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Stent « conventionnels » :
7% de resténose selon diametre et longueur

E<10mm E10-15mm =

58

Mehran R. et al. AHA 11/1997



Resténose Intra Stent

Longueur lesion, Diamétre Vaisseau, Diabéte
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Resténose Intra Stent
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E-SIRIUS : Restenosis Rates / 8 Month FU Angiographic

In-stent Late Loss (mm)

Sirolimus Rare
Stent Stent
SIRIUS - TCT 2002



E-SIRIUS : Restenosis Rates / 8 Month FU Angiographic
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Stent « ACTIF » :

7% de resténose selon diametre et longueur
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Lésion / patients complexes : Ne pas rester « Passif »

CYPHER® Taxus™ . Groupe contréle
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SIRIUS : Bénéfice et sous groupe

No. of Rate of Target-Lesion
Variable Patients Revascularization (%)
Sirolimus Standard
stent stent Odds Ratio (95% Cl)
Overall 4.1 16.6
Mazle sex 4.4 16.6
Female sex 3.4 16.5
DJEb

6.5 223
No 3.2 14.3

Left anterior descending
coronary artery

Yes
No

Vessel diameter

Small <2.75 mm

Large =2.75 mm
Lesicn length
=13.5 mm

>13.5 mm

()vc‘?l.’np;)mg stents
Yes
No

03 04 05 06 07 0.8 09 1.0 09 08 07
Sirolimus Stent Standard Stent
Better Better

Moses JW. N Engl J Med 2003 ; 349 : 1315-23.




E-SIRIUS : survival Free from TLR 4 years

Survival Free from TLR at 4 Years
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Utilisation stent "ACTIF" (FRANCE)

Implantation « exponentielle »




Utilisation stent "ACTIF" (FRANCE)

O/ activite "resténose"

112,6%

11,6%
" 10,8%
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2004 2005 2006 2007 2008

« Baisse du nombre ATC pour resténose »



« DES : La resténose est vaincue...

David Williams. TCT 2003



« DES : La resténose est vaincue...
Mais la thrombose vous tue Il »

Guagliumi 6.
Circulation 2003 ; 107 : 1340-1.

Localized Hypersensitivity and Late Coronary Thrombosis
Secondary to a Sirolimus-Eluting Stent.

Should We Be Cautious? _

Virmani R. Circulation. 2004 : 109 : 701-5. Sirolimus 16 Months after Deployment

David Williams, TCT 2003



Late thrombosis in drug-eluting coronary stents
after discontinuation of antiplatelet therapy

We report 4 cases of angiographically confirmed stent thrombosis that
occured late after elective implantation of polymer-based Paclitaxel
eluting (343 and 442 days) or Sirolimus-eluting (335 and 375 days)
stents and resulted in myocardial infarction,

All'cases arose soon affer antiplatelet ftherapy was inferrupfed.

If confirmed in systematic long-term follow-up studies, our findings
have potentilly serious clinical implications

Mc Fadden E.P et al. Lancet 2004 ; 364 : 1519-21.



Prédicteurs de thrombose de  stent actif

Variables ii (IC 95%) P

Insuffisance rénale 6.49 (2.6-16.1) <.001
Bifurcation 6.42 (2.9-14.1) <001
Diabete 3.71(1.7-7.9) <001
Dysfonction VG 1.1 (1.1-1.13) <.001

N=2 229 DES PCT

JAMA. 2005 ; 293:2126-2130.



Results from the Bern/Rotterdam Registry : FU 4 ans

Antiplatelet Treatment at the Time of Stent Thrombosis

B Dual APT Single APT No APT p<0.0001

0% 4% 14%

27 %

87% 59%

Early ST (n=92) Late ST (n=100)

Daemen J, et al. Oral Presentation. ESC 2007



Late thrombosis of DES :

a meta-analysis of randomized clinical trials.

14 clinical trials in which a total of 6 675 patients were randomized to either
a bare-metal stent or a sirolimus - or paclitaxel-eluting stent

There was in the overall rate of
stent thrombosis between the DES and BMS (9.3/1000 vs 9.0/1000).

However, the risk of very late stent thrombosis was significantly different

Very late stent thrombosis rates
(>1 year postimplantation)

Event rate, per

Group 100 pts Risk ratio* 95% CI p

All DES 0.5 5.02 1.29-19.52 0.02
Sirolimus 0.36 3.99 0.45-35.62 0.22
Paclitaxel 2.5Q 5.72 1.08-32.45 0.049

* no late bare metal stent thrombosis occurred

Bavry Aa AHA 2005. Am J Med 2006



BASQUET Late : Outcome between 7 and 18 months

Patients (%)
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Pfisterer M - ACC 2006



Drug Eluting stent : a new serial killer ?
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DES : Have we imlan‘l'ed
“a million ticking time bombs” ?
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Incidence of Serious Adverse Events (Death or MI)

All randomized studies up to latest available follow-up
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i et Meta analysis of 17 RCT

Cardiac Mortality

Odds Ratio (95% CI),
Heterogeneity (P), 12 [95% ul], %

1 year n=17" 1 0.84 (0.52-1.36), P=0.T7.

Sirolimus n=8 ! 0.79 (0.35-1.79), P=0.7,
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Nordmann AJ. ESC 2006




i et Meta analysis of 17 RCT

Overall Mortality Odds Ratio (95% ClI),

Heterogeneity (P), I [95% UI], %

1 year n=17" 0.94 (0.66-1.34), P=0.6, I°=0 [0-54]
Sirolimus n=8 7 0.86 (0.49-1.51), P=0.7, I°=0 [0-71]
Paclitaxel n=10 ' 0.98 (0.64-1.48), P=0.5, I’=0 [0-65]

2 years n=12 1.11 (0.76-1.61), P=0.7, I°=0 [0-58]
Sirolimus n=5 ~ 1.35 (0.76-2.41), P=0.8, I°’=0 [0-79]
Paclitaxel n=7 ' 0.97 (0.60-1.57), P=0.5, I°=0 [0-71]

3 years n=9 — - 1.25 (0.91-1.73), P=0.9, 1°=0 [0-65]
Sirolimus n=4 - 1.48 (0.91-2.42), P=0.8, I°’=0 [0-85]
Paclitaxel n=5 i 1.10 (0.71-1.69), P=0.7, I°’=0 [0-79]

4 years 1.46 (0.92-2.31). P=0.5. I°=0
Sirolimus n=2
Favors DES Favors BMS

|
Odds Ratio

Nordmann AJ. ESC 2006




Meta analysis including 9 Prospective, Double-Blind, RT :
Freedom from ischemic target lesion revascularization

RAVEL, SIRIUS, E-SIRIUS, C-SIRIUS TAXUS I, I, IV, V, VI
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Martin Leon TCT 2006



Meta analysis including 9 Prospective, Double-Blind, RT :
Freedom from Death or myocardial Infarction
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Meta analysis including 9 Prospective, Double-Blind, RT :
Freedom from Stent Thrombosis

RAVEL, SIRIUS, E-SIRIUS, and C-SIRIUS TAXUS I, I, IV, V, VI
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The Swiss Network Meta-Analysis :
38 RCT's Comparing 1st generation DES with BMS

Meta-Analyse : 38 études randomisées, 18 023 patients, Suivi jusqu'a 4 ans

Criteres primaires : Mortalité, Mortalité Cardiaque, causes de déces et d'IDM,
Thromboses de Stents (ARC Confirmées)

SES vs BMS

RAVEL, SIRIUS, E-SIRIUS, C-SIRIUS, SES-SMART,
DIABETES, Pache et al PRISON II, SCANDSTENT, TYPHOON
SESAMI ,DECODE, SCORPIUS, RRISC,MISSION, Ortolani et al

PES vs BMS
TAXUS I,II, IV,V.VI / PASSION / HAAMU-STENT

SES vs PES
TAXi, ISAR-DESIRE,ISAR-DIABETES,SIRTAX, CORPAL,REALITY, PROSIT,

ISAR-SMART 3, Zhang et al, Han et al,LONG DES II,, SORT OUT II,
Cervinka et al, Petronio et al, BASKET

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



X TLR (critére secondaire)
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target lesion revascularisation (%)

6
4 SES vs BMS: HR 0.30 (95%-Cl 0.24-0.37, p<0.0001)
24 PES vs BMS: HR 0.42 (95%-CI 0.33-0.53, p<0.0001)
[ SES vs PES: HR 0.70 (95%-Cl 0.56-0.84, p=0.0021)
0 1% : _ ‘
0 2 3 4
N of events/patients Years after initial procedure
BMS 4763 820/4746 53/2795 22/1871 10/1543

PES 6328 448/6280 98/3950 15/1999 6/832
SES 6621 356/6580 68/3801 16/2153 14/999
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Stettler C et al. Lancet 5007;370:937-48

18,023 Patients

SES vs BMS: HR 1.00 (95%-CI 0.82-1.25, p=0.89)
PES vs BMS: HR 1.03 (95%-Cl 0.84-1.22, p=0.75)
SES vs PES: HR 0.96 (95%-C1 0.83-1.24, p=0.80)

1

0
N of events/patients
BMS 4921

PES 6331
SES 6771

1 I '

2 3 =
Years after initial procedure
109/4904 48/3340 31/2264 44/1875

138/6283 78/4263 32/2187 15/869
139/6730 72/4041 38/2340 24/1081



. Thr'ombose Stent (ARC critéres)

. BMS
-@- PES
- SES

188 Definite ST Cases

SES vs BMS: HR 1.00 (95%-Cl 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)
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definite stent thrombosis ARC (%)

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 1/762
SES 4643 52/4642 9/3804 3/2257 2/1070




Utilisation stent "ACTIF" (FRANCE)
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86% reduction
p<0.0001

Sirolimus
Stent
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