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Objectives

To assess the safety and efficacy of contemporary drug-eluting stents (DES) In
patients presenting with acute myocardial infarction (STEMI) undergoing primary
PCI by mean of a network meta-analysis of individual patient level data.
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Methods

Eligibility Criteria:
Dedicated RCT STEMI trials treated with any stent
Two reviewers systematically searched PUBMED / Embase / CENTRAL

We included randomized clinical trials with patients who:

1) underwent PCI for STEMI

2) had at least 12-month clinical follow-up

3) underwent PCI with implantation of any stent
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Outcomes of Interest

Primary outcome of interest:

MACE (composite of all-cause death, reinfarction and target vessel or target lesion
revascularization)

Secondary outcomes of interests:

Individual components of the primary outcome and definite or probable stent thrombosis.
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20 randomized controlled trials included in this network meta-analysis
12595 patients

EECTENEEDT T

HORIZIONS AMI 3006 2007 JUWANAETAL. 329 2007
2 EXAMINATION 1498 2009 12 SESAMI 320 2003
3 COMFESFABLE 1157 2010 13 MISSION 310 2004
4 DEBATER 870 2007 14 ARSI e e
- MULTISTRATEG e 15 PASEO 270 2004
Y 16 Li et al. 228 2006
6 TYPHOON 712 2003 17 ZEST AMI 218 2006
7 XAMI 625 2008 18 STRATEGY 175 2003
8 PASSION 619 2003 19 SEZE 120 2008
9 RACES-MI 500 2014 Diaz de la llera et
10 KOMER 409 2007 <0 al. S RetCo
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NETWORK PLOT

20 studies
n=12595 patients
44 arms

ZES

PES

—q4 BIOSENSORS

— INTERNATIONAL™




@ Study-level analysis

—4 BIOSENSORS

= 8 INTERNATIONAL™



Patient Characteristics

Trial Comparators (mgre)f%) HT (%) | DM (%) Hyperzi;:;demia Smoker (%) Prigz)PCl
HORIZIONSAMI  PES (n=2257) vs BMS (n=749)  76.8 51.5  15.9 41.9 47.7 9.5% 9.1 2.1
EXAMINATION EES (n=751) vs BMS (n=747) 83 48.5 17 43.5 72 5 4 0.7
gﬁ:“FORTABLE BES (n=575) vs BMS (n=582) 79.3 47 15.1 56.7 50.1 5.5 4 1.2
DEBATER SES (n=424) vs BMS (n=446) 76.5 29 10 28 62.4 NA NA NA
MULTISTRATEGY  BMS (n=372) vs SES (n=372) 75.9 573 145 53.2 37.2 7.7 5.4 1.1
TYPHOON SES (n=355) vs BMS (n=357) 78.4 406 163 42.2 50 NA 4.2 NA
XAMI EES (n=404) vs SES (n=221) 73.7 206 9.7 NA 54.7 NA 3.7 0.8
PASSION PES (n=310) vs BMS (n309) 75.9 31.1 1 25.5 51.5 5.1 4.4 0.6
RACES-MI SES (n=250) vs EES (n=250) 64.8 416 264 NA 34 13.2 11 7.4
KOMER el Lt 78.7 418 208 31.9 54.8 2 2.8 0

vs PES (n=202)

Mean age 60.8 years (SD£1.65), 26.3% female, 16.7% diabetics. Median follow up 24 months [range 12-60 months]
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Patient Characteristics

. Sex o o Hyperlipidemia o Prior PCI
Trial Comparators (male,%) HT (%) | DM (%) (%) Smoker (%) (%)

Juwana et al. SES (n=196) vs PES (n=201) 71.5 30 8.6 19 52.5 6 6.3 1.3
SESAMI SES (n=160) vs BMS (160) 80 565  20.6 NA 54.3 9.1 10 0.6
MISSION SES (n=158) vs BMS (n=152) 77.7 28.1 9.7 20 54.5 3.9 1.6 0.6
PROSIT SES (n=154) vs PES (n=152) 76.3 432 254 26 58.8 NA NA NA
PASEO S B IIE e FE (R U) T 70.4 26.3 256 NA 25.2 14.1 4.8 6.7

SES n=(90)
Li et al. SES (n=164) vs SES (n=168) 75.9 548  29.5 39.4 63.3 4.8 2.7 0.6
ZEST-AMI PASIE D SISIERTE | 466  25.9 45.1 56.7 NA 3 NA
PES (n=110)
STRATEGY SES (n=87) vs BMS (n=88) 73 525 145 NA 40 11 3.5 2
SEZE ZES (n=60) vs SES (n=61) 81 512 223 24.8 53.7 NA NA NA

DIAZ de la Llera et

al BMS (n=54) vs SES (n=60) 79.2 NA 27.5 NA 68.3 7.4 5.8 0.8

Mean age 60.8 years (SDx1.65), 26.3% female, 16.7% diabetics. Median follow up 24 months [range 12-60 months]

—q BIOSENSORS >
m— g |INTERNATIONAL™




Angiographic and procedural characteristics

Left main ° ° ° Direct stenting | Post dilation Thrombus

HORIZIONS AMI PES (n=2257) vs BMS (n=749) 40.4 15.1 30.1 NA 11.2
EXAMINATION EES (n=751) vs BMS (n=747) 0.7 40.5 14.5 43.5 59 15 65

COMFORTABLEAMI  BES (n=575) vs BMS (n=582) 0.2 39.5 14.9 45.2 37.4 NA 60.6
DEBATER SES (n=424) vs BMS (n=446) NA 37 17 45.5 NA NA NA
MULTISTRATEGY BMS (n=372) vs SES (n=372) 1 43 15.5 39 NA NA NA
TYPHOON SES (n=355) vs BMS (n=357) NA 45.4 14.3 40.3 46.9 NA NA
XAMI EES (n=404) vs SES (n=221) 0.2 40.2 19 40.3 NA NA 62.6
PASSION PES (n=310) vs BMS (n309) 0.3 50.1 8.1 39.9 NA NA NA
RACES-MI SES (n=250) vs EES (n=250) 2.8 43.8 18.4 33.4 NA NA 22.2
KOMER AL T EISH =L, NA 53.8 9 37.2 NA NA 4.9

vs PES (n=202)
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Angiographic and procedural characteristics

Direct stenting | Post dilation Thrombus

0, 0, 0, 0,

Trial Comparators Left main (%) | LAD (%) | LCX (%) | RCA (%) attempted (%) aspiration(%)
NA 1.3

Juwana et al. SES (n=196) vs PES (n=201) 33.5
SESAMI SES (n=160) vs BMS (160) NA 497 128 376 NA NA NA
MISSION SES (n=158) vs BMS (n=152) NA 549 158 294 37.4 NA NA
PROSIT SES (n=154) vs PES (n=152) 1.3 503 127 357 NA 48.1 29.9
PASEO P e w0y NA 515 241 244 26.7 NA 4.4
Liet al. SES (n=164) vs SES (n=168) NA 455 157 388 NA NA NA
zesTam RS T S NA 464 116 421 4.9 NA 5.1
STRATEGY SES (n=87) vs BMS (n=88) NA 45 19 35.5 NA NA NA
SEZE ZES (n=60) vs SES (n=61) NA 58 9 33 9.1 NA NA
Et'glz 3l EEe BMS (n=54) vs SES (n=60) 0.8 423 13.3 43.7 NA NA NA
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MACE

Comparison: other vs '‘EES’
Treatment  (Random Effects Model) OR 95%-ClI

BESb : 0.80 [0.55; 1.17]
BMS —— 1.63 [1.34; 1.99]
EES 1.00

PES - 1.38 [1.09; 1.76
SES 41— 1.14 [0.94: 1.37)
SESh + 0.99 [0.64; 1.52

ZES [ — 152 [1.06: 219

05 1 2 4 tau? = 0.0236
2 = 89%

favor other tavor EES

[re— B I OSENSOR%Sb = Biolimus eluting stent, BMS = Bare metal stent, EES = Everolimus eluting stent, PES = Paclitaxel eluting stent
S = Sirolimus eluting stent with durable polymer, SESb = Sirolimus eluting stent with biodegradable polymer,

INTERNATIONAL™ ZES = Zotarolimus eluting stent




MACE

Comparison: other vs ‘EES’
Treatment (Fixed Effect Model) OR 95%-ClI

BESb . 0.67 [0.60: 0.74]
BMS 1.36 [1.31: 1.41]
EES 1.00

PES 1.17 [1.12: 1.23]
SES 1.08 [1.03; 1.13]
SESb = 0.94 [0.74: 1.19]
ZES . 1.47 [1.13; 1.90]

| | |
0.5 1 2 4 tau? = 0.0236
favor other favor EES 12 = 8994

[re— B I OSENSOR%Sb = Biolimus eluting stent, BMS = Bare metal stent, EES = Everolimus eluting stent, PES = Paclitaxel eluting stent
S = Sirolimus eluting stent with durable polymer, SESb = Sirolimus eluting stent with biodegradable polymer,

INTERNATIONAL™ ZES = Zotarolimus eluting stent




Definite or probable ST

Comparison: other vs 'EES’
Treatment (Random Effects Model) OR 95%-ClI

BESD : 1.26 [0.79; 2.00]
BMS = 1.72 [1.27; 2.33]
EES | 1.00
PES —— 1.75 [1.17; 2.60]
SES ¢ 1.73 [1.26; 2.39]
SESb + 1.18 [0.46; 3.05]
ZES — | ' | "'l 1.49 [0.52; 4.24]
0.4 1 2 4 tau? = 0.0227
favor other favor EES 12 = 25.50%
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Conclusions

» Everolimus-eluting stent and Biolimus-eluting stent had comparable clinical outcomes with respect
to the MACE, all cause death, reinfarction, TVR or TLR, and stent thrombosis in patients presenting
with acute myocardial infarction.

 Patients treated with Zotarolimus-eluting stent had an increased MACE compared with EES and
BES.

* The rate of stent thrombosis was similar among EES, BES and ZES; however, patients treated with
BMS had an increased rate of stent thrombosis.

*In the STEMI setting, EES and BES appear to have a better safety and efficacy profile.
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DISCLAIMER

BioFreedom, Biomatrix and BA9 are trademarks or registered trademarks of Biosensors International Group, Ltd.
BioFreedom is CE Mark approved.
All other cited trademarks are the property of their respective owners.
Data on file at Biosensors International for any sustained claims in this document.

CAUTION: The law restricts these devices to sale by or on the order of a physician and these products are intended
for the use by or under the direction of a physician. Indications, contraindications, warnings and instructions for use
can be found in the product labeling supplied with each device. Not available in the United States and any other
country where applicable health authority product registration has not been obtained. Information contained
herein only for presentation outside the US and France.
© 2018 Biosensors International Group, Ltd. All rights reserved.

—q4 BIOSENSORS

— INTERNATIONAL™




