Tirofiban vs. Abciximab
during primary PCIl in STEMI

N ULTISTRATEGY

ClinicalTrials.gov number, NCT00229515

M. Valgimigli, MD, PhD
On behalf of Multistrategy
Investigators




« Speaker’s bureau:

« Research grant:

« Advisory Board:

lroko,Merck, Medicure

Iroko, Eli Lilly

Iroko, Eli Lilly,
Medicine company

—\-&_‘MUES?H ATEGY




Background

- There is limited data on the comparison
between Abciximab vs. Tirofiban at
high bolus dose (HDB: 25 g/kg over 3 min)

» 4 RCTs have so far contrasted these two drugs in 719 pts
undergoing PCI of whom less than 300 were recruited in

the setting of STEMI 1.2

1: Valgimigli et al. JAMA 2005; 2: Danzi et al. Am J Cardiol 2004; _____&_
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Trial Design

Aspirin
160-325 mg o ‘lly or 250
intravenousl| wer
mg or
‘.‘\‘
30C

No exclusion criteria based on:

 Haemodynamic Status
e Angiographic Findings

~ S
proten.
.ah. itors

—\-&_‘MUIS?H ATEGY




Trial Design

STEMI all-comer Patients

Aspirin + Clopidogrel + UFH
Before Arterial Sheath Insertion

Tirofiban* Abciximab

SES BMS SES BMS

Coronary AngiographyxPCI
Stenting was the default strategy in pts

with a RVD= 2.5 mm at visual estimation
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*: given as a bolus of 25 ug/kg, followed by an 18-24 hour infusion at 0.15 ug/kg/min AR UL




Pharmacology Arm

Non-inferiority basis

=50% > ST segment elevation resolution
within 90’ after last balloon inflation @ tt-EKG

Stent Arm

Superiority basis

Cumulative rate of MACE, defined as overall
death, Reinfarction or TVR within 8 months

Valgimigli et al. Am Heart J. 2007 Jul;154(1):39-45 “&_wunsmmﬁv




Power AnaIyS|s

With 600 pts randomized and type I error set @2.5%

Assumed event rates
Endpoint Test Abciximab Tirofiban SES BMS 5§ Power

=Y50% N-Inf. 85% 85% — Q0%
>85%
STR

MACE Sup. 16% 27% —
80%

*: ~509%0 of previously reported A =2>X50% STR between Abciximab a w_ ‘
vs. placebo in the ACE trial (Antoniucci et al. J Am Coll Cardiol 2003) MULTISTRATEGY




Sponsor:
Data Management:

Site and data monitoring:

Clinical Events Committee:

ECG core lab:

Angiographic core lab:

DSMB:

University of Ferrara, Italy

Medical Trial Analysis, Switzerland

Medical Trial Analysis, Italy; Sermes
C.R.0., Spain

P. Agostoni (Chair), Belgium, E.
Meliga, The Netherlands.

MTA, C. Arcozzi (Chair)

MTA, P. Malagutti (Chair)

P. Vranckx, (Chair), Belgium
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MULTISTRATEGY P.1.s and Sites
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Meetinaln e

=2
O

745 Rar.domized
|

o120 D
1 =

RefusedtoParticipate

!

Abcixdamabrand
Uncoated Stent

(n=186)

1

99% received Abciximab
97% received PCI

90% received Abc+BMS
99% qualified as STEMI
3% non-interpretable ECG

1

N=179

l 1:1:1:1

Abcixdamabrand
Sirolimus-Stent
(11=L57)

!

Tirefibantand

Uncoated Stent

(n=186)

1—> 1 pt withdrew consent 1

100% received Abciximab
99% received PCI

87% received Abc+BMS
100% qualified as STEMI
2% non-interpretable ECG

ST Segment Resolution Study

N=186

8 month Follow-up Study

100% received Tirofiban
98% received PCI

95% received Tir+BMS
99% qualified as STEMI
1% non-interpretable ECG

'

Tirofibanand
Sirolimus-Stent

(n=186)

1

100% received Tirofiban
98% received PCI

89% received Abc+BMS
99.5% qualified as STEMI
4% non-interpretable ECG

1
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ST Segment Resolution

in STEMI

« ST segment resolution correlates with infarct size and infarct transmurality

as assessed at MRI or SPECT Circulation 2004;110(21):e506-10.
Jama 2005;293(9):1063-72.

Eur Heart J. 2007 Jun;28(12):1433-9.

+ ST segment resolution has strong and independent prognostic implications in

terms of both death or the composite of death or Ml
Lancet 1997;350(9078):615-9

- Interventions in STEMI which improve ST segment resolution have a
consistent effect on outcomes and viceversa

N Engl J Med. 2008 Feb 7;358(6):557-67
J Am Coll Cardiol 2003;42(11):1879-85
Jama 2005;293(9):1063-72.
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ST Segment Resolution
Internal Validity Assessment of the
Chosen 1° Endpoint
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ST-Res =50%

P=0.023

at Log Rank test
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ST-Res <50%
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|

>ST segment 1) Number of ECG
(mm) leads with # ST
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P  Endpoint
esolL

Abciximab Tirofiban

P<0.001 for non-inferiority*

!  83.6%  85.3%
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1° EndpelntfiSOJeﬁSZIsegmentgmseluhen

RISK RATIO (95% CI) © PRIMARY END POINT P-VALUE

Tirofiban  Abciximab Non-inferiority ~ Superiority

%
85.3 83.6 0.001 0.53

Overall

:

86.6 84.6 0.002 0.55
84.5 82.3 0.003 0.55

<65 yr
= 65yr

Male
Female

86.0 81.9 <0.001 0.55
82.4 88.5 0.37

j

84.6 80.0 0.059
85.2 84.2 <0.001

Diabetes
No Diabetes

Killip class 1
Killip class =2

86.5 84.9 <0.001
0.22

Bare Metal Stent
Sirolimus-Eluting Stent

0.002
0.003

Single-vessel disease
Double-vessel disease

Triple-vessel disease

0.02
0.01
0.002

Anterior Myocardial infarction
Non Anterior Myocardial infarction

<0.001
0.01

*

Timeto Tx <4 hr

. 84.7 ) 0.004
Timeto Tx >4 hr

86.0 : 0.002

Creatinine Clearance = 60 ml/min
Creatinine Clearance < 60 ml/min

+

85.6 ; 0.001
85.8 : <0.001

Prespecified Non-inferiority Limit

[ I I I I I I
15 [ 1S 1. . 09y 08} Oy, 06 0.5
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ECG Analysis
Core Lab Evaluation

N=722

Tirofiban
Abciximab

Percentile

90 80 70 60 50 40 30 20 10
Percentage of ST segment resolution at 90’
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30-Day Outcomes

Efficacy Endpoints
(CEC adjudicated)
Abciximab Tirofiban

P=0.98 Stent Thrombosis

P=0.85

MACE Death/MI uTVR  Definite Def/Prob
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30-Day Outcomes
Safety Endpoints

(DSMB adjudicated)
Abciximab Tirofiban

P=0.40

_Major Minor, RBC Severe Any
TIMI-Bleeding Tranfusion Thrombocytopenia

Valgimigli et al, JAMA 2008 1%'_’lfltlT!S?FH’&TEE‘f’




— Does Thrombocytopenia impact
on patient outcome ?

PLT <100K PLT >1-

AN
Death/MI MACE
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PLT <100K PLT

[P>0159]

Tirofiban Abciximab

Rate of thrombocytopenia was 0.8% in tirofiban vs. |
4.0% in abciximab group, p=0.004 MULTISTRATEGY




8 Month Outcomes
MACE

(CEC adjudicated)
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8 Month Outcomes

Death/Ml

(CEC adjudicated)
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Valgimigli et al, JAMA 2008
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ARC Stent Thrombosis

(CEC adjudicated)

Abciximab Tirofiban

P=n.s.

3 By

" Definite/Probable
Possible

Definite Definite/Probable
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Similar Short and long-term
anti-ischemic effect

Meta-analysis of 7 RCT including 2,213 pts

OR=0.87
P=0.52

Death/MI
30 Days




Drug utilization and major procedural resources between groups
were similar;

Duration of HDB tirofiban infusion was longer 19.97h v. 11.44h
(p<0.0001) whereas, amount of Glycoprotein inhibitor and number of
required vials of drug was higher for Abciximab

A: 530/patient; 100,000 every 188 treated pt

Abciximab
Tirofiban

(\J'_‘ﬁt‘LTlSYHATEE‘{




Summary

Our study provides evidence that in a broad
population of largely unselected patients
undergoing angioplasty for ST-elevation
myocardial infarction:

Tirofiban enables non-inferior STR within 90’
after intervention and similar outcomes at 8
months than Abciximab

The safety profile favoured the use of tirofiban
for a lower incidence of thrombocytopenia which
has prognostic implications

- Tirofiban appeared a more cost-efficient drug
than abciximab
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