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BMS vs DES for STEMI

Massachusetts State Registry

2-year mortality (propensity adjusted) in 1298 matched pairs
(2596 pts) with STEMI at 21 hospitals between 4/03—-9/04

30

3% mortality & =0.008

at 1-year!

201 29 mortality &
at 30 days!
l BMS (n=1298) 11.6%

10

8.5%
, : DES (n=1298)
0

0 30 180 365 730

Days after Initial Procedure

X
SN
e}
(0]
e
®
>
i)
Lol
=
:—
©
(O]
o

Drug-Fluting Stent
No. at risk 1298 1289 1250 1227
Cum. incidence (%) 0.7 37 55 6.5

Bare-Metal Stent
No. at risk 1298 1292 1223 1194

Cum. incidence (%) 0.5 58 8.0 96

Mauri L et al. NEJM 2008;359:1330-42




Adjusted AMI analysis

1926 STEMI pts in NYS database 10/03-12/04
(1154 DES, 772 BMS) 2-year Mortality (adjusted)
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Adjusted HR [95%Cl]
0.50 [0.30, 0.83]
P=0.007

BMS(N) 772
DES (N) 1,154




MIDAS Database: 2 year survival
after AMI (BMS=5825, DES=6147)
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CONCLUSIONS

MIDAS DATA RECORDS FROM 2003 and 2004
SHOW THE USE OF DRUG ELUTING STENTS IN
THE SETTING OF AMI WAS ASSOCIATED WITH
SIGNIFICANT REDUCTIONS OF 3-YEAR ALL
CAUSE MORTALITY AND CARDIOVASCULAR
MORTALITY WHEN COMPARED WITH THE USE
OF BARE METAL STENTS.
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MIDAS Database: 2 year survival
after AMI (BMS=5825, DES=6147)
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11 RCTs in AMI (n=3607)
BMS vs DES

DEATH AT 12 MONTHS

Study DES BMS OR (fixed) Weight OR (fixed)
n/N n/N 95% ClI % 95% CI

DiLorenzo et al 71180 6/90 10.20 0.57[0.18, 1.74]
BASKET-AMI 6/143 6/74 10.05 0.50 [0.15, 1.60]
DEDICATION 16/313 8/313 p— 10.07 2.05[0.87, 4.87]
Diazde laLleraetal 3/60 2/54 265 1.37 [0.22, 8.52]
HAAMU-STENT 8/82 4/82 = 479 2.11[0.61, 7.30]
MISSION 2/158 4/152 5.34 047 [0.09, 2.63]
PASSION 16/310 20/309 2519 0.79 [0.40, 1.55]
SELECTION 1/40 3/40 3.88 0.32[0.03, 3.18]
SESAMI 3/160 6/160 7.81 049 [0.12, 2.00]
STRATEGY 7187 8/88 9.70 0.88 [0.30, 2.53]
TYPHOON 8/355 8/357 10.34 1.01[0.37, 2.71]

Total (95% CI) 77/1888 7511719 100.00 0.91
4 1% 4 4% ‘ [0.66, 1.27]
P=0.59
0102051 2 5 10

Coavors BMS

Test for heterogeneity: P= 0% Favors DES

De Luca G et al. Int J Cardiol 2008




11 RCTs in AMI (n=3607)
BMS vs DES

TVR AT 12 MONTHS

Study DES BMS OR (fixed) Weight OR (fixed)
n/N n/N 95% ClI % 95% CI

DiLorenzo et al 7/180 14/90 —r— 8.40 0.22 [0.09, 0.57]
BASKET-AMI 10/143 974 — 517 0.54 [0.21, 1.40]
DEDICATION 16/313 41/313 18.22 0.36 [0.20, 0.65]
Diaz de la Llera et al 0/60 3/54 1.71 0.12[0.01, 2.41]
HAAMU-STENT 3182 8/82 3.61 0.35[0.09, 1.37]
MISSION 5/158 17/152 7.86 0.26 [0.09, 0.72]
PASSION 16/310 23/309 10.23 0.68 [0.35, 1.31]
SELECTION 2/40 13/40 579 0.11[0.02, 0.52]
SESAMI 71160 20/160 8.96 0.32]0.13, 0.78]
STRATEGY 8187 21/88 8.88 0.32]0.13, 0.78]
TYPHOON 20/355 48/357 21.16 0.38 [0.22, 0.66]

Total (95% CI) 94/1888 21711719 100.00
5.0% 12.6% 0.36
— 7 Qo [0.28, 0.47]
A=76% 0102 051 2 510 T

[
!

Test for heterogeneity:

De Luca G et al. Int J Cardiol 2008




THE TYPHOON TRIAL

Primary endpoint (TVF) through 360 days

Routine Angio FU

0 60 120 180 240 300

Spaulding C et al. NEJM 2006:355:1093-104, 11me (days)

* Defined as target vessel-related cardiac death, ReMI or ischemia driven TVR
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Harmonizing Outcomes with Revascularization and Stents in AMI
3602 pts with STEMI with symptom onset <12 hours

Aspirin, thienopyridine L
== ]
UFH + GP lIb/llla inhibitor Bivalirudin monotherapy
(abciximab or eptifibatide) (£ provisional GP lIb/llla)

Emergent angiography, followed by tnage to... |

CABG — Primary PCl — Medical Rx

3006 pts eligible for stent randomization R

,— 3:1 —|
Paclitaxel-eluting TAXUS stent Bare metal EXPRESS stent
——— S

Clinical FU at 30 days, 6 months, 1 year, and then
yearly through 5 years; angio FU at 13 months




HORIZONS AMI
All-Cause Mortality

= TAXUS DES (n=2257)
= EXPRESS BMS (n=749)

HR [95%CI] =
0.99 [0.64,1.55]

P=0.98
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Time in Months
Number at risk

TAXUS DES 2257 2161
EXPRESS BMS 749 712




HORIZONS AMI
Stent thrombosis

== Paclitaxel-eluting stents (n=2238)
=== Bare metal stents (n=744)

HR [95%CI] =
0.93 [0.59,1.47]

P=0.77
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HORIZONS AMI:
Clinically driven TVR

m—e TAXUS DES (n=2257)
w— EXPRESS BMS (n=749)

-
o

Diff [95%ClI] =
-3.0% [-5.1, -0.9]
HR [95%CI] =
0.59[0.43, 0.83]

P=0.002
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HORIZONS AMI
Primary Safety Endpoint: Safety MACE

w= TAXUS DES (n=2257)
== EXPRESS BMS (n=749)
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Diff [95%Cl] =
0.1% [-2.1, 2.4]

HR [95%CI] =
1.02 [0.76, 1.36]

P,=0.01
Pg,,=0.92
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Study population

LEADERS

All Comers trial
N=1707

BES
N=857
—[ NSTE-ACS=335 —[ NSTE-ACS=333

-
—




Study endpoints

* Primary
— Cardiac death (12 month)
— Combined: cardiac death, MI, TVR (12 month)

* Secondary:
— Cardiac death (one month)
— Combined: cardiac death, MI, TVR (one month)
— All cause mortality (one and 12 month)

— Any TVR, TLR, repeat revascularization (one and 12
month)

— NQMI, QMI (one and 12 month)
— |In stent thrombosis: acute, sub-acute, late



STEMI vs NSTE-ACS
12 month follow-up

P-value for
Risk Rafio Risk Ratio interaction™
BES SES (95% CI) Pvalue | BES SES (95% Cl) Pvalue
(n=135) | (n=140) (n=722) | (n=710)
il 57 | 10071 | 051(0.17.1.49) 021 | 22(31) | 1825 | 121(065225 | 056 0.17
e — 2(1.5) | 9(6.4) 0.23 (0.05,1.05) 004 | 16(22) | 142.0) | 1.13(055231) | 074 0.05
Myocardial infarction 3(22) | 7(5.0) 0.43 (0.11,1.68) 022 | 47(65) | 32(45) | 1.46(083230) | 0.10 0.08
G-wave 2 (1.5) 2{1.4) 1.03 {0.15,7.26) 088 | 2(03) | 5(0.7) 0.39 (0.08,2.02) 0.25 0.45
HOR-CHuS 107 | 6(4.3) 0.17 (0.02,1.41) 008 | 45(62) | 27(38) | 1.66(1.03.270) | 0.04 0.01
Clinically-indicated TLR 4(3.0) | 12(88) 0.33 (0.11,1.02) 0.04 | 40(55) | 37(52) | 1.06(0.68.167) | 0.78 0.05
Percutanecus 4(3.0) | 1001 0.40 (0.12,1.27) 011 | 38(5.3) | 36(5.1) 1.04 (0.66.1.64) 0.86 0.12
Surgical 0(00) | 2(1.4) 0.21(0.01,4.28) 031 | 507 | 3(04) | 164(0.396.86) | 049 -
Any TLR 8(44) | 13(8.3) 0.46 (0.17.1.21) 011 | 50(69) | 50(7.0) | 098086145 | 093 0.15
Pescutancous 537 | 11@7.9) 0.46 (0.16,1.31) 0.14 | 47(6.5) | 48 (6.8) 0.96 (0.54,1.44) 0.86 0.19
Surgical 107 | 2(1.4 0.50 (0.05.5.60) 057 | 7¢1.0) | 6(0.9) 1.15(0.39.3.41) | 0.80 0.54
Cllrically-ndicaled TVR 6(4.4) | 14(10.0) 0.42 (0.16.1.10) 0.07 | 44(6.1) | 46(6.5) 0.94 (0.62,1.42) 0.76 0.13
rronculaneous 5(3.7) | 12(8.6) 0.41(0.14,1.17) 000 | 42(58) | 44(62) | 0.94(0.61,1.43) 0.77 0.15
Surgical 107) | 2(14) 0.50 (0.05.5.60) 057 | 507 | 507 | 098029340 | o098 0.63
Ary TVR 8(59) | 17(121) | 046 0.20.1.07) 007 | 56(82) | 67(94) | 086(0.611.22) | 040 0.18
Peruutan s 6(44) | 150107 |  0.40(0.15.1.02) 005 | 5475 | 80(85 | 088051128 | 051 0.12
Surgical 201.5) | 2(1.4) 1.01 (0.14,7.20) 100 | 9¢1.3) | 11018 | 08033194 | 082 0.84
Any repeal revascularisation 8(59) | 18(12.9) |  0.43{0.19,1.00) 004 | 59(8.2) | 68(9.6) | 0.85(0.60,1.20) 0.38 0.14
Percutaneous B(4.4) | 15(10.7) 0.40 {0.15,1.02) 0.05 | 54(75) | 60(8.5) 0.88 (0.61.1.28) 0.51 0.12
SURNoN 2015 | 3@n 0.67 (0.11,4.03) 066 | 9(1.3) | 12(¢1.7) | 074(031175 | 048 0.92
Composite of death or MI 8(59) | 15(107) |  0.53 (0.23,1.26) 045 | 50(82) | 47(6.6) | 1.25(0.851.84 | 026 0.07
Composile of cardiac death or MI | 53y | 141100y | 036 (0.13.1.00) 004 | 54(75) | 4482) | 122(081.1.82) | 034 0.02
Composite of cardiac death, MI, or
clinicall indicated TLR 7(52) | 20(143) |  0.34(0.14,08%) 001 | 7s(109) | 71¢100) | 110080152 | o056 0.01
Composite of cardiac death, MI, or
Ey-sdisted TVR 96.7) | 22(157) | 0.40(0.18,087) 002 [82(11.4)| 80(11.3) | 1.01(0.74..38) | 0.4 0.03




STEMI vs NSTE-ACS

12 month follow-u

A

P-value for
Risk Rafio Risk Ratio interaction™
BES SES (95% CI) Pvaive | BES SES (95% Cl) Vel
(n=138) | (n=140) (n=722) | (n=710) \
i 5.7 | 10(7.1) 0.51{0.17,1.49) 021 | 22(31) | 18(25) | 121(065225) | 056 0.17
Cardiac death 2(1.5) | 9(64) 0.23{0.051.05) ( 004 ) 16(22) | 142.0) | 1.13(0.552.31 0.74 0.05
Myocardial infarction 322 | 7(5.0) 0.43 (0.11,1.69) 022 | 47(65) | 32(4.5) 0.10 0.08
i 2(1.5) | 2(1.4) 1.08 (0.15,7.26) 098 | 2(03) | 5(0.7) 0.25 0.45
HOR-C-ana 107 | 65(43) 0.17 (0.02,1.41) 0.08 ) 45(6.2) | 27(3.8) 004 |1 o001
SRy indicaled TLR 4(30) | 12(86) | 033(0.11,1.02) 004 | _40(55) | 37(5.2) 0.78 0.08
Percutanecus 4(3.0) | 10(7.1) 0.40 (0.12,1.27) 011 | 38(5.3) | 36(5.1) 0.86 0.12
Surgical 0(00) | 2(1.4) 0.21(0.01,4.28) 031 | 507 | 3(04 049 -
Any TLR 8(44) | 13(03) | 046 (0.17.1.21) 011 | 50(6.9) | 50(7.0) 0.93 | 0.15
Percutansous 537 | 11@7.9) 0.46 (0.16,1.31) 0.14 | 47(6.5) | 48 (6.8) 0.86 0.19
Surgical 107 | 201.4 0.50 (0.05,5.60) 057 | 7(1.0) | 6(0.9) 080 | | os4
Cllrically-ndicaled TVR 6(4.4) | 14(10.0) 0.42 (0.16.1.10) 0.07 \ 44(6.1) | 46(6.5) 0.94 (0.52,1. 0.76 0.13
FSrciRanaol 5(3.7) | 12(8.6) 0.41(0.14,1.17) 008 J 42(58) | 44(62) | 0.94(0.61.1. 0.77 0.15
Surgical 107 | 2(1.4) 050 (0.05560) | 087 | 507 | 507 0.98 (0.29,3. 0.98 0.63
Ary TVR 8(59) | 17(12.1) 0.48 (0.20.1.07) 0.07\ | 59(82) | 87(9.4) 0.86 (0.61.1 0.40 0.18
P 6(4.4) | 15(10.7) 0.40 (0.15,1.02) 005 )| 545 | 805 0.88 (0.61,1 0.51 0.12
Surgical 2015 | 2(1.4) 101(014720) | T00 | 9¢1.3) | 11(1.8 | 080(0.331 0.62 0.84
Any repeal revascularisation B(59) | 18(12.9) | 043{0.19.1.00) 004\| 59(82) | 6895 | 0.85(0.60.1.2 0.35 0.14
Percutaneous 8(4.4) | 15(10.7) 0.40 {0.15,1.02) 0.05 )| 5405 | 6085 0.88 (0.61.1.2 0.51 0.12
SURNoN 2015 | 3@ 0.67 {0.11.4.03) A 8(1.3) | 12(1.7) | 074(031,1.7 0.48 0.92
Composite of death or MI 8(59) | 15(10.7) 0.53 {0.23,1.26) 045 | 59(8.2) | 47(6.5) 1.25 (0.85.1. 0.26 0.07
Composile of cardiac death or MI | 53y | 141100) | 03613100 |/ o.m\ 54 (75) | 44(62) | 122(0.81,1.82 0.34 0.02
Composite of cardiac death, MI, or (
clinicall indicated TLR 7(52) | 20(143) |  0.34(0.14,081) 00t |7s(109) | 71¢100) | 110080152\ | o056 0.01
Composite of cardiac death, MI, or
Ey-sdisted TVR 967 | 220157) | 0.40(0.18,087) \ 0.02 / 82 (11.4) | 80(11.3) | 1.01(0.74.1.38 0.94 0.03




STEMI vs NSTE-ACS

12 month follow-u

A

P-value for
Risk Rafio Risk Ratio interaction™
BES SES (95% CI) Pvaiue | BES SES (95% CI) P-value
ta=135) | (n=140) 722) | (n=710)
C a rd | ac d e ath 7 | 10@.9 0.51{0.17,1.49) O ] 04 3.1) | 18(25) | 1.21(0.65.2.25) 0.56 0.17
5 9 (6.4) 0.23 {0.05,1.05) (2.2) | 14(2.0) 1.13 (0.55,2.31) 0.74 0.05
[ PRICCAER RERIERG | a2 7 (5.0) 043 (011,169 | 022 | 47(6.5) | 32(4.5) 1.46 (0.93,2.30) 0.10 0.08
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Surgical n(0.0) | 2(1.4) 021001428 . 021 | =07 | 304 | 164(0.39688) | 049 -

. . (44) | 13(0.3) 0.46 (0.17.1.21) 6.9) | 50(7.0) 0.98 (0.66,1.45) 0.93 0.15
CI | n A n d TVR @an | 1109 0.46 (0.16,1.31) O . O 7 (6.5) | 48 (6.8) 0.96 (0.54,1.44) 0.86 0.19
07 | 2(1.4) 0.50 (0.05,5.60) — T -us7~T 7(1.0) | 6(0.9) 1.15 (0.38,3.41) 0.80 0.54
Clinicaly-indicated TVR 6 (4.4) | 14(10.0) 0.42 (0.16.1.10) noz 6.1) | 46(6.5) 0.94 (0.52,1.42) 0.76 0.13
5(3.7) | 12(8.6) 0.41 (0.14,1.17) (58) | 44(62) 0.94 (0.61,1.43) 0.77 0.15
An y TV R 107 | 2(1.4) 0.50 (0.05.5.60) O O 7 0.7 | 507 0.98 (0.29,3.40) 0.98 0.63
8(59) | 17(12.1) 0.46 (0.20.1.07) wor— o9 (82) | 67(24) | 0.86(0.61,1.22) 0.40 0.18
e 6(44) | 15010 0.40 (0.15,1.02) (7.5) | 80(85 | 0.88(0.51,1.28) 0.51 0.12
An y Re P C I 2018 | 2(1.4) 1.01 (0.14,7.20) O ] 04 (13) | 11018 | 080(0.331.94 | 062 0.84
8(59) | 18(12.9) 0.43 {0.19.1.00) (8.2) | 68 (9.6) 0.85 (0.60,1.20) 0.38 0.14
10.7) 0.40 {0.15,1.02) (7.5) | 60 (8.5) 0.88 (0.61.1.28) 0.51 0.12
C a rd d e at ,-] O r M I 2.1 0.67 {0.11.4.03) O ] O 4 (1.3) | 12(1.7) 0.74 (0.31,1.75) 0.48 0.92
10.7) 0.53 (0.23,1.26) (8.2) | 47 (6.5) 1.25 (0.85,1.84) 0.26 0.07
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STEMI vs NSTE-ACS
12 month follow-up

* There is no significant difference between
both groups for NSTE-ACS

« Sginificant differences between the groups
In respect to clinical outcomes in STEMI
patients.



30 day MACE for STEMI
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30 day events for STEMI
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30 day events for STEMI
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12 month MACE for STEMI
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12 month events
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30 day vs 12 month MACE
in STEMI patients
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1-v-l5el One-Year Cumulative Incidence of

Death, Cardiac Death, TVR and MACE
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|- ¢-pe One-Year Cumulative Incidence of Stent
” thrombosis: BES vs SES in STEMI
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Why BioMatrix is better than
Cypher for STEMI?

* Biodegradable polymer and abluminal
coating?
* Mechanical futures of the stent platform?

— Symmetric strut deployment

— Stent apposition and sealing of the soft plaque
and thrombus



GRACE-AMI

« Survival up to 2 years: BMS vs DES
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Summary

There was no differerences in clinical outcome between
SES and BES in NST-ACS patients.

In BES patients a significant lower incidence of MACE

and cardiac death rate at 12 month was observed in
STEMI subgroups.

The difference between BES and SES patients in STEMI
are related mainly to subacute ST and TVR occuring
during first 30 days.

Long term follow-up (2 year and longer) is mandatory to
assess safety profile of both stents.



SES vs BES in STEMI

* The significant difference between SES
and BES are related mainly to subacute
ST and TVR occuring during first 30 days.



iming of occurence of primary
endpoints in all patients

Primary Endpoint
Cardiac Death, MI, or TVR @ 9 months
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In-stent Thrombosis:
all patients

Definite Stent Thrombosis
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In-stent Thrombosis:
all patients

Definite Stent Thrombosis

Cumulative Incidence (%)

ate Ratio = 0.93, 95% C1 0.47 - 1.85
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Survival curves and cumulative

incidence of TVR
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