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Background

» No consensus exists regarding the safety and
efficacy of drug-eluting stents in patients with
STEMI undergoing primary PCI

» TLR and restenosis rates tend to be lower in
STEMI vs. elective PCl patients because of less
plaque burden and non viable myocardium

» The safety of implanting DES in ruptured plaques
with thrombus has been questioned

* Qutcomes from registry studies of DES vs. BMS in
STEMI have been conflicting, and no large-scale
randomized trials have been performed




A Prospective, Randomized Comparison of
Paclitaxel-eluting TAXUS Stents vs. Bare
Metal Stents During Primary Angioplasty In

Acute Myocardial Infarction

— One Year Results —

- 299 W. Stone MD

M 2 New Engl J Med 2009 (in| press)
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Harmonizing Outcomes with Revascularization and Stents in AMI

pts with STEMI with symptom onset <12 hours
Aspirin, thienopyridine IIR
| 1:1 |
UEH + GP llb/llla inhibitor Bivalirudin menotherapy.

(abciximalb or eptifibatide) (£ provisional GP lib/lllz)
I | |

Emergent angiography, followed by triage to... ‘
CABG — Primary PCl — Medical Rx

3000 pts eligible for stent randomization

R
TAXUS Express stent Bare metal EXPRESS stent
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2 Priméry Stent Endpoints (at 12 Months)

/
/

1) Ischemia-driven TLR*

ana
2) Composite Safety MACE =

All cause death, reinfarction, stent thrombosis
(ARC definite or probable)**, or stroke

Major Secondary Endpoint (at 13 Months)

Binary angioegraphic restenosis

*Related to randomized: stent lesions (whether st;udy or non

study stents were implanted); ** |n randomized' stent lesions AP } T ( (LY N
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with =21 stent implanted (whether study or non study stents) i LU
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Harrr/l,onizing Outcomes with Revascularization and Stents in AMI

UFH + GPI (n=1802)

Medical Rx 193 3602 ptS Wlth STEMI __ 1?1<

Primary CABG 62
Deferred PCI 2 |
/Index PCI, not eligible |
' -PTCA only e

- Stented 220

epprm—_ 3006 pts eligible for stent rand. |

pts were randomized |
) R

3:1 ‘
Randomized TAXUS DES EXPRESS BMS
N=2257 N=749 _
18

Withdrew e

Bivalirudin (n=1800)

N=2186 [ N=715 [
(96.9%) [ (95.5%) 8

P T e
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1 year FU
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/ Baseline Characteristics (i)

TAXUS EXPRESS
(N=2257) (N=7409)

Age (years) 59.9 [52.4, 69.4] 59.3[51.8, 69.2]
Male 77.0% 76.0%
Diabetes 16.1% 15.2%
Hypertension 51.2% 51.9%
Hyperlipidemia 42.2% 41.1%
Current smoking 46.3% 51.9%
Prior Ml 9.1% 10.9%

Prior CABG

*P=0.009
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/
Baseline Characteristics (i)

/

TAXUS
(N=2257)

2RI ESS
(N=749)

Weight (kg)

Killip class 2-4
Anterior Ml

LVEF (%), site
Symptoms — PCI, hrs
Femoral a. access

Venous access

Aspiration catheter

80 [71, 90]
8.8%
42.2%

50 [44, 59]

3.7 [2.7, 5.5]
93.6%
8.5%

80 [71, 90]
8.0%
44.7%

50 [43, 58]

3.8 2.7, 5.9]
92.9%
8.0%




Study Drugs

TAXUS
(N=2257)

EXPRESS
(N=749)

Aspirin at home
Aspirin load pre PCI
Thienopyridine at home
Thienopyridine loading dose

- clopidogrel 300 mg

- clopidogrel 600 mg

- clopidogrel other

- ticlopidine
UFH pre randomization
UFH as the procedural antithrombin

"GP IIb/llla inhibitor administered

-q‘;

22.7%
97.0%
2.1%
98.9%
34.2%
63.3%
1.2%
0.5%
65.2%
49.8%

20.5%
97.2%
2.5%
98.3%
35.5%
61.3%
1.3%
0.3%
65.8%
50.1%




Pro/éedural Data (Site Reported)

EXPRESS
(N=749, L=815)

TAXUS
(N=2257, L=2495)

/m lesions treated
- = 2 lesions treated
- = 2 vessels treated

Direct stenting attempted

Stent target lesion:
LAD, LCX, RCA, LM, SVG

N stents implanted

Total stent length**

Max pressure (étm.)

*P=0.002; **P<0.0001

1.1 +0.4
9.0%
3.1%
33.7%

1.1 +04
11.1%
4.5%
30.4%

42.4%, 15.9%,
41.3%, 0.4%, 0.4%

40.1%, 14.6%,
45.1%, 0.3%, 0.3%

1Ly ae 10).7/
2733149

1500 *
308+ 178 Ak

14.0 [12.0, 16.0]
_ Rl S

14.0 [12.0, 16.0]
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) Quan/t/itative Coronary Angiography

g

/ TAXUS EXPRESS
(E=26172 8/ 735 (L =857 V=vi/d)

Pre RVD (mm) 2.89 + 0.51 2.90 + 0.50
/Pre MLD (mm) 0.35 + 0.45 0.35 + 0.45
" Pre %DS 87.6 + 15.4 87.4 + 15.4

Pre lesion length (mm) 17.5 = 10.1 16.2 + 8.8

Pre TIMI 0/1, 2, 3 60.6%, 13.6%, 25.7% 57.4%, 15.2%, 27.4%
Post RVD (mm) 2.93 + 0.51 2.95 + 0.50
Post MLD (mm)* 2.36 =055 2371050
Rasl VoDt 199 £ 11.6 19.5.4.1.1.1

Post TIMI 0/1, 2, 3 1.7%. 10.7%. 87.6%  0.9%. 9.3%. 89.8%

T —

- ~ -_ L ._.I | -J-r/ A P I.--.v,. I
*Analysis segment, all lesions, whether stented or not; **stented lesions only; "P=0.006" h(;}"}ﬁ{f‘:\ W"’*’“‘"‘
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Aspirin and Thienopyridine Use

/ Regular* aspirin use (%) Regular* thieno. use (%)
=—-TAXUS -B=-EXPRESS -=TAXUS =-EB=EXPRESS

99.1% 98.5% 98.3% 97 5% 99.4% 98.7%

._.*

98.6% 98.3% 97.5% 97 1% 98.9% 97.8%
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87.5%

P<0.001
63.9%
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- Discharge 30Days 6 Months

*Taken >50% of days since last visit




Primar/y Efficacy Endpoint: Ischemic TLR

— TAXUS DES (n=2257)

i 0) =
Diff [95 A)C|] - EXPRESS BMS (n=749)

-3.0% [-5.1, -0.9]
HR [95%ClI] =
0.59 [0.43, 0.83]
P=0.002
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Secondary Efficacy Endpoint: Ischemic TVR

/
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—— TAXUS DES (n=2257)

Diff Ve
Iff [95%ClI] —— EXPRESS BMS (n=749) 8 7%

902 52 0
HR [95%CI] =
0.65 [0.48, 0.89]
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Prima/ry Safety Endpoint: Safety MACE*

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

Diff [95%CI] =
0.1% [-2.1, 2.4]
HR [95%CI] =
1.02 [0.76, 1.36]
P,=0.01
Psup=0.92
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* Safety MACE = death, reinfarction, stroke, or stent thrombosis — HGF}V{{I‘:\ i_f"'*""f‘




On/e/-Year All-Cause Mortality
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— TAXUS DES (n=2257)
— EXPRESS BMS (n=749)

3.5%

—F—"" 3.5%

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




One-Year Death or Reinfarction

— TAXUS DES (n=2257)
—— EXPRESS BMS (n=749) 7.0%

6.8%

HR [95%ClI] =
0.97 [0.70,1.32]

P=0.83
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Stent Thrombosis (ARC Definite or Probable)

1 = TAXUS DES (n=2238)
—— EXPRESS BMS (n=744) 3 4%

'_r|—' — ~ 3.1%

HR [95%ClI] =
0.92 [0.58,1.45]

P=0.72
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y Stent Thrombosis Rates*

4 TAXUS EXPRESS Hazard ratio P
(N=2238) (N=744) [95%CI] Value

Stent thrombosis, <30 days 2.3% 2.7% 0.87[0.52,1.46] 0.60
- ARC definite 1.9% 2.3% 0.83[0.47,1.45] 0.51
- ARC probable 0.5% 0.4% il 47 080 A0E] (067
Stent thrombosis, >30d — 1y 1.0% 0.7% 1.39[0.52,3.68] 0.51
- ARC definite 0.9% 0.7% 1.25[0.47,3.35] 0.65
- ARC probable 0.1% 0% - 0.42
Stent thrombosis, =1 year 3.1% 3.4% 0.92[0.58,1.45] 0.72

0.53,1.41 0.55

probable 1.33[0.384.73] 065

-

*Kaplan-Meier estimates . — h(;}-‘};‘_{j‘:\t%ph-—,




One Y/ear Composite Safety Endpoints*

/ TaolUs  EXPRESS HR [95%CI] F

N=2257)  (NE7e) Value
Safety MACE** 8.1% 8.0%  1.02[0.761.36] 0.92
Death, all-cause 3.5% 3.5% 0.99 [0.64,1.55] 0.98
- Cardiac 2.4% 2.7% 0.90[0.54,1.50] 0.68

- Non cardiac 1.1% 0.8% L2 o a2 0.55
Reinfarction 3.7% 4.5% 0.81[054,1.21] 0.31
- Q-wave 2.0% 1.9% 1.07 [0.59,1.94] 0.83

- Non Q-wave 1.8% A 0.68[0.39,1.17] 0.16
Stent thrombosis' 3.1% 3.4% 0.92 [0.58,1.45] 0.72

- ARC definite 2.6% 3.0% 0.86 [0.53,1.41] 0.55

robable . . . .36
Stroke e 1.0%  0.7% 1.52 [0.58,4.00] 0.39

h

*Kaplan-Meier estimates; **Primary safety endpoint; TARC definite or probable h@-‘}ﬂ;‘:\“\jf—hnh




Afngiographic Follow-up

/ 1800 consecutive eligible pts assigned
to 13 month angiographic FU*

TAXUS DES EXPRESS BMS

Randomized

=1348 N=452

» Died before angio FU e

Eligible

366 « Angio FU not performed « 134

Completed N=942
Angio FU (72.0%)

N=307

(69.6%)

—— 28 ¢ Not recelved/analyzable T
3

S nalyzed  INEREED - 1081 =+ -+ Lesionse++ 332— N 293

S —
* Randomized in stent arm; stent procedure successtul (DS <10%; TMI-3 flews. P(‘.—%}( ‘: ‘“f +....,.

=NHLBI type A peri-stent dissection); no stent thrombosis or CABG w/i 30




Follow-up QCA

TAXUS

EXPRESS

(L=1081, V=964) (L=332, V=302)

P
value

TIMI flow

FU RVD (mm)

FU MLD in-stent (mm)

FU MLD in-segment (mm)
FU %DS in-stent

FU %DS in-segment

Aneurysm

Ectasia

2.8%
7.0%
90.2%
2.91 + 0.49
2.36 = 0.75
2.08 =+ 0.69
8.8 ae 22,9
28.8 + 19.6
0.5%

3.6%
5.0%
91.4%
2.90 + 0.48
1.98 + 0.82
1.84 £ 0.76
32.6 £ 24.9
37.4 £ 22.0
0.9%

0.45
0.22
0.55
0.97
<0.0001
<0.0001
<0.0001
<0.0001
0.40




Binary Ar{alysis Segment Restenosis at 13 Months
/ Patient and Lesion Level Analysis*

® TAXUS DES (910 patients, 1081 lesions)
® EXPRESS BMS (293 patients, 332 lesions)

RR [95%ClI] = RR [95%CI] =
0.44 [0.33, 0.57] 0.44 [0.33, 0.57]
P<0.0001 P<0.0001
24.9

22.9

W
o

10.0

lMajor 2° endpoint

*|TT: Includes all stent randomized lesions, Wh}ather or not a stent
was implanted, and whether or not non study stents were placed
** Any lesion with restenosis = per pt restenosis
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Angiégraphic Late Loss at 13 Month

/ Lesions with Stents Implanted

® TAXUS DES (n=1062) ®EXPRESS BMS (n=328)
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0.82 P<0.0001

P<0.0001
0.59
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Binary A/ngiographic Restenosis at 13 Months
/ Lesions with Stents Implanted

® TAXUS DES (n=1066) = EXPRESS BMS (n=328)

.

B
Y
(=

RR [95%CI] = RR [95%CI] =
0.39 [0.29, 0.52] 0.42 [0.32, 0.54]
P<0.0001 P<0.0001
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Limitations

-~ Open label design

/— Potential bias was mitigated by high protocol
procedure compliance and use of blinded
clinical event adjudication committees and

core laboratories
~ Underpowered for stent thrombosis and death

— The virtually identical rates of MACE in the

TAXUS Express and Bare Metal Express
' ' jor safety

:

— LR PARIYS b



Conclusions

/- In this large-scale, prospective, randomized trial of
o with STEMI undergoing primary stenting, the
Implantation of paclitaxel-eluting TAXUS Express
stents compared to Bare Metal Express stents

resulted In:

— A significant 41% reduction in the 1-year primary
efficacy endpoint of ischemia-driven TLR, and a
significant 56% reduction in the 13 month major
secondary efficacy endpoint of binary restenosis

fari . . f
point of all cause death, reinfarction, ster
thrombosis or stroke at 1-year




Conclusions

- The long-term safety and efficacy profile

/ of paclitaxel-eluting TAXUS Express

stents compared to Bare Metal Express
stents in STEMI will be determined by
the ongoing 5 year follow-up of patients

rando




