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Epicardial coronary artery
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Fuchs et al NET Impact on Deep Vein Thrombasierioscler Thromb Vasc Bi2012

) Platelets
Bacteria
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NETs

Neutrophil Nuclear translocation Chromatin decondensation and Cytolysis and
activation of granular enzymes breakdown of internal membranes discharge of NETs



Usefulness of combined white blood cell count and plasma glucose for

In-Hospital mortality (%)

predicting in  -hospital outcomes after acute myocardial infarction
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IshiharaM etal. Eur HeartJ. 2006; 97:1558 -1563.
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Thrombus burden




Importance du thrombus dans les SCA

Many ACS patients already have significant clot burden

86%
P=0.0001
a Only 1 of 5 thrombi
Qo detected on angio
S
)
S
=
P=0.41 34%
3
18%
9%
T=red, globular mass of thrombus (clot); UA=unstable
angina; W=guidewire within the lumen. Tn- -
Angiogram Angioscope

A Coronary arteriography is not sensitive in detecting thrombus seen with angioscopyd
angiography misses 4 out of 5 thrombi in troponin positive patients

White CJ et al. In: Textbook of Interventional Cardiology. 2003:873-891.
Okamatsu et al, Circulation 2004; 109:465-470.






Qarg\v‘
\ «\‘4 ;]

' ’,ﬂ Crystal like structure =
%% Cholesterol

AccV  Spot Magn
$100kV 3.0 3000x SE 7.6 B#6 Coronary Thrombus Aug.

»

“ ﬁd‘- el ',“' ‘ a*‘ Yg’m



| -[ Acc. V Spot Magn Det WD | —— 1oum
¥10.0 kV 3.0 2000;{ SE ? 6 A #5 Coronary Thrombus Aug' 2. 01




| v
Ny
L) p \

0
|’ v

& . N
L O L)

W\
W
N gl
| '/.f":‘.‘?,“

- 2 al> gy Faf) P S

ccV " Det WD Ex

77100kV 30 1000x SE 65 9 ’
LY, LN R AR . s

-
S ¥
e
iy o8




Percent Total Coronary Occlusion
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¢ Influence of infarct artery
on infarct size
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¢ Influence of treatment delays

on infarct size

Infarct size (%LV, median)

»

Infarct size (%LV, median)

Infarct size (%LY, median)
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No Reperfusion Fibrinolysis Primary Percutaneous
Coronary Intervention

No. of patients 777 870 591 435 576 545 465 238 183 429 555 1043



Caorrection of hyperglycemia
Nicorandil

Acute hyperglycemia
Hypercholesterolemia
Lack of preconditioning

Individual
susceptibility
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Figure 2 Long-term survival in patients with (——) or without (—--)
distal embolization (P<0-001).



Angioplastie+stentingun modele de thrombose
artérielle / plaguettaire guasi expérimental




Thrombus/acute inflammation Granulation tissue Smooth muscle cells
— and matrix
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Comprendre le pourguoi du
traitement antithrombotique dans le
SCA

A Le pourquoi du traitement antiplaquettaire

A Le pourquoi du traitement anticoagulant
iLe pourquoi de | Ooh®parine
iLe pourquoi de | 0inhi bi ti
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Bleeding risk
in other
vascular beds

Antithrombotic
cfficacy in the
coronary bed



Comprendre le pourguoi du
traitement antithrombotique dans le
SCA

A Le pourquoi du traitement antiplaquettaire
I Quel antiplaguettaire choisir
i Quand deébuter le traitement

A Le pourquoi du traitement anticoagulant

I Arguments pour choisir une héparine

ITArguments pour choilsir
thrombine

I N\



Comprendre le pourguoi du
traitement antithrombotique dans le
SCA

A Le pourquoi du traitement antiplaquettaire

I Quel antiplaguettaire choisir

ALe meilleur rapport efficacité antiplaguettaire /risque
hémorragique

I Quand débuter le traitement
APour que | 6on ait | 6efficaci



Cs

= 14
[ F]
“512

:-I—l
S 2 10
QO
2=
w = 8
@ B
—
8T 6
2 o
gz
o-="4
b
o 2
=
© o
12
10
. 8
=
e
e 6
£
g
w

CURE Efficacy

Placebo o

Clopidogrel
9.3%

RR=0.80, p<0.001
95% CI1=0.72-0.90

T T T

3 6 9
Months of Follow-Up

CURE Safety”

12

*12 mon!

th

H Placebo
H Clopidogrel

P<0.001
5.1

Major Bleeding Minor Bleeding

Yusuf S, et A. Engl J M&2D01;345:4%D2

CREDO Efficacy
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CREDO Safety”
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P=0.19

P=0.33
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3.1
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Any TIMI Major Bleeding Any TIMI Minor Bleeding

**28 days

Steinhubl SR, etIAMA002;288:24PU20




Primary Endpoint: Faster Onset of Action and
Higher Level of Platelet Inhibition

Maximum Inhibition of Platelet Aggregation (ADP 5umol/L)

300 mg LD
600 mg LD
=900 mg LD
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5 p<0.05vs. 300 mg LD




SNigher Levels of Inhibition of Platelet Aggregation Suggesting a
DoseEffect Relationship

Maximum Inhibition of Platelet Aggregation (ADP 20 umol/L)

300 mg LD

5 p<0.05vs. 300 mg LD 600 mg LD
- 900 mg LD

(%) Inhibition




Individual Response Variability to Dual Antiplatelet
Therapy in the Steady State Phase of Treatment

20 Y

159 Bleeding risk Ischemic risk

Number of Patients

L -

2.5 125 225 325 425 525 62.5 72.5 825 92.5
7.5 17.5 27.5 37.5 47.5 57.5 67.5 77.5 87.5 97.5

% Platelet Aggregation (LTA-ADP 20pmol/L)

Adapted from Angiolillo DJ et al. Am J Cardiol. 2006;97:38-43.
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Crossover Study
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From Brandt JT AHJ 153: 66e€9,2007



Maximal Platelet Aggregation (%)
(20 uM ADP)

MPA by Treatment Sequence and Period
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Inhibition of ADP-Induced Platelet Aggregation
by Ticagrelor vs. Clopidogrel

Clopidogrel (75 mg od) Ticagrelor (100 mg bid)
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Husted SE, Eur Heart J, 2006;27:1038-47 DISPERSE STUDY . Stable CHD patients
No loading dose



Pharmacokinetics of AZD6140

Day 1 Day 14 Day 28*
3000 3000 3000
S
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Predose 2 4 6 8 10 12 Predose 2 4 6 8 10 12 Predose 2 4 6 & 10 12 24
Time, h
—+— AZDB140 50 mg bd —— AZDE140 200 mg bd
-a— AZD6140 100 mg bd —e— AZDE140 400 mg od

Mo 12-hour dose on Day 28.
Husted SE, et al. Eur Heart J. 2005:27:1033-1047.



Rapid Onset of IPA with AZD6140
on Day 1

Maximal Extent Final Extent
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No loading dose in any treatment group

Husted SE, et al. Eur Heart J. 2005:27:1033-1047.



Clopidogrel
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50 patients avec 73 patients avec 63 patients avec
VASP<15 sur 947 VASP<15 sur 285 VASP<15 sur 122
patients soit 5.2% patients soit 25.6% patients soit 51.6 %



Nylander S et al JTH2013, 11: 1867-76

Ticagrelor

“Platelet

Platelet activation/aggregation
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Agonist

Red Blood Cells
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The VerifyNow PRUTest also uses PGEL1 to increase intraplatelet CAMP
and reduce the contribution of the P2Y1 receptor on activation. This makes
the test more specific for the effects of ADP on the P2Y12 receptor.
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Douleur thoracique

Facteurs de risque:

Tabagisme actif (35 PA)
Dyslipidémie traitée par régime seul
HTA sous monotégrapie (IEC)

Antécédents médicaux:;

SAS, adénome de prostate et cataracte bilatérale

HDLM:

Survenue le 18 Février vers 1h du matin, douleur thoracique
retrosternale irradiant dans les deux épaules.

Consulte son pharmacien vers 14h30 devant la persistance de la
symptomatologie et appel du SAMU

Arrivée a 14h43, PA 102/ 63mmHg, FC=06 min, Sat 94% AA



