LEADERSHIP IN LIVE
'EASE DEMOMSTRATION

' Intravenous antiplatelet
therapy in high-risk ACS
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Case Summary

80 yrs old male
Anterior STEMI

LAD prox total occlusion

Cardiogenic shock

Endotracheal intubation

Time symptom onset to angiography about 130-140 minutes




Intravenous antiplatelet agents in primary
PCIl Myth or must?

Morphine bolus
administration
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Alexopolous D, Bhatt DL, Hamm CW, Steg PG, Stone GW. Am Heart J
2015;170:3-12



How to deal in clinical practice?

GPI’s Cangrelo

Prasugrel - Ticagrelor —
(Clopidogrel)
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Impact of GPIl in contemporary PCI
The National Cardiofapc i, Sta Registry CathPCl

Reqistry

TABLE 2 Unadjusted and Risk-Adjusted In-Hospital Out comes

GPA Mo GPI
(Ourt Coamn e {n =326 283) {n = 644 581) Uiy el jues teed OR 95% p Value Adpusted OR 95% Ol p Value
Maortality T.8T7 (2.4) 82886 (1.4) .76 1.70-1.81 <0001 0.83 0.79-0.88 = 0,001
Major bleeding within 72 h 12,069 (3.7 9,457 (15) 258 251-265 <0.00M 156 151-1.61 = 0001

Values aren (36 unkess otherwise indcated

Ol = confidence imerval; GP = glycoprotsin lib/llla inhbitor; OR — odds ratio. FIGURE 1 Subgroup Analysis: In-Hospital Mortality
OR(95%Cl) p-Value
Presentation H <0001
—t3 STEMI —— 0.67 (0.64-0.71)
MSTEMI or Unstable Angina —— 1.16 (1.08-1.24)
Bivalirudin <0.0001
- Yes P ——  1.20(1.20-1.40)
970.865 patients o ~ -
- Access 0.54
included Radia . 077 (058-1.09
. - Femoral - 0,84 (0.80-0.88)
326.283 receiving GPI Mortality sk oocs
Low ————  1.02(0.78-1.34)
(3 3 - 6 % ) Maderate e 054 (0.79-1.11)
= High - 0.82 (0.76-0.86)
I T 1
0.5 1 2
Lovwer with GPI Higher with GPI
.R.djusted Odds Ratio for MDI"'BI“T’ with GPI vs. no GPI

Safley DM, et al. JACC Cardiol Interv 2015,;8:1574-82



Anterior STEMI plus severe thrombus
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Tirofiban versus Prasugrel in STEMI
The FABULOS PRO Trial
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Flgure 3. Kinetics of Platelet Inhibition Over Time After 5 umol/1 ADP

Valgimigli M et al. JACC Intv 2012; 5: 268-77



GP lib/llla inhibitors

Inhibition of platelet
aggregation
Glycoprotein lib/ila
receptors bound
by antagonist
Agonist
—' Aggregation of platelets

Glycoprotein lib/llla
receptors are

diphosphate, thrombin, -
epinephrine, thromboxane A;,
collagen, and others

farming bridges

Resting platelet Activated platelet g7 pletelors
Glycoprotein lib/lla Glycoprotein lIiblla
receptors in receplors in
ligand-unreceptive siale ligand-receplive state

bound by fibrinogen,

Yeghiazarians Y., etal. N EnglJ Med 2000; 342



GPI’s and pre-PCI TIMI flow in STEMI

TIMI-3 flow pre-PCl 23% vs. 13.3% (p<0.001)

Study Early Late Peto OR (IPD) Wight Peto OR (IPD)
or sub-category N M 95% CI (%) 95% CI
Abcix mak
RELAx=AM)|™ 25/105 11108 — 12.48 2,55 (1,24, 5,21}
ERAM|'E 7/40 5/40 . 267 1.45 (0,31, 6.81)
REOMOSILE™ 11/48 852 — 647 1,62 (0,60, 4,39)
Rakowski ef o™ 825 330 [t im0 3,86 (1,04, 14,39
RecPro-BRIDGINGY 278 227 i 347 4,06 (1,04, 15.77)
Zorman o 8" 56 /56 —— 1s2 5,80 (1,58, 20,73)
Subtotal (95% CI) 68302 20/310 i 1252 2.69 (1,73, 419
Test for heterogensity. 3¥= 3,66, df =5 [p=061), P=0%
Test for overall effect: Z = 4,38 (p < 0,0001)
Tirafiban
Emre ot ai" 10/32 4135 ——r 487 3.15 (0,98, 10.15)
Cutlip of o™ 723 830 —_ 4.72 1.88 (0.58, 5.97)
COn=TIME 46,243 6244 -T— 2347 1.35 (0,84, 2.16)
Substotal (85% Cl 51208 487200 - 785 1,56 (1,02, 2.35)
Test for heterogensity: 3= 1,84, df = 2 [p=0,40), | = 0%
Test for overall effect: Z= 2,11 (p = 0,03)
Eptifibatiche
INTAME? 1853 5/49 —_— 748 3.85 (153, 8.70
TITAN-TIMI 3474 a1nmn 142 T 22106 1.24 (0,78, 2.29)
Subtotal (86% CI) 58/224 221191 i 2951 1,75 (1.10, 2.79)
Test for heterogeneity: 1= 374, if = 1 [p= 005}, F=T71.3%
Test for overall effect: 7 = 2.35 (p = 0,02)
Tetal (#5% CIj 180824 108810 - 100,00 1,83 (1,50, 2.48)
Tast for heterogensity: ¥ = 12.53, df = 10 (p= 0.25), I = 20.2%
Test for overall effect: Z = 5.08 [p < 0.00001)
1 T T 1

01 02 05 1 2 -] 10
Favours late Gp llb—llla inhibitors ~ Favours sarly Gp llb-lla inhibitors

De Luca G, et al. Heart 2008; 94: 1548—-1558
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68 yrs old patient, anterior STEMI, Killip




Intracoronary vs intravenous GPI

\
Achrevement of TIMI-iIl fiow )
ol oy [otfe  InlEpenours §oute sk Ratio Bk Fatio
Study o Subgeoup Ewvents Tolal  Events Total Weight M H Random, 5% C1 MM Fasndioim, 95% C1
MDA STEMI 2012 arr 990 arTo T8 268% 0995809650, 1.02TH .-
Belandi et ol 2004 3 22 20 23 S54% 11453 09603, 1.3659) =1
Barirand o al 20010 50 53 a7 52 108% 1.0438 09348, 1.9857] -
CICERD 2010 237 266 i 260 18.9% 1.0342|09687,1.1029 -—
CRYSTAL AMI 2011 M it 19 I 4FE 106N |D94TE 1.4240) -
Dominguée2-Rodrigue ¢l &l 2009 12 5 17 5 20% 17941 08538, 1.7563
Estfandi ot 3l 2018 n 36 i 3 IT% 1.3089().0050,1.T046
Iverseon el al 2010 149 185 124 170 1001% 110472 [0.9835, 1. 2397 .
Namazi ot ol 2012 19 0 18 20 53% 1.0556 08840, 1.2604) B E—
Santani #t &l 2018 %5 2 23 1 2¥% 10870 [DE1E3, 1 4436
Thiele #l al 2008 65 T (1] T 4% D9BABDBE2T 19247 -_1T
Yang ot al 2007 %8 i 20 2T 30% 1 2536 09805, 18027
Total (95% C1) 1759 1726 100.0% 1.0579[1.0113, 1.1067) -
Total everils 1547 1473
Heterogeneity Tau"= 0.00, Chi*= 1708, dfe 11 Pe011) Fe J6% l'.l=T l.'|=35 — ‘1} 1:5\
Testlor overall eflect 2= 245(F = 0.00) F avours intravenous rouli (F Iwowrs intracoronany route

Short term MACE
)/

Intracoronary route Intravenous route Risk Ratio Risk Ratio

Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

MDA STEMI 2012 65 935 T 832 N9% 0.91 [0.66, 1.26) -

Bellandi et al 2004 1 n 1 23 26% 1.0510.07,15.70)

CICERO 2010 15 m 16 263 205% 0.91 [0.48, 1.80)

CRYSTAL AMI 2011 0 5 0 13 Nol estimable

Dominguez-Rodriguez &t al 2000 0 » 0 5 Mol estmable

Esfandi et al 2016 0 k] 1 |  20% 0.3510.01,8.38)

Werseon et al 2010 14 185 33 170 232% 039022, 070) m——

Namazi et al 2012 0 20 0 20 Not estimable

Thiele et al 2008 4 (g 12 T 120% 0.3310.11,099 —_—

Yang et al 2007 2 F. ] 8 2% T8% 0.23[0.05,099) e ——

Total (95% CI) 1624 1597 100.0% 0.59 [0.37, 0.93] L

Tolal events 101 142 |

Heterogeneity Tau"= 014, Chi*= 1121, ¢= 6 (P = 0.08), = 46% k " ¢1 N 11 -
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Elbadawi a. Et al, Am J Cardiol 2017; 120:1055-1061
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Impact of tiakeEMh thrombus
composition

< 3 hours platelet rich > 6 hours fibrin rich

Cholesterol crystal
Silvain G., et al. JACC 2011,;567:1359-67



GPIllb/llla in acute myocardial
infarction

"Tle = AMNARAIMA]l Tt -l
30 Days Stent plus Stent plus
Relative Risk Abciximab Placebo
Subgroup {95% CI) (N=149] (N=151) Relative Risk
Incidence (%)
COwvorall 0.41 {0.18-0.93)" 6.1 14.6 ——
Mala sax 0.37 (0.15-0.87)* 6.0 16.3 —
Femnale sax 1.38 (0.12-16.1) 6.3 45 } -
Age =B5yr 0.30 (0.09-0.99)* B.1 20.0 —f
Age =65yr 0.55 (0.18-1.67) 6.1 1.1 ]
Mo diabetes 0.46 (0.18-1.17) 5.9 12.7 }
Diabates 0.33 (0.06-1.86) 6.9 20.8 ]
Cardiogenic shock 0.32 (0.03-3.27) 9.1 28.6 i -
Mo cardiogenic shock 0.44 (0.19-0.99)* 5.8 13.1 ——
Anterior myocardial infarction 0.37 (0.11-1.26) B7 17.9 i
Other myocardial infarction 0.44 (0.15-1.31) 5.6 12.6
Targat-vessal diameter >2.5 mm 0.43 (0.18-0.99)* 6.3 14.5 ——
Target-wessal diameter =2.5 mm 0.29 (0.02-5.28) 4.8 16.7 i -
Onsat of chest pain =<6 hr earliar 0.41 (0.17-0.97)" 5.7 14.0 —li
Onsot of chest pain =6 hr earlier 0.56 (0.07-4.42) 8.0 14.3 i -
Randomization in MICU or ER 0.12 (0.01-0.98)* 25 21.1 i
Randomization in ICCU or CL 0.67 (0.28—1.80) 83 12.4 |
[ I I 1
0 05 1.0 1.5 2.0
Stent plus  Stent plus
Abciximab Placebo
Better Better

Montalescot G., et al. N engl J Med 2001,344:1895-903
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Meta-Analysis:

Safety of HDB Tirofiban vs. Abciximab in ACS

HDB
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Valgimigli et al.Exp Op Drug Saf 2010;9:801-819
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GPI infusion duration and bleeding

complications
p = NS
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p = NS
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Bleedin Bleedin Transfusi
on

Fung AY, et al. JACC 2009,;53:837-45 g g



Increased bleeding risk and GPI
overdosing

25 -
1 No GP lib/llla
Z GP lib/llla (Appropriate) P<0.0001
20 1 mGp lIb/llla (Excess) |
= P<0.0001
S 15 - I
a P<0.0001
= 1
S Z
‘T 10 - 7
=
2 [
5 -
0

Men Women

Alexander et al. Circulation 2006; 114:1380



GPI’s are still the best solution

YES o | &

In STEMI at high ischemic risk
and/or
hiagh thrombotic burden

In all primary PCI for bailout use in
case of procedural complications






