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PCR Background

 Biodegradable polymer DES offer controlled
drug-release without requirement for durable
polymer coatings and may potentially improve
long-term outcomes after stenting

« Detection of differences in the rates of rarely-
occurring late adverse events require the
analysis of large patient numbers
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PCR Objective

* We pooled the 3-year outcome data from
the 3 largest randomized clinical trials
comparing biodegradable polymer with
durable polymer sirolimus-eluting DES

ISAR-TEST 3 Mehilli et al. EHJ 2008

ISAR-TEST 4 Byrne et al. EHJ 2009

LEADERS Windecker et al. Lancet 2008
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PCR Analysis Methods

 Primary endpoint was:

— the composite of cardiac death, myocardial
Infarction and target lesion revascularization
at 3-years

« Secondary endpoints were:
— stent thrombosis
— cardiac death/myocardial infarction
— target lesion revascularization

* Meta-analysis was performed on individual
patient data and using random effects methods
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Study Flow

(n= 4052)

Randomized patients treated with biodegradable polymer DES or permanent
polymer sirolimus-eluting stent In ISAR-TEST 3, ISAR-TEST 4, LEADERS

A 4

y

Biodegradable polymer stent

Permanent polymer sirolimus-

(n=2358) eluting stent (Cypher; n=1704)
Sirolimus-eluting stent Biolimus-eluting stent i
(Yukon PC Choice) (Biomatrix Flex) :
(n=1501) (n=857) |
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3-year clinical follow-up 3-year clinical follow-up 3-year clinical follow-up




m euro

Trial Charcteristics

Trials ISAR-TEST 3 ISAR-TEST 4 LEADERS
Patients 605 2603 1707
Mean age 66.1 yrs 66.8 yrs 64.6 yrs
Diabetes 27% 29% 24%
Exclusion LMS/Bypass/Rest | LMS/Bypass/Rest None
enosis enosis
Lesion/patients 1.2 1.3 1.5
Follow-Up 3 years 3 years 3 years
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PCR Definite Stent Thrombosis

No. of Patients Hazard Ratio (95% CI)
Randomized Trial BP PP | Def. Stent Thrombosis
|
ISAR-TEST 3 1/202 21202 Kl 0.47 (0.04, 5.04)

ISAR-TEST 4 9/1299 9/652 0.50 (0.20, 1.26)

LEADERS 19/857 24/850 4.7 0.50 (0.24, 1.02)

Overall 20/2358 35/1704 S — 0.50 (0.29, 0.86)

Test for Heterogeneity P=0.99

Test for Inconsistency 1°=0%

Test for Overall Effect z =-2.49 (P=0.013)
| |

A 10
Favors BP < Hazard Ratio

v

Favors PP

| | | | | | |
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PCR Definite Stent Thrombosis
Landmark Analysis

3 P=0.01 P=0.02 P=0.02

Biodegradable Polymer DES
Permanent Polymer DES

1.1
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0.1 -

All ST Late ST (>30d) V. Late ST (>1y)
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PCR Definite/Probable Stent Thrombosis

No. of Patients
Randomized Trial BP PP

Hazard Ratio (95% CI)
Def./Prob. Stent Thrombosis

ISAR-TEST 3 1/202 2/202

ISAR-TEST 4 15/1299  12/652

LEADERS 26/857 26/850

Overall 42/2358 40/1704

Test for Heterogeneity P=0.90
Test for Inconsistency 1°=0%
Test for Overall Effect z =-1.60 (P=0.11)

0.47 (0.04, 5.04)

0.63 (0.29, 1.34)

0.74 (0.40, 1.37)

0.68 (0.43, 1.09)
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Hazard Ratio

Favors PP

Months after randomization
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PCR cardiac Death/Myocardial Infarction

No. of Patients Hazard Ratio (95% CI)
Randomized Trial BP PP Cardiac Death and Ml

ISAR-TEST 3 9/202 8/202 1.06 (0.41, 2.76)

ISAR-TEST 4 107/1299 57/652 0.96 (0.70, 1.33)

LEADERS 82/857 96/850 0.79 (0.57, 1.10)

Overall 198/2358 161/1704

Test for Heterogeneity P=0.66

Test for Inconsistency 1°=0%

Test for Overall Effect z =-1.08 (P=0.28)
| |

A 10
Favors BP < Hazard Ratio

0.88 (0.71, 1.11)
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Favors PP

| | | | | | |
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PCR  Target Lesion Revascularization

No. of Patients Hazard Ratio (95% CI)
Randomized Trial BP PP TLR

ISAR-TEST 3 21/202 28/202 0.69 (0.39, 1.21)

Test for Heterogeneity P=0.72

Test for Inconsistency 1°=0%

Test for Overall Effect z =-2.08 (P=0.04)
| |

A 10
Favors PP

ISAR-TEST 4 168/1299 95/652 0.87 (0.68, 1.12)
|

LEADERS 78/857 90/850 l 0.79 (0.57, 1.08)
|
|

Overall 267/2358 213/1704 /:V\ 0.82 (0.68, 0.99)
|
|
|
|
|
|

v

Favors BP < Hazard Ratio
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PCR Primary Composite Endpoint

No. of Patients
Randomized Trial BP PP

ISAR-TEST 3 29/202 34/202

ISAR-TEST 4 252/1299 140/652

LEADERS 136/857  157/850

Overall 417/2358 331/1704

Test for Heterogeneity P=0.78
Test for Inconsistency 1°=0%
Test for Overall Effect z =-2.04 (P=0.04)

<P

Hazard Ratio (95% CI)
Cardiac MACE

0.78 (0.48, 1.28)

0.90 (0.73, 1.10)

0.81 (0.64, 1.04)

0.85 (0.73, 0.99)

|
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Favors BP

A

Hazard Ratio
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PCR Conclusions

« At 3 years biodegradable polymer DES
demonstrated improved overall clinical
outcomes compared to first generation
permanent polymer Cypher SES

» Bilodegradable polymer DES were
assocliated with a 50% reduction In
definite stent thrombosis




m euro

PCR

Biodegradable Polymer Versus
Durable Polymer Drug-Eluting
Stents for Patients With Coronary
Artery Disease

Thank you for your attention
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