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Reduction of Thrombus:
Upstream Systemic PLUS

Local GPI Infusion




Pros and Cons of Local GPI Delivery

" Pros = Cons
— Higher local = Arrhythmia
concentration = Systemic effect

— More effective = |nvasive and delayed
thrombus dissolution therapy

— Improved
microvascular
circulation

Clinical outcome!
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|CE (Intracoronary Eptifibatide) Trial

Single-center prospective randomized trial of 43 patients with
ACS

No STEMI patients treated with primary PCI
No target lesion in an occluded vessel

Intracoronary bolus of 180 ug/kg for 2 minutes via the guiding

catheter, repeated 10 minutes later with a second bolus vs.
Intravenous arm with two boluses of 180 ug/kg IV 10 minutes

apart

Both groups received continuous IV infusion at 2 ug/kg/min at
the onset of the first bolus and both boluses prior to PCI.

Circulation 2010:121:784-791




Results of
No angiographic, electrophysiological, or other adverse
findings attributable to the intracoronary
administration of eptifibatide.

The systemic inhibition of platelet aggregation was

similar in both groups.

The local platelet GP I1b/l1la receptor occupancy in
the coronary sinus was significantly higher in the
Intracoronary group for both boluses (after first bolus,
944+99% vs 51+15%; after second bolus, 99+29% vs
91+4%, p=0.001).

Circulation 2010;121:784-791




Improved post-PCIl cTFC with IC Integrilin

Pre-PCE Um1T35; Zm0.18 p= 0849 Post-PCL: U= 87.5; 22271 p= 0.007
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Anterior STEMI (proximal or mid LAD occlusion)

Angiomax as the anticoagulant

IC Abciximab via ClearWay RX Catheter or No
Abciximab

With or without aspiration thrombectomy

JAMA 2012:307 online
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Modest Reduction In Infarct Size and Mass
by IC RX

Table 3. Thirty-Day Cardiac Magnetic Resonarce Imaging Results for the Pooled Randomized Groups
Inracoronary Na Intracoronary Aspiration No Afmrahc:n
Abciximab® Abciximab® P mrnmbectmny Thrr::mt:%utcmg,r P
(n=188) (n=184) Velue (n = 186) (n =186 Value
Infarct size, median I0R], 15.1[68-22.7] 17.9[10.3-254 03 17.0[9.0-224] 17.3[7.1-25.5] 51
% of fofal LV mass® n=181) n=172) n=174) =179
Tokal LV myocardial mass, 1286 [1066-1524]  13C4[108.8-1559] 55 128.3[108.8-1488)  132.0[107 6-156.1]
median [IC0R], g In=181) n=172 n=174) =179
Infarct mass, median 6.7 [7.4-31.3] 24.0[12.1-342] 03 20.3[0.7-31.7] 21.00.1-34.1]
IR, g n=184) n=175) n=178 n=181
Total abnormal wall maotion 70[2.0-10.0] 8.0 [3.0-100] 18 7.5 20100 7520100
score, medan [IOR] n=184) n=184] n =186 fn =186
257 48.942.3-567] 2 /9,6 [43.3-5€.8 49.5 [41.8-57.6]
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Infarct Size (%LV)
JAMA 2012:307 online




Table 4. Clinical Efficacy and Safety End Points at 30 Days for the Pooled Randomized Groups
No. of Events (4o)®

Ilntr:acﬂmnarny Mo Intracoronary Aspiration Mo Aspiration
Abciximab Abciximab? P Thrombectomy © Thrombectomy®
(n=2249) in = 223) Value (n = 229) (n=223)

Efficacy End Points
MACCE 11i4.8) 7 13.2) a6
MACE 16(7.0) 15 (6.8) a1
Cheath 835 52.3) A2
Reinfarction 1 (0.5) 2109 Rali
Mew-onsat severe heart failure Fi(3.1) 10 (4.5)
Rehospitalization for heart failure 0 2009
Stroke 1 (0.4) 0
Clinically driven TVR 2009 3014
Stent thrombosis, definite o probable 2109 2009
Acuta, =24 h 0 0
Subacute, 1-30d 2109 2009
Bleeding End Points
HORIEZOMS-AMI major bleeding 11(4.9) 8 (3.6)
Tkl maior or minor bleeding H(2.2) 4101.8)
TIBAI miajor 5(2.2) 1 {0.5)
TIKAL P 0 a4
GUSTO blceding, any 16(B.75) 12 (5.5
GLISTO severa 10(4.4) aid.1)
GUSTO moderate 301.3) 0
GUSTO mid 2(0.9) 3(1.4)
Any blood product transfusion 4(1.8) 1 (0.5
Trhrombocytopenia, in-hospitald 2196 (1.0) 20780 .1)
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Significant reduction in infarct size and microvascular obstruction

Circulation 2008:118:49-57




AIDA STEMI: N=2065

— Intracoromary aboiximab
— Intravemowrs aboximab
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Intracoronary  Intravenous Weight Risk ratic
M-H, random, 95% Cl

AIDA STEME 123(07%-1.92)
CRYSTAL AMIE 0-31 (0-01-7.20)
Iwersen'™ 020 (0-04-0-93)
CICERO® : 0-69 (0-22-2.16)
Dominguez-Rodriguez’™ 25 25 - Mot estimable
Thiela’ i 1.00 (0-26-3-86)
Bellandi® 22 232 1.05 (007157 0)
Total (95% CI) 54 1540 1513 0-86 (0-51-1-46)
Heterogeneity: T'=0-08; y*=6.05; df=5 (p=0-30); P<17%

Test for overall effect: Z=0.56 (p=0-5&)
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Intracoronary  Intravenous Risk ratic
M-H, random, 95% Cl

Events M Everts N

AIDI STEMI 17 17 032 1.00 {0-51-1-94)
lwersen'® L 170 057 (0-18-1.72)
CICERQSE 263 073 (016-3-22)
Dominguez-Rodriguez' 25 25 .- Mot estimable
Thiele’ 77 77 0-20 (0-01-4-10)
Total (95% CI) 25 1493 31 1467 0-81 (0-48-1-36)
Heterogeneity: T'=0-00; y°=1-60, df=3 (p=0-66); ’'=0%

Test for overall effect: Z=0-81 (p=0-43)
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Pre-AIDA STEMI vs AIDA STEMI

Smaller sample size

Older patients

No preloading with thienopyridines
No thrombectomy

L_onger ischemic time




Potential Mechanism of

No Sustained Benefit

“At late sampling after 30 minutes, no significant
differences were found between (iv vs. ic abciximab)
groups for both platelet reactivity and GP Ilb/llla

receptor occupancy.”
24)

(Clin Res Cardiol 2012;101:117-

“Platelet glycoprotein 11b/l11a receptor occupancy was
significantly greater with ic vs iv administration (of

Integrilin): first bolus

, 941+9% vs 511+15%, p<0.001;

and second bolus, 994

=206 vs 914+4%, p=0.001.”

(Circulation 2010;121:784-791)




Pre-PCI TIMI Grade 3 and Grade 2 or 3 Flow Pre-PCI Normal TIMI Myocardial Perfusion
Primary Anafysis: Modified Intentdo-treat Frimary Analysia” Maocihed Intent-to- Treat
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(4 % wll PR

[ he present updated meta-analysis showed that

IC administration of abciximab Is associated with

significant benefits in myocardial perfusion,
not in clinical outcome at short-term follow-u
compared to 1V abciximab administration, wit

put
0 aS

Nout

any excess of major bleedings in STEMI patients

undergoing primary PCI.

|C abciximab administration cannot be
routinely recommended, but may be
considered in high-risk patients.”

Atherosclerosis 2012;Mar 7




IC GP IIb/ll1a Inhibitor Therapy

Safety

Acute efficacy

Long-term benefit

Routine
Recommendation

Select, high-risk patients

Type of agent




Upstream intravenous GPI therapy with ACS Dx

If (+) high-risk angiographic features with thrombus,
Intracoronary GPI therapy without manipulating the
thrombus/lesion

Manual aspiration with a low-profile catheter

Angioplasty of the lesion with a dual angioplasty/local infusion
catheter, followed by minimally traumatic stent implantation

Combination pharmacologic/mechanical therapy to achieve
normal myocardial perfusion prior to conclusion of the
procedure




