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Heparin+llb/llla, heparin alone or bivalirudin

in STEMI: Do we have the answer?

 Why we do not need llb/llla inhibitors?
* Why Is bivalirudin the preferred drug?



Why we do not need llb/llla inhibitors?

Effect of GPlIb/llla in PPCl: Drug-specific or class effect?

DEATH
Study Abciximab Small Molecules OR (fixed) Weight OR (fixed)
n/N n/N 95% CI % 95% CI

DANZI 0/50 0/50 . Not estimable

ERNST 0/30 1/29 ¢ - 7.01 0.31 [0.01, 7.96]

EVA-AMI 7/201 8/226 I S— 33.95 0.98 [0.35, 2.76]

FATA 5/341 7/351 e — 31.75 0.73 [0.23, 2.33]

MULTISTRATEGY 9/372 4/372 1T — 18.23 2.28 [0.70, 7.47]

STRATEGY 3/88 2/87 - 9.07 1.50 [0.24, 9.20]
Total (95% CI) 24/1082 22/1115 o 100.00 1.14 [0.64, 2.04]
Test for heterogeneity: Chi2 = 2.66, df = 4 (P = 0.62), 12=0%

Test for overall effect: Z = 0.44 (P = 0.66)

01 02 05 1 2 5 10
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Reinfarction
Study Abciximab Small Molecules OR (fixed) Weight OR (fixed)
n/N n/N 95% ClI % 95% CI
ERNST 0/30 0/29 Not estimable
EVA-AMI 3/201 0/226 =) 3.49 7.99 [0.41, 155.58]
FATA 1/341 2/351 ¢ . 14.82 0.51 [0.05, 5.69]
MULTISTRATEGY 5/372 10/372 —— 74.37 0.49 [0.17, 1.46]
STRATEGY 3/88 1/87 - » 7.32 3.04 [0.31, 29.76]
Total (95% CI) 12/1032 13/1065 e — 100.00 0.94 [0.44, 2.04]
Test for heterogeneity: Chi2 = 4.62, df =3 (P = 0.20), 12 = 35.0%
Test for overall effect: Z = 0.15 (P = 0.88)
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Favors Abciximab

De Luca et et al. JACC 2009

Favors Small Molecules



Why we do not need llb/llla inhibitors?

Effect of GPlIb/llla in PPCl: Drug-specific or class effect?

Major Bleeding Complications

Study Abciximab Small Molecules OR (fixed) Weight OR (fixed)
n/N n/N 95% ClI % 95% ClI

DANZI 0/50 0/50 Not estimable
ERNST 0/30 2/29 —= 11.68 0.18 [0.01, 3.92]
EVA-AMI 0/201 4/226 4= 19.75 0.12 [0.01, 2.29]
FATA 6/341 5/351 e b c— 22.62 1.24 [0.37, 4.10]
MULTISTRATEGY 6/372 9/372 — 41.37 0.66 [0.23, 1.88]
STRATEGY 2/88 1/87 = »  4.59 2.00 [0.18, 22.47]
Total (95% Cl) 14/1082 21/1115 el 100.00 0.69 [0.36, 1.34]
Test for heterogeneity: Chiz=3.73, df =4 (P = 0.44), 2= 0%
Test for overall effect: Z=1.09 (P = 0.27)
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Favors Abciximab Favors Small Molecules

De Luca et et al. JACC 2009

No significant differences in efficacy and safety are seen
among different lIb/Illa inhibitors during PCI for Ml



Why we do not need llIb/llla inhibitors?

Upstream vs. Downstream Abciximab: FINESSE Trial

Acute ST Elevation Ml (or New LBBB) within 6h pain onset

Randomize 1:1:7
N=2407

Double Blind
Double Dummy

Placebo Placebo Reteplase (SU+5U)*
Placebo Abciximab Abciximab

Transfer To Cath Lab

ASA, unfractionated heparin 40U/kg (max 3000U)
or enoxaparin (0.5 mg/kg IV + 0.3 mg/kg SC) — substudy only

Primary PCIl with Abciximab Infusion (12 h}

Follow up through 90 days and 1 year

Ellis et al, NEJM 2008




Why we do not need llb/llla inhibitors?

Upstream vs. Downstream Abciximab: FINESSE Trial

All cause death or recurrent MlI
164

=== Primary PCI
—— Abciximab-facilitated PCI
—— Combination-facilitated PCI

144

12+

Patients with Primary Composite
End Point (%)

0 30

Days

60

There is no reason for upstream use of

lIb/Illa inhibitors

Ellis et al, NEJM 2008



Why we do not need llb/llla inhibitors?
BRAVE 3

800 patients with STEMI
Clopidogrel 600 mg oral

Double-blind
Abciximab Placebo
n=401 n=399
Bolus: 0.25 mg/kg Unfractionated Heparin
Infusion: 0.125 pg/kg/min/12h Placebo infusion for 12h

Aspirin 200mg/day indefinitely
Clopidogrel 2 x 75mg/day for 3 days
Clopidogrel 75mg/day for at least 4 weeks

BRAVE 3, Circ 2009



Why we do not need llb/llla inhibitors?
BRAVE 3
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SPECT study
(5-7 days after
randomization)

Primary endpoint:

Final infarct size
(% of the left ventricle)

Myocardial perfusion %
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Days after randomization

BRAVE 3, Circ 2009 ?



Death, recurrent Ml, IRA-Revasc. and stroke (%)

Why we do not need llb/llla inhibitors?

BRAVE 3
50 1-Year MACCE
Abciximab
40 - Placebo
307 RR 0.89 (95% CI, 0.68-1.19), p=.46
25.7%

20 23.0%
10 -
0 _

[ [ [ [ | [ | | [

0 2 6 8 10 12

Schulz et al, CRC 2010

Months after randomization
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Is intracoronary administration the solution?

AIDA STEMI Trial

2,065 STEMI Patients

A
o N

i.c. Abciximab i.v. Abciximab

1° EP: 90-day death, reinfarction, new congestive heart failure
8 _

1° EP
% —
6 _
4 _
2 - _
P=0.58
O 1 [ |
ic Abciximab iv Abciximab

AIDA-STEMI, Lancet 2012 .



Is local intracoronary administration the solution?

INFUSE-AMI trial

452 Randomized

118 Randomized to receive 111 Randomized to receive 111 Randomized to receive no 112 Randomized to receive no
aspiration + |C abciximab aspiration + no IC abeiximab aspiration + IC abciximab aspiration + no IC abciximab
100 - . Local I.C.
91.3 915
%

80

60

40

20

Infarct size TIMI Il flow Complete ST-Res  30d MACE 30d Death

INFUSE-AMI, JAMA 2012 12



Need for llb/llla inhibitors?

Recent evidence is not in support of the routine use
of IIb/llla inhibitors during PCl in STEMI patients

13



Why bivalirudin is the preferred drug?

HTT ' H> S \

irudin in NS

3,798 Pts
(ACUITY->2,081 pts + ISAR-REACT 4->1,717 pts)

CRAL
Civil

> WP | T
Divdl i

1,870 pts 1,928 pts
lIb/Illa inhibitors Bivalirudin
(abciximab, eptifibatide, tirofiban)
heparins
UFH or LMWH

30-day results
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Why bivalirudin is the preferred drug?

NDicsmltcnesalicn e AICTICRAAL
DivValiruain in NSI1EiIVil
Death, myocardial infarction or
urgent target vessel revascularization (%)
201 P=0.694 Abciximab plus heparin
Bivalirudin
16+
HR 1.04 [0.85-1.27]
10- =
5_
0_

0 5 10 15 20 25 30
Days after randomization

15



Why bivalirudin is the preferred drug?

NDicsmltcnesalicn e AICTICRAAL
DIVAIITUUII 111 INO T CIVI
Major bleeding (%)
20 P<0.001 Heparin plus GPI
Bivalirudin
15
HR 0.54 [0.40-0.72]
10
5
0

0 5 10 15 20 25 30

Days after randomization



Why bivalirudin is the preferred drug?
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Randomized

30 day FU*

ITT population

HORIZONS AMI, NEJM 2008



Why bivalirudin is the preferred drug?
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Stone & Mehran, NEJM 2008 18
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Does radial access obviate the need for bivalirudin
during primary PCI?
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p=0.0003
134

9.8

p=0.19
55 5.7

20 2.0

B Transradial+bivalirudin

B Transradial+GPlIbllla
Transfemoral+bivalirudin M Transfemoral+GPIIbllla

p=<0.0001
9.7

p=0.12
4.0

1.0 1.0

Met adverse
clinical events

Major adverse
cardiovascular events

0.42[0.22, 0.82]
0.75 [ 0.60, 0.93]

Généreux, Mehran et al, Eurointervention 2011

| Major bleed (not related
to bypass graft surgery)

Death or
reinfaction

0.51[0.23, 1.16]
0.59[0.44, 0.78]
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Why bivalirudin is the preferred drug?
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Mehran & Stone, Lancet 2010 Stone & Mehran, Lancet 2011
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Bivalirudin, the preferred antithrombotic drug
in primary PCI
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