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CADILLAC: Enrollment

AMI <12 hours, any age, cardiogenic shock excluded
n=2,681 at 76 centers in N.A., S.A. and Europe

: l Reqgistry (n=599)
Angiography PTCA - 127 (5%)
l Stent - 142 (5%)
CABG - 140 (5%)

) . . No
[? met angiographic criteria ]—» Med Rx - 190 (7%)

Randomized:

S n=2,082 (78%) l 89% of all PCI
949 of all stent
f )

1 1 | Randomize | 1 1

\:

Primary PTCA Primary PTCA MultiLink MultiLink stent
(n=518) + Abciximab stent + Abciximab
(n=528) (n=512) (n=524)

Stone GW et al. NEJM 2002;346:957-66
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CADILLAC: TIMI Flows

TIMI 3 TIMI 2 TIMI 0/1

P=NS
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CADILLAC: 30-Day MACE

== PTCA, no abciximab === PTCA, abciximab == Stent, no abciximab === Stent, abciximab

15

Days to event

Stone GW et al. NEJM 2002;346:957-66
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CADILLAC: Subacute Thrombosis
- 30 days -

PTCA PTCA + Stent Stent +
Abciximab Abciximab

Stone GW et al. NEJM 2002;346:957-66
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CADILLAC: 12 Month MACE

== PTCA, no abciximab == PTCA, abciximab == Stent, no abciximab === Stent, abciximab

P<0.000001

6 10 12
Months to event

Stone GW et al. NEJM 2002;346:957-66
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Primary PCI After CADILLAC
Whiat proklems are lefit?

Bleeding and Restenosis and
thrombocytopenia |A reocclusion

Caused by From BMS
invasive ) U
procedures -+ ASA, 1 Recurrent ischemia
'Rehosp

LoD 7N S

U QoL

Inhibitors N costs
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&  HORIZONS AMI Trial Y

3400 randemized pts undergoeing primary PCI

Hypothesis: Bivalirudin compared to UFH
erapy. + routine lib/llla will reduce the composite
Randomize 1:1 rate of death, reinfarction, TVR, stroke and

e - . ;
WS e major bleeding at 30-days

[IB/1lla bail+out
hibi )
Inhibitor Ib/lila
Target vessel Hypothesis: Use of the polymer-based
stenting slow-release paclitaxel-eluting TAXUS
Randomize 3:1 stent will safely reduce the 1-year rate

— of ischemia-driven TVR

TAXUS  Bare metal
stent  Express stent

Sponsor: The Cardiovascular Research Foundation (PI: Gregg W. Stone),
with unrestricted grant support from: Boston Scientific & The Medicine’s Co.
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Why s bleeding important?
CADILLAC: Impact of Bleeding

Any bleeding eccurred in 446/2082 pts = 21.4%
Vioderate or severe bleeding eccurred in 60 pts = 2.9%

In-hospital outcomes P-value

Death : : 0.07
Stroke . : 0.03

Subacute thrombosis : : 0.06

Ischemic TVR : . 0.0004
LOS (days) . . <0.0001
Cost (9) <0.0001
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CADILLAC: Impact of Acquired
Thrembocytopenia (<100,000)

Tihrombocytopenia No thrombocytopenia

18%

— pP=0.05
P 15% - p=0.01 14.0%

5.2% p=0.004
129% - p=0.002
10.0%

9% 4 8.0%

6% -

In-hospital events
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3% -

1.2%

All Abcx.  No abcx 0% ; ;
(n=1975)" (n=1049), (n=926) Death Major. bleed  Blood Rx
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Bleeding Complications

Heparin +
Bivalirudin GP lIb/llla
N=2994 N =3008 P-value

Major bleeding 2.4 4.1 < 0.001
Minor bleeding 13.4 25.7 <0.001
Large hematoma 0.8 2.5 <0.001

Retroperitoneal hemorrhage 0.5 0.06

Major organ bleeding : 1.5 <0.001

Intracranial hemorrhage 0.1 1.00

Thrombocytopenia (<100K) 1.7 <0.001

Transfusion . 2.5 0.02
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Bivalirudin During Primary PCI
llliners Heart experience (n=91)
“Reall world™, including 17.6% cardiogenic shock
GP lIb/llla inhibitor used 2 (2.2%)
TIMI-3 flow established 89 (97.8%)

Death

(3.3%)
Reinfarction
Ischemic TVR

Stroke
Major bleeding

Stella JE Transfusion

JInvCardiol | pgeydoaneurysm
2004;16:451-4

3
0
0
Recurrent ischemia 0
0
0
0
1

(1.1%)
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CADICLAC: Angiographic Restenosis

BPTCA BPTCA + Abciximab M Stent M Stent + Abciximab

40.8% vs. 22.2%
P<0.0001

_| 11.3% vs. 5.7%, P=0.01

20.8% r
12.2% 1 40 \

6.5% 5 296

Restenosis Reocclusion
Stone GW et al. NEJM 2002;346:957-66
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Playing Devil’'s Advocate

Whyeis a lirial ofi Drug-eluting Stents In
Primany Angieplasty Necessary?

* Drug-eluting stents in AMI...
= May not be necessary
= May not be cost-effective

= Need to be proven safe
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Playing Devil’'s Advocate

Whyeis a lirial ofi Drug-eluting Stents In
Primany Angieplasty Necessary?

* Drug-eluting stents in AMI...

= May not be necessary

 Bare metal stents work pretty

well for primary PCIl in AMI!
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Clinical Restenosis (TVR) after
Primary Stenting in A

Bare metal stents

<— Elective —>
19.2%

S
ad
>
o

6.1%

N=O00) N=1056 N=S0E N=596 N=E52

Stent-PAMI CADILLAC EMERALD SIRIUS BX TAXUS-IV
H-Palmaz- Multilink 12- Variety 6- Velocity 9- Express 9-

Schatz 6- months months months months
months
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Late Loss After Bare Metal Stenting
I Acute Myocardial Infarction

Plague rupture
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The culprit plague in AMI
has relatively low plagque
mass and a potentially
lower restenosis rate
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TAXUS IV

TLR as a Function of Late Loss
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Playing Devil’s Advocate

Whayiis a lirial ofi Drug-eluting Stents In
Primary Angioplasty Necessary?

 Drug-eluting stents in AMI...

= Need to be proven safe
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Centro

cwore - Stent Thrombosis in High Risk Groups

Columbus

Stent thirombesis occurred 1n 27/2229 pts '
(1..2%) treated withi DES (SES or PES)

8.7%

UnstablA Thrombus fDiabetes Unprot. Bifurcation Renal  Prior
angina left main fallure brachyRx
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Target Vessel Reocclusion after
Primary Stenting in AM

Bare metal stents

AMI

«— Elective —

2.8%
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0.8%

Stent-PAMI H- CADILLAC SIRIUS BX TAXUS-IV
Palmaz-Schatz 6- Multilink 12- Velocity 8- Express 9-
months months months months

Corumeia UNIVERSITY CARDIOVASCULAR
AL Mepicarn CENTER RESEARCH FOUNDATION




post SES 2.75 X 18

64 year old male
Ex-smoker, hypertension
3.5 hrs chest pain
Anterior ST elevation

6-months / Asymptematic




RESEARCH Reqistry: AMI
6 Month Events

BMS SES P value
(N=183) (N=186)
Death 8.2% 8.3% NS
Death or ReMIl 10.4% 8.8% NS
TVR 8.2% 1.1%
MACE 17.0% 9.4%

Lemos P. et al. JACC 2004:43:704-8
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RESEARCH registry - AMI PW: Serruys et al

Cumulative Incidence of Death, Ml, or TVR

20 _
Hazard ratio 0.52

(95% CI 0.30 — 0.92): p=0.02

SES (N=186)

30 day stent thrombosis:
1.6% with BMS, 0% with SES, p=0.10

| | | | | |
180 270

Days
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RESEARCH registry - AMI PW: Serruys et al

Cumulative Incidence of Death, Ml, or TVR

o0 _
Hazard ratio 0.52

(95% CI 0.30 — 0.92); p=0.02

SES (N=186)
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~ The HORIZONS Trial RN

3400 patients with STEMI within 12° onset
at 200 Iinternational sites

Consent
Aspirin 324 mg po chewed
Clopidoegrel 300 or 600 mg po load

Cath lab
lefit ventriculography and coronary arteriography




TAXUS stent eligible
(est ~88% = 3000)

Yes No

Randomize 3:1 FDA approved
PCI, CABG, or Med RXx.

1, 6, and 12 month follow-up, then yearly for 5 years total
- 1500 pt anglegraphic fu at 13 months (stent rand pts) -
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& | HORIZONS AMI Trial W

3400 randomized pts undergoing primary PCI

Status

Randomize 1:1 PrOtOCOI com |eted
= ;

UFH + Bivalirudin

Ha/Ila o
bail-out

inhibitor T selected

Committees and core labs

Target vessel IDE approved by FDA

stent.ing
Randomize 3:1 200 sites being initiated

—

TAXUS Bare metal

. _ |
e & et 8 patients randomized!
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