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Un probleme complexe pour le cardio interventionnel
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Ily 10 ans !
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Le revers de la méedaille!

Transfusion and 30-Day Mortality

24,112 patients from GUSTO lIb, PURSUIT, and PARAGON B

Transfusion

No Transfusion

Log Rank p<0.001
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Rao, S. V. et al. JAMA 2004:292:1555-1562.




Depuis !!

m Major Recent Clinical Trials of Antiplatelet and Anticoagulants in NSTE-ACS

Trial

Agent

Primary Results

Note

NSTE-ACS
ISAR-REACT 2
Kastratl et al. (7)
iaraa 2006
EVEREST
Bolognese etal. (13)

JAm Coll Cardiol 2006

EARLY-ACS
Glugdlano et al. (14}
N Engl J Med 2009

ACUITY
Stone etal. (9)
N Engl J Med 2006

CURE

Yusur et al. (22)

N Engd J Med 2001
SYNERGY

Ferguson =t al. (S3)

dama 2004
QASISS

Yusur et al. (85)

N Engd J Med 2006

STEMI

FINESSE

Ellis et al. (1)

N Engd J Med 2008

On-TIME 2
Van't Hof etal (17)
Lancst 2008

HORIZONS-AMI
Stone etal. (75)
N Engd J Med 2008
CLARITY-TIMI 28
Sabatine et al. (24)
N Engd J Med 2005
comMmMIT/CCS2
Chen et o.(25)
Lancst 2005
EXTRACT-TIMI 25
Antman et o (68)
N Engd J Med 2006

oAsISS
Yusur et al. (S6)
N Engd J Med 2006

G P1: abciximab vs. placsbo

GP1: upfront Uroflban vs.
downstream GPI

GP1: routine early vs.
aslayed provisional
spunibaticos

DTI: tiwalirudin ws.
Divalirudin and GP1 vs.
heparin and GPI

Thienopyridine: clopldogrel
ws. placebo

LMTWH: enoxa parin ws. UFH

LATWH: Tondaparinux vs.
encsapann

G P1: = Nornnolytc
Anciximab = half dose of
reteplase vs. placsbo

GPI: high-dose trofiban ws.
placebo beTore PCI

DTi: tivwalirudin ¥s. UFH
and GPI

Thisnopyridne: clopldogrel
ws. placebo In patients
pianned Tor Nteinohtic

Thienopyridne: clopldogrel
ws. placsbo

LMWH: enoxaparin vs. UFH
In patients planned for
Tibrinciytc

LMWH: Tondaparinux vs.
UFH or placebo

Across the spectrum of ACS (NSTE-ACS and STEMI)

TRITON-TIMI 23S
Waviott et al. (43)
N Engd J Med 2007

Thienopyricine: prasugrel
ws. clopidogrel

2,022

o492

10,027

20,07

2,425

as4a

3.602

2.491

45,852

20.506

12,092

13 608

RRR Oof PE 25%. at 30 days,. p = 003
with sustained Densfit at 1 wr
p= 0.012

TMPG O/1 p=rTusion less requent
with upstream tirofniban ws. high-
dose tironlban or abclkximab before
PCI (28.19% vs. S5.7%. ¥s. 719%,
p = 0.0009)

No difference In PE (9.3%: vs. 10.02.,
P = 0.23) between =arly routine
and delayed provisional groups

Blvalirudin alone noninfericr Tor
composite Ischemic EP (7.8% ws.
T.2%, p = 0.22) reduced major
Dleedng (2.0% ws. 5.7%,

P = 0.001) and net clinical
outcome (10.19% vs. 1179,
P = 0.0

Reducsed composite end point with
clopldogrel (9.3% ws. 11.49%,

P = 0.001)

No significant difference In PE with
enoxaparin (149% vs. 14.5%,

P = 0.40)

Fondapannux noninferior In PE (S5.8%:
¥s. 5.7% p = 0.007 noninferonty)

No difference In PE with cambination
(GPI1 and Nornolytic) or GP1 vs.
placebo (95% vs. 10.5%. vs.
10.79%.. p = 0.55)

Significantly lower extent of mean
ST-segment deviation afer PCI
with tirofiban (2.6 mm vs.
4smm,p = 0003)

Primary camposite of Ischemia and
bleeding reduced with tivalirudin
(9.29% ws.12.1%, p = 0.005)

Significant reduction In PE with
clopldogrel vs. placebo (15% vs.
21.79%.. p = 0.001)

Significant reduction In PE with
clopldogrel vs. placebo (9.29 vs.
10.19., p = 0.002)

Significant reduction In PE with
enoxa parin ¥s. UFH (9.99. vs.
12.00., p = 0.001)

PE reducad with Tondaparinux In total
trial population (9.7%6 ws. 11 29,
p = 0.008)

Signincant reduction In PE with
el ws. clopldogs el (9.99: ws.
12 19, p = 0.001)

Benefit In patients with slevated cTn at 30 days
and In all patients at 1 yr. Patients pre-
treated with 600 mg of dopldogrel.

Upstream troflban also assoclated with less
Trequent post-procedural cTnl elevation and
lower cTnl levels arter PCI

Trend toward fewer deathy' Ml at 20 days
(11.29 ws. 12 3%, p = 0.08) but more
bleeding and transtusion with early routine
eptinbatide.

ACUITY Timing orial (10) showed more
composite Ischemic events with deferred GPI
(7.99. vs. 719%, p = 0132 superiority), which
did not satisTy noninferiority

Significanty more major blesding with
dopldgogrel compared to placebo (3.7% ¥s.
2.7%. RR: 1.38, p = 0.001)

Significant Increase In TIMI major bieeding with
enoxaparin (9.19. ¥s. 7.6%, p = 0.008)

Reduced major Dleeding with Tondaparinux
(2.29. ¥s. 41%, p = 0.001)

Non ICH TRl major bleedng through dischargs
greater with comblination (GPI and
TIECINOIYUC) (14.5% vs. 10.1% ¥vs. 5.99.,

p = 00OS5)
on = 1 of pldogrel 600 mg

Reduction In bieeding with bivalirudin (3.99. ¥s.
8.29%), but Increase In stent tvrombosis
(1.39. vs. 0.2%) both p < 0.001

Stmilar rates of mqor DI&dlng and Intracranial
hemomrhage between the 2 groups

No significant Increase bleeding (fatal,
transtusad, ICH) with clopidogyel

Enoxaparin group was treated throughout the
hospitalization. UFH group was treated for
4S8 h. Increased major bleeding was
observed with enoxaparin (2.19. vs. 1.4%,

p = 00O01)

Reduction In PE s=en In Stratum | (no Indication
Tor UFH, randomized to fondapannux o
plac=bo). but not In Sratum Il Increased
rate of cathster thrombosis In PCI group
(N = 0 ws. 22, p < 0001}

More major bleeding with prasugrel (2.4% ¥s.
18%, p = 0.03)




Les guidelines ACC - AHA/ESC

Medioal Management

ACC/AHA (1-3) ESC (4-8)

Clyez IIb (abeiximab with halfdose lytic) Clazz I
Patients age <75 yrs
Chyes | (if subzequent recument Clazs Il (high k)
symptoms,ischernia, heart falure, or
serious artyythria cccur
angiographry shoulkd be performed
with upatream adminitration of
either dopidogrel or GPI)
Clyes lla (if recumrent ischamic
dizcomfort with clopidogrel, it iz
reazonable to add a GP IIb/llla
antagonist bafore angiography)
Chyzs [Ib (may be recsonable to add GPI
to oral antiplatelet and anticoagulant
therapy)

Early Invasive/PCI
ACC/AHA (1-3) ESC (45)
STEMI 26) Choes la (oberimab) Ches | (without stenting)
Choes b {trofibor, eptfibotide] Choes ly (with stenting
UAMNSTEMI(,35)  Chos | {either GPY or clopidogre Choes | (high rick)

in additin to a<pirin should
be iniiated before
anghogropk)

Ol [l (reascniable to nitinte
antiplatelettharopy ith both
G and dlogidogrel
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De nouvelles données




SCAnon ST+ ~wmeiweicena TNSIRGNOR

EARLY ACS Study Design

2 of 3 high-risk criteria: : :
1_‘3\96 ;geor';ea‘;g ena High-risk NSTE ACS

2.+ CKMB or TnT/I -
3. ST |l ortransient ST T n = 10,500 (9500)
(Or age 50-59, h/o CVD

and + CKMB or TnT/l)

Early, routine Placebo / provisional
eptifibatide (180/2/180) eptifibatide pre-PCI

Randomize within 12 hours of presentation
Invasive strategy: 12 to 96 hours after randomization
1° Endpoint: 96-hr Death/MI/Urgent Revasc/Thrombotic bailout
2° Endpoint: 30-d Death/MI

Fade in safety endpoints at 120 hours (bleeding (GUSTO and
TIMI scales), transfusions, stroke, non-hemorrhagic SAEs

Gugiaro =t al. {14)
H Engl J Med 205




SCA non ST+ ey e EARLY ACS

96-Hour Primary Efficacy Results Kaplan-Meier Curves for Primary Endpoint

Routine Early ~ Delayed
Eptifibatide Provisional

(n=4722)  Eptifibatide ~ OR
(n=4684)  (95% Cl)

Death, MI, RIUR, TBO  9.3% 100% 092 023
(0.80-1.06)

Delayed provisional
eptifibatide

Death 0.8% 09% 0% 087
(0.62-1.50)

P=023

(stratified for intended early
clopidogrel use)

Death or M| 7.5% 83% 089 013
(0.77-1.04)

Death, MI,RUR ~ 84% 94% 08 011 e

(0.77-1.03 ) 8 16 24 32 40 48 56 64 72 80 8 9%
Time Since Randomization (Hours

Routine early
eptifibatide

S
o)
@
I_
0
%
>
%
S
£
()
0
0

Gugiaro =t al. {14)
H Engl J Med 205




SCAnon ST+ “asmeaiaion  (SGRENGS

30-Day Secondary Efficacy Results M Kapian-Meier Curves for 30-day Death or M

Routine Early  Delayed 15
Eptifibatide  Provisional

- P Delayed provisional
(n=4722)  Eptifibatide OR iy
n=684)  (95%C) eptifibatide

Death or Mi 11.2%

Mo difference in PE (3% ve, 10.0%  Trend toward fewer death, M at 30 days
p = 0.23) between early routin (1L2% s 123%, p = 0.08) butmare 18
anil delayed provisional groups bleeding and transfusion with early routing clopidogrel use)

2.8% eptifibatide.

(0.86-1.41) ’
1

early P=0.079

(stratified for intended early

Death, MI,RIUR 12.5%  138% 089  0.065 002 4 6 8 101214 16 18 20 22 24 26 28 30
0.79-1.01 Time Since Randomization (Days

Gugiaro =t al. {14)
H Engl J Med 205




SCA non ST+ GPl: abcikimab vs. placeba |SAR REACT 2

Intracoronary Stenting and
Antithrombotic Regimen—Rapid Early Action for
Coronary
Treatment (ISAR-REACT)-2

2,022 patients within 43 h high-risk UA/NSTEMI
ASA + clopidogre] + abcbdmab vs ASA + clopidogrel

600 mg LD clopidogre! 2 2 h before PCl —- abciximab or placebo
1 Death, MI, or urgent TVR by 30 d with abcbdmab
1 HcTnT +; no diff if cTnT -~

No diff major/minor bleeding

Recommend: GP lIb/llla + clopidogrel if inv strategy used and high
risk.

Kanboadl A, o ol JANA 2000285 15210,
LD = igading doss: LOC = lewsl of evidance.

Kastrati =t al. i
JAMA 2008




SCA non ST+ GPl: abciimab vs, placebs |SAR REACT 2

ISAR-REACT ISAR-REACT 2
Low:-risk Patients - 30 Days, ighes-risk Patients = 30 Days

o p=0.06
Placebo p=_. 11.5% Placebo
1 Abciximab ¥ Abciximab
Benefit in patients with elevated cTn at 30 days

and in all patients at 1 yr. Patients pre- p=0.64
treated with 600 mg of copidogrel.

12 109
09Y% eli
03% 03% I s .; B

Death Death/MI Urg Revac Urg Revac

Kastrati =t al. i
JAMA 2008




SCA non ST+: n= 13800 ’+/_ hlgh OT: bivalirudin v=.

isk , 72h, | lat rvalinadin an VI
EI;SP| coro ss gpes early vs late :tplﬂnd d 5P ACUITY

ACUITY: Ischemic Composite Endpoint Primary Endpoint Measures

(Death, MI, unplanned revascularization for ischemia) [ Patients with 1 PCI Thrombotic Lesion at Baseline (n=712)

FH/Enoxaparin + GPI vs. Bivalirudin + GPI vs. Bivalirudin Alone
Heparin+lib/llla (N=222) @ Bivalirudin+lIb/llla (N=241) @ Bivalirudin alone (N=249)

2% , i ) _ b0 37— lpen 5 Hp:o_m . 0003
- However, major bleeding was reduced with deferred GPI

UFH/Enoxaparin + llb/llla - s '\4(—)&0 VS, 61“0. P < (_)“(_)1 fl)r l’l(ll]'lllft‘r'll)r'lt_\', P = ”(_)“Q
Bivalirudin + llb/llla s PR e . .
siaingnaoe . Superionity), whereas the rates of ischemic and bleeding

events unct\hmul outcome) were 1dentical (11.7%). Nota- 13.3%

L 1M.0%
ey g
T Bivalirudin+GPI vs. Hep+GPI 8.3% 0
HR [95% CI] = 1.05 (0.94-1.16) 12h
‘ Bivalirudin alone vs. Hep+GPI
HR [95% CI] = 1.05 (0.95-1.17)
0 30 60 90 120 150 180 210 240 270 300 330 360 390

Days from Randomization Net clinical outcome  Composite ischemia  Major bleeding (non-
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Stone et . (9)
N Engl ) Med 2006




SCAnon ST+

“ISAR-REACT-2 Like” Patients (N=1,358)

Troponin+ PCI pts, Thienopyridine use prior to PCl,
GPI started after angiography but before PCI

B UFH/Enoxaparin + GPI (N = 383) @ Bivalirudin Alone (N = 975)

RR [95%Cl] RR [95%CI] RR [95%Cl]
0.84 [0.62-0.1.13] 1.00 [0.67-1.49] 0.53 [0.34-0.83]

14.1%
11.8%

8.1% 8.1%

]
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Net clinical outcomes Ischemic composite Major bleeding




SCAnon ST+ études %PCI

ACUITY 55%
EARLY ACS 60%
TIMACS 55- 60%
ICTUS 60%




2- SCAST+H+

Primary PCl 30 Day Death, Mi or Urgent TVR

1 48% 1 52% 1 52% | 30% 1 57%
20 - p=0.03 p =004 p=0.01 p=0.02 p =0.02

14.6
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RAPPORT ISAR-2 ADMIRAL CADILLAC*
n =483 n =401 n =300 n = 2082

Circ 1998; JACC 2000; NEJM 2001; adapted from
98:734-41. 35:915-21. 41:1895-03. NEJM 2002;
Kong, 04/10,

Placebo m Abciximab 346:957-R) Duke Clinical Rescarch Insiitc

ACE™*
n =400




Les guidelines
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ChinicalTrnials.gov Identifier- NCT00133250

Abciximab in Patients with AMI
Undergoing Primary PCI After

Clopidogrel Pretreatment

BRAVE-3 Tnal

Bavarian Reperfusion AlteratiVes Evaluation-3 Trial

J. Mehilli, A. Kastrati, K. Huber, S. Schulz, J. Pache,
C.Markwardt, S. Kufner, F. Dotzer, K. Schiotterbeck,
J. Dirschinger, A. Schomig




TR Inclusion Criteria
|||' Lk'

» Patients with acute ST-elevation myocardial infarction
presenting within 24 hours from the onset of symptoms
* chest pain lasting more than 20 min
*20.1 mV of ST-segment elevation in 22 limb leads or
20).2 mV in 22 contiquous precordial leads or
new left bundle branch block on surface ECG

» Written, informed consent

Study Therapy
2)(randomized, double-blind)

Clopidogrel 600 mg oral
Aspirin 500 mg i.v. or oral
Unfractionated Heparin 5000 IU

Abciximab Placebo
n=401 =399
Bolus: 0.25 mg/kg Additional UFH bolus of 70U/kg
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




Clinical Adverse Events
- 30 days -

Primary Endpoint como SUPDE) Mortlty

Final infarct ize Fin

Mean Median

In patients with acute STEMI undergoing
primary PCI after pre-treatment with a 600mg
loading dose of clopidogrel, the additional use

of abciximab is not associated with further

P=41

reduction in infarct size 3 1 y

15
L i

TIMI major TIMI minor <20,000/ul
Bleeding Thrombocytopenia

Abciximab Placebo Abciximab  Placebo Days aferandomizaton

| Avcivimab W Placebo




S Pl high—-dose trofiban vs.
Elacebas Eefore FPCI

Cumulatrve ST- Deviation over Time

SR g W T W

diagnosed in ambulance or referral center 591
mmw lP‘»:':et) ITer'tlh

Van't Hof =t al.
Lancet 2008




Clinical Secondary Endpoints: 30 days Safety Endpomnt; Bleeding

- Placebo | Tirofiba value
oy B R
ey 4.00% 0.363

Significantly lowsr extent of mean
ST-segment deviation after PCI

with tirofiban ( 3.6 mim vs.
4.8 mim, p = 0003

Urgant IR
pstimRistors [CAELS) Minor
Throb, Bl ot .

Non- CABG 2T%

Pas de variation TIMI, Blush,clinical endpoints
saignements

Recurrent MI

Van't Hof =t al.
Lancst 2018




GPLE = fibrinolytic

Abcixitmab = half dose of
SCA ST+ reteplase vs. placebo

FINESSE: Study Design

Acute ST Elevation M| {or New LBBB) within 6h pain onset
Presenting at Hub or Spoke with estimated time to Cath between 1 and 4 hours

Double Blind — :
) >
Double Dummy - Lol

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

Transfer To Cath Lab
ASA, unfractionated heparin 40Uf/kg {max 3000U)
or enoxaparin {0.5 mg/kg IV + 0.3 mg/kg SC) — substudy only

Primary PCl with Abciximab Infusion {12 h)
Follow up through 90 days and 1 year

Ellis et al. (16)
N Engl J Mad 2008




Sbocixitmab = half dose= of

SCAST+ e ———

rteplase vs. placebo

FINESSE Results: Primary and Secondary Endpoints

Endpoint Primary Abciximab Combination Combination Combination
PCI{%) -facilitated (abciximabl -facilitated -facilitated
(%) refeplase)- vsprimary vs
facilitated  PCI(P) abeiximab-
(%) facilitated (P)
Primaryend  10.7 : 98 NS NS
point *
All-cause 45 ! 5.2 NS NS
mortality
Complications 8.9 I 74 NS NS
of MI

CHF requiring 2.2 ! 19 NS NS
hospitall ED

visit

Death 45 55 5.2 NS NS

* Al cause mortality; rehospitalization or ED treatment for CHF; resuscitated ventricular
fibrillation occurring > 43 hours after randomization; cardiogenic shock

ED=emergency depariment )
Elis S. European Society of Cardiology Congress 2007; September 3, 2007; Vienna, Austria

FINESSE Results: Safety (Bleeding) Endpoints

Endpoint  Primary Abciximab- Combination Combination- Combination-
PCI(%) facilitated (abciximab/ facilitated vs facilitated vs

(%) reteplase)-  primary PCI  abeiximab-
facilitated (%) (P) facilitated (P)

TIMI major 2.6

6.9
or minor
bleeding

Ells S. European Society of Cardiology Congress 2007; Seplember 3, 2007: Vienna, Austria

Ellis et al. (16)
N Engl J Mad 2008




GPLEE = fibrinoly tic
I SASAbcixitmab &= half dose of

rteplase vs. placebo

FINESSE TRIAL RESULTS e e

-
=

Primary vs Reteplase/Abciximat-Faciitaled PCI: p = 0,603
Primary vs Abciximab-Facitated PCI. p = 0.765

No significant improvement in primary endpoints between the
2 faciiitated PCl groups and the group with PCl and abciximab
in cath lab.

Increase in major and minor bieeding in Tacilitated PCI
groups.

Similar post-PCl TIMI 3 flow and ST resolution at 180-240
min in the 3 groups.

Conclusion : Primary PCI with in lab abciximab provides better

benefit/risk profile than the 2 fadilitated strategies in patients Afer P
with STEMI undergoing PCl within 4 hrs of first medical contact. :
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A7) @ Abciimab Redephse (n = 246)

Months Figure 3,

FINESSE: 8T-segment resolution before and afer PL

Ellis et al. (16)
N Engl J Mad 2008




FINESSE vs ON —TIME- 2

A B Abeinimab facilitated PCEnekI8)
350y . -
W 8 Primury PO (neB) B 10 Tiroflbn facllitoed PC1 (1401
P=0033
D 0 : W Prinary PCH(n=493)
056
W M Syptons (esat fo DNeguasis » 126 mimles
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Evolution thrombus % tim
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Fig Thrombi Composition in 44 STEMI Patients
(Early Presenters)

100, - Fibrin

& Red Cells

+ Platelets

“ White Cells
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<o~ Cholesterol Crystals

Thrombus Composition (%)
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JACE Vol 57, Mo. 12, 2011
March 22, 2011:1368-8T
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LTl Ere=mlirdim =, LWTFH
and S

HORIZONS AMI

3,602 pts with STEMI with symptom onset €12 hours
Aspirin, thienopyridine |

Bivalirudin menotherapy
(% provisicnal GP lIb/llla)

Emergent anglography, followed by friage to primary PCI, CABG or medical thecapy
3006 pts ehgible for stent randomization

R
[ ]
Paclitaxel-eluting TAXUS stent Bare metal EXPRESS stent
I
Clinical FU at 30 days, 6 months,
1 year, and then yearly through 5 years

Sione GW. NEIM 2008 368 2218-30.

Stone et al. (T8)
N Engl J Mead 2008
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1-Year Mortality: Cardiac and Non 1-Year Stent Thrombosis
Cardiac (ARC Definite/Probable)

s Etvalirugin sone (1600} R ) i .
§-m-Haparin+ GPIMs bivalirudin monotherapy compared to UFH plus the routing e sk fiéii)
use of GP lIb/llla inhibitors resulted in: e

— Asignificant 16% reduction in the 1-year rate of

composite net adverse clinical events
— Asignificant 39% reduction in the 1-year rate of major

bleeding HR [95%C1) =
1.41[0.76, 1.63)

P=0.59

Non Cardiac  13%

01 2 3 4 5 67 8 %9 10111
Time in Months

0 1 2 3 4 5 6 7 8 3% 101112
Time in Months

1884 62 1604
] 1476

Stone et al. (T8)
N Engl J Mad 2008




SCA ST + / quelle molecule?
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SCA ST + / quelle molecule ?

JAm Coll Cardiol. 2009, 53:1668-1673, dor10.1016/ jace.2009.01.053

£ 2000 by the Ametican College of Cardiclogy Foundation DLATH
p A Smal Voecusd A (b oy ON (S
CLINICAL RESEARCH: INZERYENTIO T
CARDIOLOGY > Atotal of 6 RTs were included in the meta-analysis, | e——_———
involving 2,197 patients (1,082 randomized to s el =; (i, 32)
‘ abciximab and 1,115 to small molecules [high-dose L A I b
AT ATITIIE tirofiban in 5 trials and eptifibatide in 1 trial]). - "
inbman b 8 Compared to small molecules:
Adn}ll‘]lstlatlon a5 » Abciximab did not improve post-procedural TIMI — -
Abciximab Among flow grade 3 or ST-segment resolution - Foon oondh ooy el deoe
Segmem Elevation » Abciximab did not reduce 30-day mortality or
TP RMs () I B P13 reinfarction , nor was there any difference in major
. bleeding complications . gt O 1ot
Angioplasty L
A Meta-Analysis L“‘ ‘ ) T—t 0 ' L
To (WA O /1 = MO0,
Gruseppe De Luca, MD*, Grazia Ucer, MD, ooty 0748 40313
Ettore Cassett, MD and Paclo Marino, MD ' TR :
P Ko Fivin 5l Vowoum




Place des PGl % nouveaux AAP

Clopidogrel Response Variability:
N=190 300 mg vs 600 mg

HYPORESPONSE EXPECTED RESPONSE

W 300 mg clopidogrel

Hyporesponsive
yporesp B 600 mg clopidogrel

to 300 mg =28%

Hyporesponswe
to 600 mg = 8% I

A Platelet aggregation (5 yM ADP-induced) at 24 hours

Gurbel PA, et al. J Am Coll Cardiol. 2005;45(9):1392-
1396.

PRINCIPLE TIMI 44:

Prasugrel vs Higher Dose Clopidogrel

IPA (%; 20 uM ADP) IPA (%; 20 uM ADP)
N=201 P<0.0001 for each

748

Prasugrel 60 mg

Clopidogrel 600 mg 328

PRINCIPLE TIMI 44 = The Prasugrel in Comparison to Clopidogrel for Inhibition of Platelet Activation and
Aggregation-Thrombolysis in Myocardial Infarction 44.
Wiviott SD, et al, Circulation, 2007;116(25):2923-2932.




ticagrelor

K-M estimate of time to first primary efficacy PLATO
event (composite of CV death, Mi or stroke)
UA/NSTEMI' (mod-high risk)

STEMI (if primary PCI)
All Receiving ASA n=18,000 pts

Clopidogrel Treated or Naive

Clopidogrel

1
1

13
12
1
0
9
8
l
6
5
4
3
2
1
0

Ticagrelor

Clopidogrel
If pretreated, no additional load;
if naive, standard 300 mg load,
then 75 mg od maintenance
(additional 300 mg allowed pre-PCl)

X
o
0
0
e
0
3
0
&
0
2
-
L
]
£
=]
0

12 month maximum exposure
(Min=6 mo, max=12 mo, mean=11 mo)

HR 0.84 (35% C10.77-0.92), p=0.0003

Primary Endpoint: CV Death/Ml/Stroke 0 120 10 240 0 %0
Secondary EP: CV Death/Ml/Stroke/Revascularization with PCI; No. at risk Days after randomisation
CV Death/Ml/Stroke; Severe Recurrent Ischemia Ticagrelor 9333 8628 8460 8219 6743 5161 4147

e , Clopidogrel 9,291 8521 8362 8124 6743 5006 4,047
ClinicalTrials.gov Identifier: NCT00391872




prasugrel

TRITON TIMI-38 STEMI cohort
TRITON TIMI-38 &) Y DERIGN
& JIUD{ DESIG) TRITON-TIMI 38
ACS (STEM o UNNTTEN) & Planned PCI
ASA | N=13000

Double-blind

/

Place des GPI % nx AAP dans les SCA a définir

¥ clopidogrel

Bprasugrel

CLOPIDUGHEL

OU IS B TY 1) JIY

0 30 60 90 180 1 360 450 TIMI major bleed  Life threatening  TIMI major or
Median duration of therapy - 12 months Days LIS
Wiviott et al. New Engl ] Med 2007;357:2001-2015

12 spelgolnt: CY dleaitry, M, Struse : : :
P vtz GV desit, Wl Siroles, Peiiosu-as lso) TRITON allowed recruitment of STEMI patients undergoing
SRR ddaddd i “ ol ~ a vy daw ] AV R
eV ezt MUY primary PCl when they presented < 12 hours of symptom
- wlwanaddy )~ -

onset or secondary PCI when they presented late
Wiviott et al, AHJ 2006




Evaluer le risque ischemique /hemorragique
adapter la strategie

GRACE Risk Score

Variable Odds ratio

Older age 17per10y

Killip class 2.0 per class

Systolic BP 14 per20mmHg T
ST-segment deviation P

Cardiac arrest during presentation 43

Serum creatining level 12 per1-mg/dl T
Positive initial cardiac biomarkers 16

Heart rate 1.3 per 30-beat/min T

The sum of soores bs appled 10 & refesacs 15 determries B Coresgondag ah-Cause mortailly Poes hospite Emanhe.

Eagie KA st el JAMA 2004 The el 120l can De NS o W OOt ES-Lrtasaeed. Heo soe
wnmkdﬁ Co¥l Catiol 2007 50w ;
« Glchal Raghaley of Cosoaary Everns.




En conclusion : place des GPIl en 2011

SCA non ST+ SCA ST+

Pas interet upstream Abciximab molécule la +
systematique (eptifibatide) etudiee

Risque > saignement (EARLY Resultats controversés
ACS) en upstream

A utiliser si haut risque ischémique resolution ST /on time

(+/- ST change tropo+,diabete, (+)_ .
GRACE score+) Taille IDM(=),mortalité
(=)/Brave 3

. _ Abciximab in lab >
% lésions angio , avant PCI facilitée /combinée

En cas de coro programmeée

Interet GPI downstream + dose Interet usage precoce
charge AAP (600 mg clopidogrel haut risque ischémique ,
ISAR react bas risque hémorragique

VOIE RADIALE




Merci de votre attention !

- T




CONCLUSION

Most studies of GPIlb-llla inhibitors in STEMI have
evaluated abciximab (0.25 mgkg iv. bolus followed by
infusion of 0.125 mg/ kg/min up fo @ maximum of 10
mg/min for 12 h).

Findings are mixed regarding the effectiveness of
facilitation (early administration) with GPIIb-lIa inhibitors
before catheterization. While several RCTs showed no
benefit, registries, meta-analyses, and post hoc analyses of
APEX-AMI show positive results.

The controversial literature data, the negative outcome of
RCTs, and the beneficial effects of faster acting and more
efficacious ADP receptor blockers in primary PCI do not
support pre-hospital or pre-catheterization use of GPIIb-llia
inhibitors.

SCA ST+
Abciximab molécule la + étudiée

Resultats controversés en
upstream

resolution ST /on time (+)
Taille IDM(=),mortalité (=)/Brave 3
Abciximab in lab > facilitée

Interet usage precoce , haut
risque ischémique , bas risque
hémorragique




S CA S T + DT I=. I'I::_'I-ZI |Ii=.rlu din ws. UFH

1-Year Net Adverse Clinical Events® 1-Year Major Bleeding (non-CABG)

= Bivalirudin slone (=1300) s Bivalirudin slone (=1800)
s Haparin-+ GPibille rr=1802) == Hoparin-+ GPiblla {=1502)

-
- - N

26%[31, 4]

HR [33%C1) =
0.34[071,08)

P=0.03

o~ 5.8%

{r i
IA%[52,47)
' HRE%CT=

061{048,0.75)
P<0.0001
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WACE cr e Momdag acn CABS)
Nt R, TOT 2008

Stone et al. (T8)
N Engl J Med 2008




