetics

Sirolimus Eluting Stent (Cypher)
Paclitaxel Eluting stent (Taxus)
Zotarolimus Eluting Stent (Endeavor)

Everolimus Eluting Stent (Promus or Xience)



Meta-Analysis: Results

Nn=1009 patients with diabetes
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SPIRIT lll — Diabetic subgroup

TLR at 2 years

No Diabetes (n = 709) Diabetes (n = 290)

2-year HR 2-year HR
0.46 [0.24, 0.88] 1.50 [0.41, 5.45]

8.3%

Pinieracﬁon =0.14

- TAXUS® Stent XIENCE V® Stent

Stone G.W., TCT 2008.



SPIRIT lll — Diabetic subgroup

MACE at 2 years

No Diabetes (n = 709)

2-year HR
0.39 [0.24, 0.65]

Diabetes (n = 290)

2-year HR
1.28 [0.54, 3.03]

}

12
Months

15 18 21 24

Pinteraction = 003

- TAXUS® Stent

12
Months

XIENCE V® Stent

Stone G.W. , TCT 2008.



SPIRIT IV Subgroup Analysis: TLF at 1 Year

EES PES Relative Risk  Relative Risk P
Group (%) (%) (95% Cl) (95% ClI) interaction
All randomized (n=3687) 42 6.8 - 0.62 [0.46, 0.82] —
Single lesion treated (n=2710) 39 57 - 0.68 [0.48, 0.96] 034
Two or more lesions treated (n=901) 51 10.0 — 0.51[0.32, 0.83]
RVD > 2.75 mm (n=1351) 39 47 —F 0.83 [0.49, 1.41]
RVD < 2.75 mm (n=1352) 39 6.8 = 0.57 [0.35, 0.91] 029
Lesion length > 13.3 mm (n=1346) 45 6.9 =5 0.65[0.41, 1.03] 0.79
Lesion length < 13.3 mm (n=1349) 32 4.5 " 0.71[0.41, 1.23]
Bailout stent required (n=221) 50 145 —=— 0.35[0.14, 0.86] 019
No bailout stent required (n=3390) 41 6.4 - 0.65[0.48, 0.87]
Diabetes (n=1140) 64 6.9 ' 0.94 [0.59, 1.49]
No diabetes(n=2467) 3.1 6.7 - 0.47 [0.32, 0.68] 002

0.1

1
EES better  PES beftter

TLF = cardiac death, target vessel MI, or ischemia-driven TLR; 1 Year = 365 * 28 days

Single lesion treated data are used for RVD & lesion length subgroup analyses
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ENDEAVOR IV: Diabetics
TVF and TLR at 12 months

477 diabetics (30.8% patients)

p=0.53

10.8% ENDEAVOR

p=0.43

5 6% 5.9% 070 . TAXUS
7,4% 6,9%
>8% p=0.19
3,5%
2,1%
20/233 38/516 16/233 18/516 l

Diabetics Non-diabetics Diabetics Non-diabetics




/EST Diabetics n=861 (32,6%)

Overall p = 0.026

Endeavor™ vs CYPHER® p = 0.044
Endeavor™ vs Taxus® p = 0.453
CYPHER® vs Taxus® p = 0.007
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DESs in small vessels

Sirolimus Eluting Stent (Cypher)
Paclitaxel Eluting stent (Taxus)
Zotarolimus Eluting Stent (Endeavor)

Everolimus Eluting Stent (Promus or Xience)



REALITY

Mean RVD: 2.40 mm n=1353 patients

Angiographic

Reference Vessel Diameter (mm)

Lesion Length (mm)

REALITY
In-Stent MLD' (mm) Post-procedure
In-Stent MLD (mm) 8 Months

In-Lesion Late Loss (mm)
In-Stent Late Loss (mm)
Proximal Late Loss (mm)
Distal Late Loss (mm)

In-Stent Diameter Stenosis %

In-Stent Binary Restenosis %

In-Lesion Binary Restenosis %




ISAR-SMART 3

Mean RVD: 2.40 mm Diabetics: excluded 8/12-Month Outcomes

Taxus (n=180) M Cypher (n=180)

Late Loss, mm Restenosis, % Safety, %

P <0.047
19,0

P < 0.001
0,56

5,0

__

In-Stent LL |"'S§gge“t Composite Death or MI

Mehilli J et al. Eur Heart J 2006;27:260-266.




SPIRIT [II/1V Pooled Small Vessel Results
I-Year Clinical Results: TLF/TLR

Il X ENCE V™ (PROMUS™) Stent
Bl TAXUS™ Express™ Stent

Target Lesion Failure Target Lesion Revasc
P=0.02 P=0.10 P=0.01 P=0.12
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SPIRIT I/IV Pooled Small Vessel Results
I-Year Clinical Results: Cardiac Death/MI and ST
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Age
< Median (64)
> Median

Sex
Male
Female

Vessel Location
LAD
No LAD

Diabetes

Yes

No

Reference Vessel Diameter
<25mm
>25mmto<3.0mm
=>3.0mm

Lesion Length
<10 mm

=>10t0 <20 mm
=20 mm

Stent Usage
Multiple Stents
Single stent

ENDEAVOR IV

TVR % (No./total)

ZES

7.4 (27/367)
5.2 (20/387)

6.0 (30/503)
6.8 (17/251)

6.7 (21/315)
5.9 (26/438)

8.5(20/234)
5.2 (27/520)

7.9 (20/254)
5.8 (17/295)
4.9 (10/204)

4.7 (N/233)
7.0 (30/429)
5.6 (5/90)

1.4 (5/44)
5.9 (41/700)

PES

6.0 (22/368)
7.6 (29/383)

6.6 (34/514)
7.2 (17/237)

6.7 (21/314)
6.9 (30/436)

9.7(22/226)
5.5 (29/525)

10.3 (27/262)
5.4 (16/295)
41(8/193)

8.8 (20/228)
5.6 (23/412)
7.3 (8/109)

16.0 (12/75)
5.4 (36/663)

Relative Risk
(95% CI)

1.23 (0.7-2.12)
0.68 (0.39-1.19)

0.90 (0.56-1.45)
0.94 (0.49-1.81)

1.00 (0.56-1.79)
0.86 (0.52-1.43)

0.88 (0.49-1.56)
0.94 (0.56-1.57)

0.76 (0.44-1.33)
1.06 (0.55-2.06)
118 (0.48-2.93)

0.54 (0.26-1.10)

1.25 (0.74-2.12)

0.76 (0.26-2.23)

0.71(0.27-1.88)
1.08 (0.70-1.67)

Favors ZES

Favors PES

P for
Interaction

0.227




DESs for in stent restenosis

In BMS restenosis

Sirolimus Eluting Stent (Cypher)

Paclitaxel Eluting stent (Taxus)



“+ In DES restenosis




ISAR-DESIRE

Repeat Stenting using a DES

* ISAR - DESIRE trial

B Sirolimus Stent
B Paclitaxel Stent
(] Balloon Angioplasty

P <.001 P <.001
l I l l

P: 01 P:OQ
ro

44.6°
19 %
21. 7% |
14.3% 8%

Angiographic Target Vessel

Restenosis Revascularization

at 6-8 mo atly JAMA 2005;293:165

Incidence, %




ISAR-DESIRE |l

450 patients enrolled at two
centres in Munich, Germany

_—

SES (Cypher) PES (Taxus)
n =225 n =225
Angiographic Angiographic
follow-up at 6-8 follow-up at 6-8
months (84.8%) months (84.9%) 2 %
&
1 l z 20
5 10
Clinical follow- Clinical follow-
up at 12 up at 12
months months

Anglographic Restenosis Clinical Restenosis

[ SES [l PES

Angiographic Restenosis at 6 to 8
Months and Clinical Restenosis at 1 Year

Months after randomization

Composite of Death, MI, or TLR




Washington Hospital Center Reqistry

Treatment of DES restenosis
With the same versus different DES

Shaila Garg, mo, Kimberly Smith, ss, Rebecca Torguson, ss,
Teruo Okabe, mp, Tina L. Pinto Slottow, mp, Daniel H. Steinberg, mp,
Probal Roy, mp, Zhenyi Xue, ms, Natalie Gevorkian, mp,
Lowell F. Satler, Mo, Kenneth M. Kent, mp, William O. Suddath, mo,
Augusto D. Pichard, mo, and Ron Waksman,* mo

MACE Surnvival Curves

| MACE survival curve ) = Switch strategy—-> inconclusive
T = 1st generation DES comparison
(cypher , Taxus)

n=112

MACE free survival probability

8
Catheter Cardiovasc Interv 2007;70:9




Cosgrave et al. Registry

Does the switch therapy work?

In-stent restenosis TLR
(@ mean 25.7 months @ mean 25.7 months
o
/o P=1.0 %
] 25.8

Same DES Different DES Same DES ' Different DES
N=107 N=94 N=107 N=94

Cosgrave, Colombo AHJ 2007;153:354-9



DESs in ACS

-+ Sirolimus Eluting Stent (Cypher)

-+ Paclitaxel Eluting stent (Taxus)




TYPHOON
Clinical Outcomes at 4 Years

Academic Research Consortium / Dublin-Defined Events

407 p-023 P=037 P=083 P=0.005 P =0.013
£ 30 - = CYPHER
:fl_’ Bare Metal Stent
O
a 20 - 17.2
= 15.2
R i

10 - 6.4 7.2 9.6

10/251 12/251 18/251 24/251
0 _
Death Cardiac MI TLR TVR
Death

MI: myocardial infarction, TLR: target lesion revascularization, TVR: target vessel revascularisation,
Non- hierarchical events



HORIZONS-AMI Trial

24-Month Clinical Results

Design: Prospective, randomized 3:1 (TAXUS Express Stents to Express Bare Metal Stent)
Location & Sites: Global (11 countries) and 123 centers

Patients: 3,062 STEMI Patients / 3,006 patients randomized to stents

Princ. Investigator  Gregg W. Stone, MD

Presented by Gregg W. Stone MD, TCT 2009. TAXUS™ Express? E '."edure.
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PROSIT

Cypher vs Taxus at 12 months

CYPHER® (n=115) TAXUS (n=116)
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Lee JH, et al. Catheter Ca ol




DESs for LM and/or
multivessel disease

Sirolimus Eluting Stent (Cypher)

Paclitaxel Eluting stent (Taxus)



. 22.8%
- 16.4%

|

K CABG (N=315) E TAXUS (N=290)

Mean baseline P<0.001
SYNTAX Score
CABG 41.5=x71

TAXUS 41.7 = 7.8

H
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| 28.2%
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Cumulative Event Rate (%)

0 12 24
Months Since Allocation
Cumulative KM Event Rate + 1.5 SE; log-rank Pvalue

ESC 2009 . Two-year Quicomes of the SYNTAX Trial . Ka oo Slide 16

Calculated by core laboratory; ITT population
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MACCE to 2 Years by SYNTAX Score | MACCE to 2 Years by SYNTAX Score
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ARTS Il vs ARTS |

Death/CVA/MI

96.7%

94.0% o .,

e
<

92.0%  00.7% Revascularization

90.5%  895%  $9.1%
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81.9%
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-ARTS II SES 91.6%
"ARTSICABG | o rank SESvs. BMS  p=0.008
Jd -ARTS I BMS Log-rank SES vs. CABG p=0.42
1 L L 1
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- ARTS II SES
ARTS-I CABG 553 544 535 523 515
ARTS-I BMS 54; 536 521 507 491
ARTS-II SES 598 38 581 566 487

RIS LEARG Log-rank SES vs. BMS  p<0.001
- ARTS I BMS Log-rank SES vs. CABG p<0.001
1 I 1 ) 1

0 360 720 1080 1440 1800
l'ime (days)
Patients at risk 1 year 2 years 3 years 4 years S years

Freedom from Revascularization (%)

ARTS-I CABG 566 552 541 523 511
ARTS-I BMS 441 422 408 382
ARTS-II SES 552 524 492 472 423

Serruys, P. W. et al. J Am Coll Cardiol 2010;55:1093-1101



Freedom from MACCE (%)

ARTS Il vs ARTS |

MACCE

Log-rank Low vs. Interm. p=0.02

Log-rank Low vs. High

o
(=]

- ARTS II SES SYNTAX Score Low <16 (n=209)

- ARTS II SES SYNTAX Score Intermediate >=16/ <24 (n=199)

- ARTS II SES SYNTAX Score High >=24 (n=199)
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Serruys, P. W. et al. J Am Coll Cardiol 2010;55:1093-1101



ISAR-LEFT MAIN

2-Year Target Lesion Revascularization




ISAR-LEFT MAIN

Death, Myocardial Infarction or Reintervention
- 2-Year Follow-Up -

°S 40| RR0.99 (95% Cl, 0.69-1.42), P=.96
&
o
5 30—
j
.g Cypher
o208
)
€
)
O
@
0
| | | | |
Patients at Risko ] 2y
Taxus 302 278 250 189 160

Cypher 305 270 251 197 175



A Mechanic Issue

Cypher Taxus XienceV Endeavor
Deliverability *x %k (k) Xk Xk (%) X Xk Xk * Xk Xk
Procedural Safety
- Peri-procedural Mi X Xk X% *x X ¥ Xk Xk X Xk Xk
- Stent Fracture * X *x X X Xk X *x Xk Xk
Stent Thrombosis
- FEarly (< 1 year) A X % X X X Xk
- Very Late * X X X *x Xk * Xk Xk
Efficacy
- Pivotal trial * Xk X * Xk Xk *x Xk k Xk X (%)
- Off label Use X Xk X * Xk X * Xk X *x Xk
Overall Performance X X (X) *x Kk (k) Xk k(%) *kx Xk (%)

* Poor * * Acceptable * * *Excellent * * % % Qutstanding




Conclusion

In general, no differences between the different
DESs in terms of Death, Ml

In general, The Cypher stent seems to have a
better LL and TLR than others

The mechanic issue



The New DESs

Nobori

Taxus Element

Promus Element (PERSEUS)
Endeavor Resolute (RESOLUTE)

Nevo SES



