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Studies On RealStudies On Real--World Use Of The World Use Of The 
CYPHERCYPHER®® StentStent
•• CYPHERCYPHER®® Stent rapidly adoptedStent rapidly adopted

•• Use includes patient and lesion types not currently in labelUse includes patient and lesion types not currently in label

•• Unmet clinical needUnmet clinical need
–– Shift from open surgical to lessShift from open surgical to less--invasive interventionsinvasive interventions
–– Desire to reduce need for revascularizationDesire to reduce need for revascularization

•• Diabetic patientsDiabetic patients •• BifurcationBifurcation
•• Acute MIAcute MI •• CTOCTO
•• SVGSVG •• InIn--stent restenosisstent restenosis
•• Renal insufficiencyRenal insufficiency •• LongLong--lesionslesions
•• MultiMulti--vessel stentingvessel stenting •• Multiple nonMultiple non--overlapping stentsoverlapping stents

•• Goal:Goal: to review safety and efficacy of CYPHERto review safety and efficacy of CYPHER®® Stent in these Stent in these 
subgroups using data from randomized trials and from Cordis subgroups using data from randomized trials and from Cordis 
sponsored registriessponsored registries

–– Strength:Strength: Data from studies that enrolled >45,000 patientsData from studies that enrolled >45,000 patients
–– Limitation:Limitation: 11--year datayear data
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Agenda: Safety Data in SubgroupsAgenda: Safety Data in Subgroups

•• 6 trials undertaken in higher6 trials undertaken in higher--risk subgroups to expand the risk subgroups to expand the 
CYPHERCYPHER®® Stent labelStent label

•• 16 16 RCTsRCTs which enrolled >5,000 patients in CYPHERwhich enrolled >5,000 patients in CYPHER®® Stent Stent 
vs. Bare Metal Stent (BMS) controlvs. Bare Metal Stent (BMS) control

–– MetaMeta--analysis of safety (Death, MI, Thrombosis)analysis of safety (Death, MI, Thrombosis)
–– 9 trials on AMI, small vessel, diabetes, & CTO9 trials on AMI, small vessel, diabetes, & CTO

•• 6 registries sponsored by Cordis enrolled >40,000 patients 6 registries sponsored by Cordis enrolled >40,000 patients 
with 1with 1--year followyear follow--up in >25,000 patientsup in >25,000 patients

–– Safety profile:Safety profile:
•• Individual registry resultsIndividual registry results
•• Pooled results Pooled results –– examine patient & lesion subsetsexamine patient & lesion subsets
•• Compare subset outcomes in registry vs. randomized dataCompare subset outcomes in registry vs. randomized data

•• Additional safety data on CYPHERAdditional safety data on CYPHER®® Stent and TAXUSStent and TAXUS
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Executive SummaryExecutive Summary

•• RealReal--world use compared to 4 world use compared to 4 RCTsRCTs::
–– Same marked benefit (60Same marked benefit (60--80% 80% ↓↓ TLR)TLR)
–– Elevated risk Elevated risk -- ↑↑ rates of death, MI, stent thrombosisrates of death, MI, stent thrombosis

•• Same elevation seen with bare metal stents (BMS)Same elevation seen with bare metal stents (BMS)
•• Related to higherRelated to higher--risk nature of patient/lesion subgroupsrisk nature of patient/lesion subgroups

•• Data on dual antiData on dual anti--platelet therapy insufficient to propose platelet therapy insufficient to propose 
patientpatient-- or lesionor lesion--specific labeling in these subgroupsspecific labeling in these subgroups
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Cordis Studies of CYPHERCordis Studies of CYPHER®® StentStent in in 
Higher Risk SubHigher Risk Sub--GroupsGroups

•• Small vessel stent * Small vessel stent * –– SIRIUS 2.25 TrialSIRIUS 2.25 Trial11

•• Large vessel stent * Large vessel stent * –– SIRIUS 4.0 TrialSIRIUS 4.0 Trial

•• Direct stenting * Direct stenting * –– DIRECT TrialDIRECT Trial22

•• InIn--stent Restenosis * stent Restenosis * –– SISR TrialSISR Trial33

•• Acute Myocardial Infarction Acute Myocardial Infarction –– TYPHOONTYPHOON44

•• Chronic Total Occlusions Chronic Total Occlusions –– ACROSS TrialACROSS Trial

* PMA supplement submitted to FDA* PMA supplement submitted to FDA
11 Moses et al., Am JMoses et al., Am J CardiolCardiol 2006;98:14552006;98:1455––14601460
22 HirohataHirohata et al., Am Jet al., Am J CardiolCardiol 2006; 98:14642006; 98:1464--14671467
33 Holmes et al., JAMA 2006;295:1264Holmes et al., JAMA 2006;295:1264--12731273
44 Spaulding et al., NEJM 2006;355:1093Spaulding et al., NEJM 2006;355:1093--104104



6

0.9675 0.9675 0.0000.00015 15 6.614 6.614 Heterogeneity Heterogeneity 

pp--Value Value II22Degree of freedom (Q) Degree of freedom (Q) QQ--ValuesValues

MetaMeta--Analysis: All Cause Mortality up to Analysis: All Cause Mortality up to 
11--Year in SES vs. BMS Year in SES vs. BMS RCTsRCTs

Study nameStudy name ModelModel
MH risk MH risk 

differencedifference pp--ValueValue SESSES BMSBMS
Relative Relative 

Weight (Fixed)Weight (Fixed)
Relative Relative 

Weight RandomWeight Random

RAVELRAVEL
SIRIUSSIRIUS
EE--SIRIUSSIRIUS
CC--SIRIUSSIRIUS
DECODEDECODE
SESSES--SMARTSMART
BASKETBASKET
SCANDSTENTSCANDSTENT
DIABETESDIABETES
PRISON IIPRISON II
PachePache
STRATEGYSTRATEGY
TYPHOONTYPHOON
SESAMISESAMI
SCORPIUSSCORPIUS
MISSIONMISSION

2 / 1202 / 1202 / 1182 / 118
7 / 5337 / 5334 / 5254 / 525
2 / 1752 / 1751 / 1771 / 177
0 / 500 / 50 0 / 500 / 50
0 / 540 / 54 2 / 292 / 29

0 / 1290 / 1292 / 1282 / 128
5 / 2645 / 2649 / 2819 / 281
1 / 1621 / 1621 / 1571 / 157
0 / 800 / 80 0 / 800 / 80

0 / 1000 / 1000 / 1000 / 100
7 / 2057 / 2055 / 2045 / 204
7 / 877 / 87 8 / 888 / 88

8 / 3558 / 3558 / 3578 / 357
0 / 1600 / 1600 / 1600 / 160
5 / 955 / 95 4 / 954 / 95

2 / 1502 / 1504 / 1584 / 158

4.394.39
19.5319.53

6.506.50
1.851.85
1.391.39
4.744.74

10.0510.05
5.895.89
2.952.95
3.693.69
7.557.55
3.233.23

13.1413.14
5.915.91
3.513.51
5.685.68

2.832.83
20.3320.33

8.178.17
2.072.07
0.290.29
4.454.45
4.364.36

10.0710.07
5.205.20
8.078.07
2.832.83
0.440.44
6.386.38

20.4620.46
0.830.83
3.233.23

FixedFixed
RandomRandom

--0.00030.0003
0.00550.0055
0.00580.0058
0.00000.0000

--0.06900.0690
--0.01560.0156
--0.01310.0131
--0.00020.0002
0.00000.0000
0.00000.0000
0.00960.0096

--0.01040.0104
0.00010.0001
0.00000.0000
0.01050.0105

--0.01200.0120
--0.00150.0015
0.00000.0000

0.9860.986
0.3760.376
0.5560.556
1.0001.000
0.1850.185
0.2400.240
0.3300.330
0.9820.982
1.0001.000
1.0001.000
0.5630.563
0.8050.805
0.9910.991
1.0001.000
0.7330.733
0.4430.443
0.6850.685
0.9900.990

MH risk difference and 95% CIMH risk difference and 95% CI

Favors SESFavors SES Favors BMSFavors BMS

--0.150.15 --0.080.08 0.000.00 0.080.08 0.150.15
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MetaMeta--Analysis: Any MI up to 1Analysis: Any MI up to 1--Year in Year in 
SES vs. BMSSES vs. BMS RCTsRCTs

1 / 1201 / 120 2 / 1182 / 118
16 / 53316 / 533 18 / 52518 / 525
8 / 1758 / 175 4 / 1774 / 177
1 / 501 / 50 2 / 502 / 50
1 / 541 / 54 2 / 292 / 29

2 / 1292 / 129 10 / 12810 / 128
6 / 2646 / 264 12 / 28112 / 281
2 / 1622 / 162 5 / 1575 / 157
2 / 802 / 80 6 / 806 / 80

2 / 1002 / 100 3 / 1003 / 100
9 / 2509 / 250 7 / 2507 / 250
6 / 876 / 87 8 / 888 / 88

4 / 3554 / 355 5 / 3575 / 357
0 / 1600 / 160 0 / 1600 / 160
4 / 954 / 95 5 / 955 / 95

9 / 1509 / 150 15 / 15815 / 158

4.324.32
19.2119.21

6.396.39
1.821.82
1.371.37
4.674.67
9.889.88
5.795.79
2.902.90
3.633.63
9.089.08
3.183.18

12.9312.93
5.815.81
3.453.45
5.595.59

7.177.17
11.8411.84

4.214.21
1.421.42
0.650.65
2.382.38
6.626.62
5.675.67
1.401.40
3.283.28
6.186.18
0.990.99

17.8317.83
26.8626.86

1.721.72
1.781.78

Study nameStudy name ModelModel
MH risk MH risk 

differencedifference pp--ValueValue SESSES BMSBMS
Relative Relative 

Weight (Fixed)Weight (Fixed)
Relative Relative 

Weight RandomWeight Random

MH risk difference and 95% CIMH risk difference and 95% CI

RAVELRAVEL
SIRIUSSIRIUS
EE--SIRIUSSIRIUS
CC--SIRIUSSIRIUS
DECODEDECODE
SESSES--SMARTSMART
BASKETBASKET
SCANDSTENTSCANDSTENT
DIABETESDIABETES
PRISON IIPRISON II
PachePache
STRATEGYSTRATEGY
TYPHOONTYPHOON
SESAMISESAMI
SCORPIUSSCORPIUS
MISSIONMISSION

--0.00860.0086
--0.00430.0043
0.02310.0231

--0.02000.0200
--0.05040.0504
--0.06260.0626
--0.02000.0200
--0.01950.0195
--0.05000.0500
--0.01000.0100
0.00800.0080

--0.02190.0219
--0.00270.0027
0.00000.0000

--0.01050.0105
--0.03490.0349
--0.01120.0112
--0.00670.0067

0.5520.552
0.6940.694
0.2320.232
0.5570.557
0.3180.318
0.0160.016
0.1870.187
0.2370.237
0.1440.144
0.6500.650
0.6110.611
0.5920.592
0.7440.744
1.0001.000
0.7330.733
0.2490.249
0.0180.018
0.1010.101

FixedFixed
RandomRandom

Favors SESFavors SES Favors BMSFavors BMS

--0.150.15 --0.080.08 0.000.00 0.080.08 0.150.15

0.34870.34879.1699.16915 15 16.514 16.514 Heterogeneity Heterogeneity 

pp--ValueValueII22Degree of freedom (Q) Degree of freedom (Q) QQ--ValuesValues
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MetaMeta--Analysis: Thrombosis up to 1Analysis: Thrombosis up to 1--Year in Year in 
SES vs. BMS SES vs. BMS RCTsRCTs

Study nameStudy name ModelModel
MH risk MH risk 

differencedifference pp--ValueValue SESSES BMSBMS
Relative Relative 

Weight (Fixed)Weight (Fixed)
Relative Relative 

Weight RandomWeight Random

MH risk difference and 95% CIMH risk difference and 95% CI

0 / 1200 / 120 0 / 1180 / 118
2 / 5332 / 533 4 / 5254 / 525
2 / 1752 / 175 0 / 1770 / 177
1 / 501 / 50 1 / 501 / 50
0 / 540 / 54 0 / 290 / 29

1 / 1291 / 129 4 / 1284 / 128
3 / 2643 / 264 2 / 2812 / 281
1 / 1621 / 162 5 / 1575 / 157
0 / 800 / 80 2 / 802 / 80

2 / 1002 / 100 0 / 1000 / 100
3 / 2503 / 250 2 / 2502 / 250
0 / 870 / 87 2 / 882 / 88

12 / 35512 / 35513 / 35713 / 357
5 / 1605 / 160 6 / 1606 / 160
2 / 1502 / 150 3 / 1583 / 158

4.474.47
19.8919.89

6.626.62
1.881.88
1.421.42
4.834.83

10.2410.24
6.006.00
3.013.01
3.763.76
9.409.40
3.293.29

13.3913.39
6.026.02
5.795.79

11.0911.09
35.8335.83

8.058.05
0.980.98
1.081.08
2.592.59

11.3311.33
3.283.28
1.721.72
2.672.67
9.699.69
2.072.07
4.034.03
1.851.85
3.733.73

--0.150.15 --0.080.08 0.000.00 0.080.08 0.150.15

RAVELRAVEL
SIRIUSSIRIUS
EE--SIRIUSSIRIUS
CC--SIRIUSSIRIUS
DECODEDECODE
SESSES--SMARTSMART
BASKETBASKET
SCANDSTENTSCANDSTENT
DIABETESDIABETES
PRISON IIPRISON II
PachePache
STRATEGYSTRATEGY
TYPHOONTYPHOON
SESAMISESAMI
MISSIONMISSION

0.00000.0000
--0.00390.0039
0.01140.0114
0.00000.0000
0.00000.0000

--0.02350.0235
0.00420.0042

--0.02570.0257
--0.02500.0250
0.02000.0200
0.00400.0040

--0.02270.0227
--0.00260.0026
--0.00630.0063
--0.00570.0057
--0.00370.0037
--0.00180.0018

1.0001.000
0.4030.403
0.2420.242
1.0001.000
1.0001.000
0.1720.172
0.6060.606
0.0930.093
0.2360.236
0.2380.238
0.6530.653
0.2380.238
0.8500.850
0.7590.759
0.6930.693
0.2810.281
0.5050.505

FixedFixed
RandomRandom

Favors SESFavors SES Favors BMSFavors BMS

0.6319 0.6319 0.000 0.000 141411.681 11.681 Heterogeneity Heterogeneity 

pp--ValueValueII22Degree of freedom (Q) Degree of freedom (Q) QQ--ValuesValues
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9 CYPHER9 CYPHER®® StentStent vs. BMS Trials in vs. BMS Trials in 
4 Key Subsets4 Key Subsets

12 months12 months

≥≥ 3 months3 months

N/AN/A

≥≥ 6 months6 months

N/AN/A

3 months3 months

12 months12 months

> 2 months> 2 months

≥≥ 6 months6 months

Duration of Duration of 
Dual APTDual APT

Acute MI < 9 hoursAcute MI < 9 hours

Acute MI < 12 Acute MI < 12 
hours or < 24 hours or < 24 

hours with hours with 
ongoing ischemiaongoing ischemia

Acute MI < 12 Acute MI < 12 
hourshours

Acute MI < 12 Acute MI < 12 
hourshours

DiabeticsDiabetics

DiabeticsDiabetics

DiabeticsDiabetics

RVD RVD ≤≤ 2.75 mm2.75 mm

CTO CTO ≥≥ 2 weeks 2 weeks 
with evidence of with evidence of 

ischemiaischemia

Key Entry CriteriaKey Entry Criteria

1 site / Holland1 site / Holland

1 site / Italy1 site / Italy

1 site / Italy1 site / Italy

48 sites / EU & 48 sites / EU & 
Australia & IsraelAustralia & Israel

16 sites / 16 sites / 
GermanyGermany

11 sites /11 sites /
U.S. & AsiaU.S. & Asia

4 sites / Spain4 sites / Spain

20 sites / Italy20 sites / Italy

2 sites / Holland2 sites / Holland

# of Sites / # of Sites / 
LocationLocation

11--yearyear150 / 158150 / 158MISSIONMISSION

8 months8 months87 / 8887 / 88STRATEGYSTRATEGY

11--yearyear355 / 357355 / 357TYPHOONTYPHOON

11--yearyear100 / 100100 / 100PRISON 2PRISON 2

11--yearyear54 / 2954 / 29DECODEDECODE

11--yearyear95 / 9595 / 95SCORPIUSSCORPIUS

11--yearyear160 / 160160 / 160SESAMISESAMI

9 months9 months80 / 8080 / 80DIABETESDIABETES

129 / 128129 / 128

Number of Number of 
CYPHERCYPHER®®/BMS)/BMS)

22--yearsyears

Duration of Duration of 
FollowFollow--upup

SESSES--SMARTSMART
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TLR in Randomized Clinical Trials of TLR in Randomized Clinical Trials of 
CYPHERCYPHER®® StentStent vs. BMS Controlvs. BMS Control

n= n= 878  878  870 870 

(%
) P

at
ie

nt
s

(%
) P

at
ie

nt
s

1 year1 year
p<0.0001p<0.0001

↓↓ 79%79%

BMS ControlBMS ControlCYPHERCYPHER®® StentStent
44--RCT RCT 
PooledPooled

44 RCTsRCTs: : Leon M., et al.,Leon M., et al., TCTTCT 2005; Oral Presentation.2005; Oral Presentation.
PRISON 2:PRISON 2: SuttorpSuttorp MJ., et al., MJ., et al., CirculationCirculation 2006;114:9212006;114:921--8.8.
SESSES--SMART: SMART: ArdissinoArdissino., ., JAMA JAMA 2004; 292:27272004; 292:2727--34.34.
DIABETES:DIABETES: SabatSabatéé M., et al., M., et al., Circulation Circulation 2005;112:21752005;112:2175--83.83.
DECODE: Chan C., et al., AHA 2005; Oral Presentation.DECODE: Chan C., et al., AHA 2005; Oral Presentation.

SCORPIUS:SCORPIUS: BaumgartBaumgart D., et al.,D., et al., TCT TCT 2006; Oral Presentation.2006; Oral Presentation.
TYPHOON: Spaulding C., et al., TYPHOON: Spaulding C., et al., N N Engl Engl J MedJ Med 2006;355:10932006;355:1093--104.104.
SESAMI: SESAMI: MenichilliMenichilli, M., et al., PCR 2006; Oral Presentation., M., et al., PCR 2006; Oral Presentation.
STRATEGY:STRATEGY: VaglimigliVaglimigli M., et al., M., et al., J Am Med AssocJ Am Med Assoc 2005;293:21092005;293:2109--17.17.
MISSION:MISSION: JukemaJukema JW.,JW., AHAAHA 2006, Oral Presentation.2006, Oral Presentation.
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DiabetesDiabetesCTOCTO

TLR in Randomized Clinical Trials of TLR in Randomized Clinical Trials of 
CYPHERCYPHER®® StentStent vs. BMS Controlvs. BMS Control

n= n= 878  878  870 870 100 100 100 100 129 129 128 128 80    80 80    80 54  54  29 29 95  95  95 95 355 355 355 355 160 160 160 160 87 87 88  88  150  158      150  158      

(%
) P

at
ie

nt
s

(%
) P

at
ie

nt
s

PRISON 2PRISON 2
SESSES--

SMARTSMART
11--yearyear

p=0.001p=0.001

↓↓ 79%79%

8 months8 months
p=0.002p=0.002

↓↓ 67%67%

11--yearyear
p<0.0001p<0.0001

↓↓ 79%79%

9 months9 months
p<0.001p<0.001

↓↓ 80%80%
(TVR)(TVR)

DIABETESDIABETES DECODEDECODE SCORPIUSSCORPIUS
11--yearyear

p=0.043p=0.043

↓↓ 62%62%

8 months8 months
p=0.002p=0.002

↓↓ 75%75%

TYPHOONTYPHOON SESAMISESAMI
11--yearyear

p<0.0001p<0.0001

↓↓ 71%71%

11--yearyear
p<0.05p<0.05

↓↓ 62%62%

STRATEGYSTRATEGY
8 months8 months
p=0.006p=0.006

↓↓ 72%72%

MISSIONMISSION
11--yearyear

p=0.005p=0.005

↓↓ 72%72%

Small Small 
VesselsVessels AMIAMI44--RCT RCT 

PooledPooled

BMS ControlBMS ControlCYPHERCYPHER®® StentStent

44 RCTsRCTs: : Leon M., et al.,Leon M., et al., TCTTCT 2005; Oral Presentation.2005; Oral Presentation.
PRISON 2:PRISON 2: SuttorpSuttorp MJ., et al., MJ., et al., CirculationCirculation 2006;114:9212006;114:921--8.8.
SESSES--SMART: SMART: ArdissinoArdissino., ., JAMA JAMA 2004; 292:27272004; 292:2727--34.34.
DIABETES:DIABETES: SabatSabatéé M., et al., M., et al., Circulation Circulation 2005;112:21752005;112:2175--83.83.
DECODE: Chan C., et al., AHA 2005; Oral Presentation.DECODE: Chan C., et al., AHA 2005; Oral Presentation.

SCORPIUS:SCORPIUS: BaumgartBaumgart D., et al.,D., et al., TCT TCT 2006; Oral Presentation.2006; Oral Presentation.
TYPHOON: Spaulding C., et al., TYPHOON: Spaulding C., et al., N N Engl Engl J MedJ Med 2006;355:10932006;355:1093--104.104.
SESAMI: SESAMI: MenichilliMenichilli, M., et al., PCR 2006; Oral Presentation., M., et al., PCR 2006; Oral Presentation.
STRATEGY:STRATEGY: VaglimigliVaglimigli M., et al., M., et al., J Am Med AssocJ Am Med Assoc 2005;293:21092005;293:2109--17.17.
MISSION:MISSION: JukemaJukema JW.,JW., AHAAHA 2006, Oral Presentation.2006, Oral Presentation.
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DiabetesDiabetesCTOCTO

Death in Randomized Clinical Trials of Death in Randomized Clinical Trials of 
CYPHERCYPHER®® StentStent vs. BMS Controlvs. BMS Control

n= n= 878  878  870 870 100 100 100 100 129 129 128 128 80    80 80    80 54  54  29 29 95  95  95 95 355 355 355 355 160 160 160 160 87 87 88  88  150  158      150  158      
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PRISON 2PRISON 2
SESSES--

SMARTSMART DIABETESDIABETES DECODEDECODE SCORPIUSSCORPIUS TYPHOONTYPHOON SESAMISESAMI STRATEGYSTRATEGY MISSIONMISSION

Small Small 
VesselsVessels AMIAMI44--RCT RCT 

PooledPooled

1.3 0.8 0.0 1.0 0.0 1.6 1.3 1.3 0.0

6.9 5.3 4.2
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BMS ControlBMS ControlCYPHERCYPHER®® StentStent

11--yearyear
P=NSP=NS

8 months8 months
P=NSP=NS

11--yearyear
P=NSP=NS

9 months9 months
P=NSP=NS

11--yearyear
P= NSP= NS

8 months8 months
P=NSP=NS

11--yearyear
P=NSP=NS

InIn--HospitalHospital
P=NSP=NS

8 months8 months
P=NSP=NS

11--yearyear
P=NSP=NS

44 RCTsRCTs: : Leon M., et al.,Leon M., et al., TCTTCT 2005; Oral Presentation.2005; Oral Presentation.
PRISON 2:PRISON 2: SuttorpSuttorp MJ., et al., MJ., et al., CirculationCirculation 2006;114:9212006;114:921--8.8.
SESSES--SMART: SMART: ArdissinoArdissino., ., JAMA JAMA 2004; 292:27272004; 292:2727--34.34.
DIABETES:DIABETES: SabatSabatéé M., et al., M., et al., Circulation Circulation 2005;112:21752005;112:2175--83.83.
DECODE: Chan C., et al., AHA 2005; Oral Presentation.DECODE: Chan C., et al., AHA 2005; Oral Presentation.

SCORPIUS:SCORPIUS: BaumgartBaumgart D., et al.,D., et al., TCT TCT 2006; Oral Presentation.2006; Oral Presentation.
TYPHOON: Spaulding C., et al., TYPHOON: Spaulding C., et al., N N Engl Engl J MedJ Med 2006;355:10932006;355:1093--104.104.
SESAMI: SESAMI: MenichilliMenichilli, M., et al., PCR 2006; Oral Presentation., M., et al., PCR 2006; Oral Presentation.
STRATEGY:STRATEGY: VaglimigliVaglimigli M., et al., M., et al., J Am Med AssocJ Am Med Assoc 2005;293:21092005;293:2109--17.17.
MISSION:MISSION: JukemaJukema JW.,JW., AHAAHA 2006, Oral Presentation.2006, Oral Presentation.
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DiabetesDiabetesCTOCTO

MI in Randomized Clinical Trials of MI in Randomized Clinical Trials of 
CYPHERCYPHER®® StentStent vs. BMS Controlvs. BMS Control

n= n= 878  878  870 870 100 100 100 100 129 129 128 128 80    80 80    80 54  54  29 29 95  95  95 95 355 355 355 355 160 160 160 160 87 87 88  88  150  158      150  158      
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PRISON 2PRISON 2
SESSES--

SMARTSMART DIABETESDIABETES DECODEDECODE SCORPIUSSCORPIUS TYPHOONTYPHOON SESAMISESAMI STRATEGYSTRATEGY MISSIONMISSION

Small Small 
VesselsVessels AMIAMI44--RCT RCT 

PooledPooled
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PRISON 2:PRISON 2: SuttorpSuttorp MJ., et al., MJ., et al., CirculationCirculation 2006;114:9212006;114:921--8.8.
SESSES--SMART: SMART: ArdissinoArdissino., ., JAMA JAMA 2004; 292:27272004; 292:2727--34.34.
DIABETES:DIABETES: SabatSabatéé M., et al., M., et al., Circulation Circulation 2005;112:21752005;112:2175--83.83.
DECODE: Chan C., et al., AHA 2005; Oral Presentation.DECODE: Chan C., et al., AHA 2005; Oral Presentation.

SCORPIUS:SCORPIUS: BaumgartBaumgart D., et al.,D., et al., TCT TCT 2006; Oral Presentation.2006; Oral Presentation.
TYPHOON: Spaulding C., et al., TYPHOON: Spaulding C., et al., N N Engl Engl J MedJ Med 2006;355:10932006;355:1093--104.104.
SESAMI: SESAMI: MenichilliMenichilli, M., et al., PCR 2006; Oral Presentation., M., et al., PCR 2006; Oral Presentation.
STRATEGY:STRATEGY: VaglimigliVaglimigli M., et al., M., et al., J Am Med AssocJ Am Med Assoc 2005;293:21092005;293:2109--17.17.
MISSION:MISSION: JukemaJukema JW.,JW., AHAAHA 2006, Oral Presentation.2006, Oral Presentation.
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SESSES--SMART: SMART: ArdissinoArdissino., ., JAMA JAMA 2004; 292:27272004; 292:2727--34.34.
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Summary Summary –– RCT Involving Use Of RCT Involving Use Of 
CYPHERCYPHER®® Stent In High Risk SubgroupsStent In High Risk Subgroups

Different risk: benefit ratio compared to RAVEL/SIRIUS:Different risk: benefit ratio compared to RAVEL/SIRIUS:

•• Benefit similar to lower risk groups:Benefit similar to lower risk groups:
–– 62% 62% –– 80% relative reductions in TLR/TVR with 80% relative reductions in TLR/TVR with 

CYPHERCYPHER®® Stent vs. BMSStent vs. BMS

•• Risk: Risk: 
–– Rates of death, MI, or stent thrombosis Rates of death, MI, or stent thrombosis 

numerically higher than onnumerically higher than on--label trials:label trials:
•• No significant differences between the CYPHERNo significant differences between the CYPHER®® Stent Stent 

and BMSand BMS
•• Elevated risk related to patient and lesion subgroupsElevated risk related to patient and lesion subgroups
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CORDIS CYPHERCORDIS CYPHER®® Stent RegistriesStent Registries

•• Six postSix post--marketing surveillance registries to marketing surveillance registries to 
determine:determine:
–– Safety of CYPHERSafety of CYPHER®® Stent in routine clinical useStent in routine clinical use
–– Benefit seen in RCT reproduced in clinicBenefit seen in RCT reproduced in clinic
–– Pattern of CYPHERPattern of CYPHER®® Stent use worldwide in daily Stent use worldwide in daily 

practicepractice

•• Enrolled all patients receiving Enrolled all patients receiving ≥≥1 CYPHER1 CYPHER®® StentStent

•• Recorded data on both onRecorded data on both on-- and offand off--label uselabel use
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11--year F/u in 25,156 Patients year F/u in 25,156 Patients -- All Events CEC AdjudicatedAll Events CEC Adjudicated
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MISSION:MISSION: JukemaJukema JW.,JW., AHAAHA 2006, Oral Presentation.2006, Oral Presentation.
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MI in CYPHERMI in CYPHER®® StentStent vs. BMSvs. BMS RCTs RCTs 
Compared with MICompared with MI’’s in Registriess in Registries
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MI in CYPHERMI in CYPHER®® StentStent vs. BMSvs. BMS RCTs RCTs 
Compared with MICompared with MI’’s in Registriess in Registries
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ST in CYPHERST in CYPHER®® StentStent vs. BMSvs. BMS RCTsRCTs Compared Compared 
with with ““AnyAny”” ARC Thrombosis in RegistriesARC Thrombosis in Registries
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with with ““AnyAny”” ARC Thrombosis in RegistriesARC Thrombosis in Registries

(%
) P

at
ie

nt
s

(%
) P

at
ie

nt
s

PRISON 2PRISON 2
SESSES--

SMARTSMART DIABETESDIABETES DECODEDECODE SCORPIUSSCORPIUS TYPHOONTYPHOON SESAMISESAMI STRATEGYSTRATEGY MISSIONMISSION

P=NS for allP=NS for all

1.0% 1.8% 1.1% 1.2% 1.3%

0.6 0.6
2.0 1.0 0.8

3.1
0.0

2.5
0.0 0.0 0.0 0.0

3.4 3.6 3.1 3.7
0.0

2.3 1.3 2.0

0

10

20

30

40

50

0.6 0.6
2.0 1.0 0.8

3.1
0.0

2.5
0.0 0.0 0.0 0.0

3.4 3.6 3.1 3.7
0.0

2.3 1.3 2.0

0

10

20

30

40

50

BMS ControlBMS ControlCYPHERCYPHER®® StentStent
DiabetesDiabetesCTOCTO Small Small 

VesselsVessels AMIAMI44--RCT RCT 
PooledPooled

11--yearyear
P=NSP=NS

8 months8 months
P=NSP=NS

11--yearyear
P=NSP=NS

9 months9 months
P=NSP=NS

11--yearyear
P=NSP=NS

NANA
P=N/AP=N/A

11--yearyear
P=NSP=NS

< 30d< 30d
P=NSP=NS

8 months8 months
P=NSP=NS

11--yearyear
P=NSP=NS

n= n= 878  878  870 870 100 100 100 100 129 129 128 128 80    80 80    80 54  54  29 29 95  95  95 95 355 355 355 355 160 160 160 160 87 87 88  88  150  158      150  158      

44 RCTsRCTs: : Leon M., et al.,Leon M., et al., TCTTCT 2005; Oral Presentation.2005; Oral Presentation.
PRISON 2:PRISON 2: SuttorpSuttorp MJ., et al., MJ., et al., CirculationCirculation 2006;114:9212006;114:921--8.8.
SESSES--SMART: SMART: ArdissinoArdissino., ., JAMA JAMA 2004; 292:27272004; 292:2727--34.34.
DIABETES:DIABETES: SabatSabatéé M., et al., M., et al., Circulation Circulation 2005;112:21752005;112:2175--83.83.
DECODE: Chan C., et al., AHA 2005; Oral Presentation.DECODE: Chan C., et al., AHA 2005; Oral Presentation.

SCORPIUS:SCORPIUS: BaumgartBaumgart D., et al.,D., et al., TCT TCT 2006; Oral Presentation.2006; Oral Presentation.
TYPHOON: Spaulding C., et al., TYPHOON: Spaulding C., et al., N N Engl Engl J MedJ Med 2006;355:10932006;355:1093--104.104.
SESAMI: SESAMI: MenichilliMenichilli, M., et al., PCR 2006; Oral Presentation., M., et al., PCR 2006; Oral Presentation.
STRATEGY:STRATEGY: VaglimigliVaglimigli M., et al., M., et al., J Am Med AssocJ Am Med Assoc 2005;293:21092005;293:2109--17.17.
MISSION:MISSION: JukemaJukema JW.,JW., AHAAHA 2006, Oral Presentation.2006, Oral Presentation.



33

Summary Summary –– Based on 1 Year DataBased on 1 Year Data
•• No safety signals apparent from MetaNo safety signals apparent from Meta--analysis of 12 analysis of 12 

RCTs RCTs 

•• No safety signals apparent from Registry data No safety signals apparent from Registry data 
–– Individual registriesIndividual registries
–– In 12 different patient and lesion subsetsIn 12 different patient and lesion subsets

•• In the subsets where randomized data is available, In the subsets where randomized data is available, 
the registry data compares favorably with the the registry data compares favorably with the 
randomized datarandomized data
–– Except for lower rate ofExcept for lower rate of MIsMIs in the registryin the registry

•• Conclusion Conclusion –– no safety signal related to ST, death, no safety signal related to ST, death, 
or MIor MI
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Additional Safety Data: Additional Safety Data: 
MetaMeta--Analysis and RCT Data Analysis and RCT Data ––

CYPHERCYPHER®® StentStent vs. TAXUSvs. TAXUS
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22--Year Data: HeadYear Data: Head--toto--Head CYPHERHead CYPHER®® StentStent
vs. TAXUS vs. TAXUS RCTsRCTs: Safety Outcomes: Safety Outcomes
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Stent Thrombosis

0.870.87
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Random Random 
EffectsEffects
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(0.46(0.46--1.59)1.59)Fixed EffectsFixed Effects
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OR OR 
(95% CI)(95% CI)TAXUSTAXUS

CYPHERCYPHER®®

StentStent

Test for Heterogeneity: Test for Heterogeneity: p=0.27p=0.27
Test for Inconsistency: Test for Inconsistency: II2 2 = 22% (95% CI, 0%= 22% (95% CI, 0%--45%)45%)
Test for Overall Effect: p=0.62Test for Overall Effect: p=0.62

0.20.2 0.50.5 1.01.0 2.02.0 5.05.0
Odds Ratio (95% CI)Odds Ratio (95% CI)

Adapted from Adapted from KastratiKastrati, A., et al., , A., et al., JAMA JAMA 2005; 294:8192005; 294:819--25.25.

Favors Favors 
CYPHERCYPHER®® StentStent

Favors Favors 
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Death
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Odds Ratio (95% CI)Odds Ratio (95% CI)

Adapted from Adapted from KastratiKastrati, A., et al., , A., et al., JAMA JAMA 2005; 294:8192005; 294:819--25.25.

Favors Favors 
CYPHERCYPHER®® StentStent

Favors Favors 
TAXUSTAXUS

Test for Heterogeneity: Test for Heterogeneity: p=0.48p=0.48
Test for Inconsistency: Test for Inconsistency: II2 2 = 0% (95% CI, 0%= 0% (95% CI, 0%--54%)54%)
Test for Overall Effect: p=0.56Test for Overall Effect: p=0.56

MetaMeta--Analysis of Randomized, HeadAnalysis of Randomized, Head--toto--Head TrialsHead Trials
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Death or Myocardial Infarction
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Test for Heterogeneity: Test for Heterogeneity: p=0.94p=0.94
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Angiographic Restenosis
Meta-Analysis of Randomized, Head-to-Head Trials
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WindeckerWindecker S., et al., TCT 2005; Poster Presentation.S., et al., TCT 2005; Poster Presentation.

SIRPACT SIRPACT –– Stent ThrombosisStent Thrombosis
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Zhang et alZhang et al

Long DES IILong DES II
PROSITPROSIT
OverallOverall

Risk RatioRisk RatioFavours SESFavours SES Favours PESFavours PES
0.040.04 0.10.1 0.50.5 11 22 1010 2525

% Weight% Weight
Risk Ratio 
(95% CI)

0.80 ( 0.47, 1.37), I0.80 ( 0.47, 1.37), I22=0% =0% 

2.94 ( 0.12, 71.37) 2.9 
0.33 ( 0.01, 8.10) 2.9 
1.12 ( 0.46, 2.74) 36.5 
4.85 ( 0.23, 100.62) 3.2 

0.38 ( 0.13, 1.05) 27.6 
1.06 ( 0.22, 5.23) 11.5 
0.55 ( 0.09, 3.28) 9.2 
5.15 ( 0.25, 106.59) 3.2 
0.20 ( 0.01, 4.09) 3.2 
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SIRPACT SIRPACT –– Overall MortalityOverall Mortality

Risk RatioRisk RatioFavours SESFavours SES Favours PESFavours PES
0.040.04 0.10.1 0.50.5 11 22 1010 2525

0.33 ( 0.01, 7.93)0.33 ( 0.01, 7.93) 1.5 1.5 

2.00 ( 0.18, 21.71)2.00 ( 0.18, 21.71) 2.6 2.6 

0.67 ( 0.19, 2.31)0.67 ( 0.19, 2.31) 9.7 9.7 
0.80 ( 0.36, 1.73)0.80 ( 0.36, 1.73) 24.4 24.4 
0.65 ( 0.11, 3.84)0.65 ( 0.11, 3.84) 4.7 4.7 

1.57 ( 0.72, 3.43)1.57 ( 0.72, 3.43) 24.2 24.2 

0.76 ( 0.24, 2.37)0.76 ( 0.24, 2.37) 11.5 11.5 
0.75 ( 0.17, 3.30)0.75 ( 0.17, 3.30) 6.8 6.8 

3.09 ( 0.13, 75.40)3.09 ( 0.13, 75.40) 1.5 1.5 
0.55 ( 0.19, 1.59)0.55 ( 0.19, 1.59) 13.2 13.2 

TAXITAXI

ISARISAR--DESIREDESIRE

ISARISAR--DIABETESDIABETES
SIRTAXSIRTAX
CORPALCORPAL

REALITYREALITY

BASKETBASKET
ISARISAR--SMART 3SMART 3

Long DES IILong DES II
PROSITPROSIT
OverallOverall 0.89 ( 0.60, 1.31), I0.89 ( 0.60, 1.31), I22=0% =0% 

Risk Ratio 
(95% CI) % Weight% Weight

WindeckerWindecker S., et al., TCT 2005; Poster Presentation.S., et al., TCT 2005; Poster Presentation.
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WindeckerWindecker S., et al., TCT 2005; Poster Presentation.S., et al., TCT 2005; Poster Presentation.

SIRPACT SIRPACT –– Myocardial InfarctionMyocardial Infarction

0.78 ( 0.22, 2.84)0.78 ( 0.22, 2.84) 3.8 3.8 
0.50 ( 0.05, 5.43)0.50 ( 0.05, 5.43) 1.1 1.1 

1.67 ( 0.41, 6.82)1.67 ( 0.41, 6.82) 3.1 3.1 
0.81 ( 0.42, 1.54)0.81 ( 0.42, 1.54) 14.9 14.9 

0.91 ( 0.47, 1.78)0.91 ( 0.47, 1.78) 14.0 14.0 

0.91 ( 0.59, 1.40)0.91 ( 0.59, 1.40) 32.9 32.9 
1.06 ( 0.35, 3.26)1.06 ( 0.35, 3.26) 5.0 5.0 
1.17 ( 0.40, 3.40)1.17 ( 0.40, 3.40) 5.4 5.4 

0.82 ( 0.46, 1.44)0.82 ( 0.46, 1.44) 19.1 19.1 
0.14 ( 0.01, 2.71)0.14 ( 0.01, 2.71) 0.7 0.7 

TAXITAXI

ISARISAR--DESIREDESIRE

ISARISAR--DIABETESDIABETES
SIRTAXSIRTAX
CORPALCORPAL

REALITYREALITY

BASKETBASKET
ISARISAR--SMART 3SMART 3

Long DES IILong DES II
PROSITPROSIT
OverallOverall

Risk RatioRisk RatioFavours SESFavours SES Favours PESFavours PES
0.040.04 0.10.1 0.50.5 11 22 1010 2525

% Weight% Weight
Risk Ratio 
(95% CI)

0.89 ( 0.69, 1.14), I2=0% 0.89 ( 0.69, 1.14), I2=0% 
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Risk RatioRisk Ratio
(95% CI)(95% CI) % Weight% Weight

TAXITAXI 2.94 ( 0.31, 27.80)2.94 ( 0.31, 27.80) 1.0 1.0 
ISARISAR--DESIREDESIRE 0.42 ( 0.19, 0.92)0.42 ( 0.19, 0.92) 7.3 7.3 
ISARISAR--DIABETESDIABETES 0.53 ( 0.23, 1.21)0.53 ( 0.23, 1.21) 6.6 6.6 
SIRTAXSIRTAX 0.55 ( 0.36, 0.86)0.55 ( 0.36, 0.86) 18.3 18.3 
CORPALCORPAL 0.64 ( 0.36, 1.11)0.64 ( 0.36, 1.11) 12.7 12.7 
REALITYREALITY 0.96 ( 0.64, 1.44)0.96 ( 0.64, 1.44) 20.0 20.0 
BASKETBASKET 0.50 ( 0.22, 1.14)0.50 ( 0.22, 1.14) 6.6 6.6 
ISARISAR--SMART 3SMART 3 0.43 ( 0.23, 0.80)0.43 ( 0.23, 0.80) 10.8 10.8 
Zhang et alZhang et al 0.73 ( 0.36, 1.45)0.73 ( 0.36, 1.45) 9.0 9.0 
Long DES IILong DES II 0.32 ( 0.12, 0.86)0.32 ( 0.12, 0.86) 4.8 4.8 
PROSITPROSIT 0.33 ( 0.09, 1.19)0.33 ( 0.09, 1.19) 2.9 2.9 
OverallOverall 0.59 ( 0.47, 0.74)0.59 ( 0.47, 0.74),, II22=16.1%=16.1%

0.040.04 0.10.1 0.50.5 11 22 1010 2525

Risk RatioRisk RatioFavours SESFavours SES Favours PESFavours PES

SIRPACT SIRPACT –– Target Lesion Target Lesion 
RevascularizationRevascularization

WindeckerWindecker S., et al., TCT 2005; Poster Presentation.S., et al., TCT 2005; Poster Presentation.



44 Conclusions:Conclusions:
Higher Risk Patient/Lesion SubsetsHigher Risk Patient/Lesion Subsets

With Current Data Available to 1With Current Data Available to 1--year:year:
•• CYPHERCYPHER®® Stent use beyond labeled indications due to unmet Stent use beyond labeled indications due to unmet 

clinical needclinical need
•• Benefit Benefit –– similar to 4 similar to 4 RCTsRCTs
•• RiskRisk

–– higher than 4 RCTShigher than 4 RCTS
–– the same as with BMSthe same as with BMS
–– elevation related to higherelevation related to higher--risk of these patient & lesion risk of these patient & lesion 

subsetssubsets
•• Data on dual antiData on dual anti--platelet therapy insufficient to propose patientplatelet therapy insufficient to propose patient--

or lesionor lesion--specific labeling in these subgroupsspecific labeling in these subgroups

Plan:Plan:
•• Obtain additional safety & efficacy data in these higherObtain additional safety & efficacy data in these higher--risk risk 

patient/lesion subgroups including longerpatient/lesion subgroups including longer--term followterm follow--up of up of 
patient outcomespatient outcomes
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Thank YouThank You
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BACKUPBACKUP
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11--Year FollowYear Follow--Up of theUp of the
ee--CYPHER US and OUS RegistriesCYPHER US and OUS Registries
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11--Year Safety Summary of Diabetic Year Safety Summary of Diabetic 
Patients Across 5 RegistriesPatients Across 5 Registries
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Urban P., et al., Circulation 2006;113:1434Urban P., et al., Circulation 2006;113:1434--4141
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Protocol Defined Stent Thrombosis: 
e-CYPHER-OUS Subgroup Analysis

0.7 1.1 1.5 1.1 0.6 0.8
0.2

0.1
0.3

0.6

0.0
0.90.70.9

0.3
0.2

0.3
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Early (<30 days) Late (30 days - 1 year)

e-CYPHER-OUS

Overall
n=13,437

Diabetic
n=4,330

AMI
n=1050

Bifurcation
n=1,375

CTO
n=349

ISR
n=1,574

SVG
n=220

LM
n=106

Long 
Lesions 
n=759

Multiple 
Stents

n=2,205

CEC Adjudicated Events

0.7
0.2

Overall
n=15,157

*
**

† AMI < 72 hours
*  Unprotected LM
** Lesions > 30 mm

†
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Protocol Defined Stent Thrombosis: 
e-CYPHER-US Subgroup Analysis 
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Long 
Lesions 
n=428

Multiple 
Stents
n=148

Overlap
Stents
n=147

CEC Adjudicated Events

0.6
0.2

*

† AMI < 24 hours
* Lesions > 13.5 mm
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Antiplatelet Therapy in SES vs. Antiplatelet Therapy in SES vs. 
BMS TrialsBMS Trials

C: C: ClopidogrelClopidogrel; T: ; T: TiclopidineTiclopidine; ; CiCi: : CilostazolCilostazol

NRCTs N-SES/ APTN-BMS

Newell - AMI 156 / 150 C BMS > 1m, SES > 3m

SES-SMART 129 / 128 C > 2 m

C-SIRIUS 50 / 50 C 2 m

DIABETES 80 / 80 C 12 m

SCANDSTENT 163 / 159 C 12 m

Marzocchi 872 / 3365 C/T BMS 1m, SES > 2 mSIRIUS 533 / 525 C 3 m

TYPHOON 355 / 357 C/T > 6 m

Ge - CTO 122 / 259 C/T > 3m, BMS: 1 m
Percoco - AMI 205 / 1412 C/T 3 m SES, BMS 1 m
Torre 100 / 100 C 3 m SES, 6 m PES
Iakovou (A-ostial) 32 / 50 C/T > 3m, BMS: 1 m
Briguori - DM 100 / 122 C, SES > 2 m, BMS > 1 m
Cheneau - AMI 103 / 504 C/T > 4 m
Chu - SVG 48 / 57 C > 6 m
Devito - small 50 / 30 C/T 2 m

E-SIRIUS 175 / 177 C/T 2 m

Kim - Long 184 / 177 C 6 m
Kuchulakanti - CRI 76 / 153 C SES > 6 m, BMS 1 m
Lemos - AMI 186 / 183 C 3.7+2.1, BMS 2.1+1.5
Nakamura - CTO 60 / 120 T:Not specified

Pache - small 250 / 250 C > 6 m

Park - LM 102 / 121 C SES 6m,BMS 1m, 
cilos SES 1m

RAVEL 120 / 118 C 2 m

RESEARCH 112 / 118 C SES > 3 m 
unless complex > 6 m

STRATEGY 87 / 88 C > 3 m

DECODE 54/29

PRISON II 100/100

C > 3 m

C > 6 m

SESAMI Not Specified

BASKET 281/264 C 6 m

160 / 160

RCTs N-SES/ APTN-BMS

C: Clopidogrel; T:Ticlopidine;

MISSION 150/158     Not Specified
SCORPIUS 98 / 102 Not Specified
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Impact of Stent Deployment Techniques on 
Long-term Clinical Outcomes of Patients 

Treated
with Sirolimus-eluting Stents: 

* Stent deployment Techniques on cLinicaL outcomes of patients treated with the cypheR® stent

Results of The Multicenter Prospective 
S.T.L.L.R. Trial*
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Hypothesis

•• Patients with suboptimal SES deployment Patients with suboptimal SES deployment 
procedures, determined by the occurrence of procedures, determined by the occurrence of 
geographic miss (GM), experience worse longgeographic miss (GM), experience worse long--term term 
clinical outcomes compared with patients who clinical outcomes compared with patients who 
underwent procedures without GMunderwent procedures without GM

S.T.L.L.R.
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Sirolimus-Eluting Stent Placement
1,557 patients from 41 U.S. centers with electronic data 

transfer to Core Lab < 72 hours

No Geographical Miss
n = 476
(33.5%)

Geographical Miss
n = 943
(66.5%)

Axial*
n = 500 (35.2%)

Longitudinal*
n = 676 (47.6%)

Group allocation is blind to investigators, patients and CEC

Data 
Coordinating 

Center

12-Month Incidence of Clinical Adverse Events
Clinical Event Committee Adjudication 

Core Lab Assessment Index Procedure
Evaluable for GSM: 1,419 (91.1%) patients

Study Flow

* 234 (16.5%) patients experience both types of GM

S.T.L.L.R.
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TiclopidineTiclopidine Discontinuation up to 3 MDiscontinuation up to 3 M

Tic. Administration Period

Ticlopidine Side Effect

Surgical Operation

Non-compliance/ Miss Description
Judged full-term

: 107 (8.1%)

:    14 (1.1%)

:   6 (0.5%)
:   40

Complications :   16 (1.2%)

Unknown/Others :   63

Excluded: Unavoidable cases to 
discontinue Ticlopidine Administration

- Death/ Complications
- Side Effect by Ticlopidine
- Surgical Operation
- Non-Compliance/Miss Description

TiclopidineTiclopidine Administration PeriodAdministration Period

85.6%85.6%

14.4%14.4%

RatioRatio

Over 3Months*Over 3Months*

Up to 3Months*Up to 3Months*

Tic. AdministrationTic. Administration

*: 90±10 days

TiclopidineTiclopidine AdministrationAdministration

0

20

40

60

80

100

120

0-14 15-29 30-44 45-59 60-74 75-89

Death :   10
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Body of Evidence Comparing SES vs. BMS 
in a Randomized Fashion

Single, 
De Novo

Long
Lesions

Small
Vessels

DM

MVD

ISR

CTO

Bifurcations

AMI

Left
Main

Direct
Stenting

Stairway to Evidence-Based Medicine

RAVEL, SIRIUS

TYPHOON
SESAMI 
STRATEGY
MISSION

SES-SMART

DIABETES
DECODE
SCORPIUS

Differing Complexity

SCANDSTENT (H
igh-ris

k)

16 RCTs:
SES vs. BMS

N=5,535

E-SIRIUS, C SIRIUS

PRISON II

BASKET (All-C
omers except IS

R)

Pache (All-C
omers except LM, AMI, o

r IS
R)
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TiclopidineTiclopidine DiscontinuationDiscontinuation

85.6%85.6%

14.4%14.4%

Tx Tx DiscontinuedDiscontinued

Over 3 Months*Over 3 Months*

Up to 3 Months*Up to 3 Months*

TiclopidineTiclopidine AdministrationAdministration

* 90±10 days

TiclopidineTiclopidine Administration In JAdministration In J--PMSPMS

Ticlopidine Side Effect

Surgical Operation

Non-compliance

107 (8.1%)

14 (1.1%)

6 (0.5%)

Complications 16 (1.2%)



60

Subset Analysis From RegistriesSubset Analysis From Registries
Patient types:Patient types:

–– Diabetic patients Diabetic patients 
–– AMI PatientsAMI Patients
–– Patients with Renal DysfunctionPatients with Renal Dysfunction

Lesions:Lesions:
–– Bifurcations (BIF)Bifurcations (BIF)
–– Chronic total occlusions (CTO)Chronic total occlusions (CTO)
–– InIn--stent restenosis (ISR)stent restenosis (ISR)
–– Long lesions (>28mm, overlapping stents)Long lesions (>28mm, overlapping stents)
–– Multiple stents Multiple stents –– nonnon--overlapping in a single vesseloverlapping in a single vessel
–– MultiMulti--vessel stentingvessel stenting

Vessel types:Vessel types:
–– Left main (LM)Left main (LM)
–– Saphenous Saphenous vein grafts (SVG)vein grafts (SVG)
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Multivariable PredictorsMultivariable Predictors

0.55440.5544

0.89800.8980

1.19171.1917

1.17711.1771

0.74490.7449

1.65351.6535
0.03990.0399
0.72280.7228
0.40130.4013
0.33930.3393

CoefficientCoefficient

0.18900.1890

0.22870.2287

0.35100.3510

0.31760.3176

0.21530.2153

0.15910.1591
0.00580.0058
0.14660.1466
0.13520.1352
0.14520.1452

Standard Standard 
ErrorError

ENDPOINTENDPOINT

0.00330.00331.741.74Acute MIAcute MIProtocol Stent Protocol Stent 
ThrombosisThrombosis

<0.0001<0.0001

0.00070.0007

2.452.45

3.293.29

Acute MIAcute MI

Single vessel Single vessel Tx Tx with multiple with multiple 
nonnon--overlapping stentsoverlapping stents

Definite + Probable Definite + Probable 
ARC Stent ARC Stent 
ThrombosisThrombosis

0.00020.0002

0.00050.0005

3.243.24

2.112.11

Single vesselSingle vessel TxTx with multiple with multiple 
nonnon--overlapping stentsoverlapping stents

Acute MIAcute MI

ALL ARC Stent ALL ARC Stent 
ThrombosisThrombosis

5.235.23
1.041.04
2.062.06
1.491.49
1.401.40

Odds RatioOdds Ratio

<0.001<0.001
<0.001<0.001
<0.001<0.001
0.00300.0030
0.01940.0194

Renal InsufficiencyRenal Insufficiency
Age (Years)Age (Years)
Acute MIAcute MI
DiabetesDiabetes
Male (vs. Female)Male (vs. Female)

DEATHDEATH

pp--ValueValuePredictorPredictor
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Multivariable Predictors of Stent ThrombosisMultivariable Predictors of Stent Thrombosis

1,9111,911

2,9742,974

15,15715,157

5,0305,030

2,2292,229

2,5122,512
# of Pts# of Pts

<0.001<0.0013.0 (1.3 to 6.8)3.0 (1.3 to 6.8)Bifurcation stentingBifurcation stenting< 30 d< 30 dERASMUSERASMUS

< 0.001 < 0.001 
0.0140.014
0.0370.037

19.21 (5.63 19.21 (5.63 –– 63.51) 63.51) 
12.24 (1.6712.24 (1.67--89.71)89.71)
1.02 (1.0011.02 (1.001--1.041.04

Premature APT D/CPremature APT D/C
11°° Stenting for AMIStenting for AMI
Total Stent LengthTotal Stent Length

< 2 y< 2 yASANASAN

0.060.06
0.270.27
0.070.07

0.01830.0183
0.120.12

0.00040.0004
0.00130.0013
0.00030.0003

0.97 (0.94 0.97 (0.94 –– 1.0)1.0)
0.66 (0.310.66 (0.31--10.4)10.4)
0.15 ( 0.010.15 ( 0.01--1.2)1.2)
3.75 (1.23.75 (1.2--11.3)11.3)
2.0 (0.842.0 (0.84--4.9)4.9)
4.4 (1.964.4 (1.96--10.0)10.0)
4.5 (1.84.5 (1.8--11.4)11.4)

0.21 (0.090.21 (0.09--0.49)0.49)

AgeAge
MaleMale
History of CABGHistory of CABG
Acute Renal FailureAcute Renal Failure
IDDMIDDM
Bifurcation Bifurcation 
ISRISR
Clopidogrel Clopidogrel D/CD/C

< 1y< 1yC/T C/T 
REWARDSREWARDS

< 0.0001< 0.0001
0.01050.0105
0.01220.0122
0.00030.0003
0.00120.0012
0.01070.0107
0.03170.0317
0.03830.0383

2.76 (1.71, 4.29)2.76 (1.71, 4.29)
1.75 (1.13, 2.67) 1.75 (1.13, 2.67) 
1.25 (1.05, 1.50)1.25 (1.05, 1.50)
4.42 (1.80, 9.26)4.42 (1.80, 9.26)
1.93 (1.29, 2.86)1.93 (1.29, 2.86)
1.92 (1.14, 3.11)1.92 (1.14, 3.11)
1.31 (1.01, 1.67)1.31 (1.01, 1.67)
1.62 (1.04, 2.60)1.62 (1.04, 2.60)

IDDMIDDM
ACS at PCIACS at PCI
Age (per 10 yr)Age (per 10 yr)
PostPost--PCI TIMI Flow < 3PCI TIMI Flow < 3
Moderate / Heavy Calc.Moderate / Heavy Calc.
Totally Occluded Target Totally Occluded Target 
ArteryArtery
No. Les. TreatedNo. Les. Treated
> 1 Vessel Dis.> 1 Vessel Dis.

< 1 y< 1 yEE--CYPHERCYPHER

0.0310.031Correlation (R = 0.716)Correlation (R = 0.716)Stent LengthStent Length< 1 y< 1 yMoreno R., Moreno R., 

< 9 m< 9 m

Type of STType of ST

89.78 (29.90 89.78 (29.90 –– 269.60)269.60)
6.49 (2.60 6.49 (2.60 –– 16.15)16.15)
6.42 (2.93 6.42 (2.93 –– 14.07)14.07)
3.71 (1.74 3.71 (1.74 –– 7.89)7.89)
1.09 (1.05 1.09 (1.05 –– 1.13)1.13)

OR (95% CI)OR (95% CI)

< 0.001< 0.001
< 0.001< 0.001
< 0.001< 0.001

0.0010.001
< 0.001< 0.001

Premature APT D/CPremature APT D/C
Renal FailureRenal Failure
BifurcationBifurcation
DiabetesDiabetes
LVEF per 10% LVEF per 10% ↓↓

GrubeGrube//
ColomboColombo

pp--ValueValuePredictorPredictor
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Diabetic Patients Across 6 RegistriesDiabetic Patients Across 6 Registries
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Diabetic Patients Across 6 RegistriesDiabetic Patients Across 6 Registries
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