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ASSOCIATION BETWEEN HPR AND CLINICAL
OUTCOMES AFTER PCI

Relative Risk of NON-FATAL MI Relative Risk of STENT THROMBOSIS
IV, Random, 95% ClI IV, Random, 95% CI

Relative Risk of CV DEATH
- IV, Random, 95% ClI —

Incidence of definite stent thrombosis (%)

2.2% vs. 0.2%;
OR: 9.4; 95%Cl: 3.1-28.4;
p < 0.0001

—_—
_
—_—
—_—
—_—
—_—
—_—
o
p—
ey

HPR >46 U

¢

001 01 w ' 0.1 1

No HPR <46 U . y
. High platelet reactivity Normal platelet reactivity ' ' telet reactivity Normal platelet reactivity

— better better 1 04 etter better

' ' ' ! ' : Total (95% CI) 3.00[2.26, 3.99) ' i ity Total (95% Cl) 4.14 [2.74, 6.25)
10 15 20 o5 30 | o I;:et::tr reactivity Normal b;:l;t;let reactivity

Days after study inclusion | Total (95% Cl) 3.35[2.39,4.70)

PFT with MULTIPLATE in 1608 pts after
PCI

Sibbing D. J Am Coll Cardiol 2009;53:849-856. Aradi D, Komdcsi A et al, Am Heart J. 2010 Sep;160(3):543-51



CLOPIDOGREL vs. NOVEL P2Y12-INHIBITORS

Hazard Ratio Hazard Ratio
Endpoint IV, Random, 95% CI IV, Random, 95% CI

CV Death, M, or stroke . .
PLATO 58.0% 0.84[0.77, 0.92] B Significant clinical benefit

TRITON 42.0% 0.81[0.73, 0.90] B No significant difference
B Significant clinical harm

Clinical risk factors

CV Death
PLATO 0.79 [0.69, 0.91]
TRITON 0.89 [0.70, 1.13]

Patient compliance

Myocardial infarction
PLATO 0.84 [0.75, 0.95]
TRITON 0.76 [0.67, 0.86)

Stent thrombosis
PLATO 0.75[0.73, 0.77]
TRITON 0.48 [0.36, 0.64]

Stroke
PLATO 1.17 [0.91, 1.51]
TRITON 1.2210.85. 1.74]

S ,
7 Laboratory parameters

Baseline platelet reactivity
Platelet count

High CRP levels
Leucocytosis

Non CABG-related TIMI major bleed
PLATO 1.25[1.03
= = TRITON 1.32[1.03
Genetic polymorphism
CABG-related TIMI major bleed
PLATO 54.1% 0.94 [0.82, 1.07]
TRITON 45.9% 4.73 [1.90, 11.80]

05 07

Favors

ticagrelor / prasugrel Favors clopidogrel

Wiviott et al. NEJM 2007;357:2001-15.

Aradi D, Komaocsi A. Platelets. 2012;23(3):167-76. Wallentin et al. NEJM 2009:361:1045-57.



ESC PRACTICE GUIDELINES

ESC guidelines on NSTE-ACS 2011.

Ticagrelor (180-mg loading dose, 90 mg twice daily) is recommended for all patients at moderate-to-high risk of
ischaemic events (e.g. elevated troponins) , regardless of initial treatment strategy and including those pre-treated with
clopidogrel (which should be discontinued when ticagrelor is commenced).

Prasugrel (60-mg loading dose, 10-mg daily dose) is recommended for P2Y _-inhibitor-naive patients (especially

diabetics) in whom coronary anatomy is known and who are proceeding to PCI unless there is a high risk of life- 130
threatening bleeding or other contraindications.”

Clopidogrel (300-mg loading dose, 75-mg daily dose) is recommended for patients who cannot receive ticagrelor or 110, 146,
prasugrel. 147

ESC guidelines on STEMI 2012.

An ADP-receptor blocker is recommended in addition to aspirin. Options are: 135,136
* Prasugrel in clopidogrel-naive patients, if no history of prior stroke/T|A, age <75 years.
* Ticagrelor.

* Clopidogrel, preferably when prasugrel or ticagrelor are either not available or contraindicated.

Take-on of the new drugs is <20%!!

Hamm CW et al. Eur Heart J. 2011; 2999-3054.
Steg PG et al. Eur Heart J 2012; 2569-619



GRAVITAS TRIGGER ARCTIC

A Primary End Point

Primary Endpoint: CV Death, MI, Stent Thrombosis 1.0

Hazard ratio, 1.13 (95% Cl, 0.98-1.29)
P=0.10

.

0.8

2.3% vs. 2.3%
HR 1.01 (95% CI 0.58 - 1.76)
p=0.98

@

0.6

0.4 Monitoring

t
a
>
w
6
=
E
«
B8
o
o

Conventional treatment

0.2

— High-Dose Clopidogrel
— Standara-Dose Clopidogrel

Cumnuladive Incidence of
CV death, non-fatal M, or ST (%)
-

[+] 30 0 80 120 150 180 210
— Days 200
~s-rier oS - B R S - S f Follow-up (days)
Observed event rates are listed; P value by log rank test. GRAVITA S
Price MJ et al. JAMA 2011; 305: 1097-105. ((a} Summary of primary and secondary Collet et al. N Engl J Med. 2012;367:2100-9.

CEC-adjudicated efficacy endpoints

Prasugrel Clopidogrel p
N=212 N=211 HR (95% ClI)

Days on study treatment(median) 174 174 -

Primary composite efficacy EP;
CV death or Ml 1 (0.5%)

Key secondary efficacy EPs:

Mi (0.5%) -
Rehospitalization for cardiac (1.9%) 0.992
ischemic event 0.99 (0.14-7.03)

Urgent TVR (0.5%) -

Definite ST

Stroke (0.5%)
CV death

All cause death (0.5%)

Trenk D et al. J Am Coll Cardiol 2012;59:2159-64.



HUNGARY: SELECTIVE REIMBURSEMENT FOR
PRASUGREL

3 MAGYAR KOZLONY

A MAGYAR KOZTARSASAG HIVATALOS LAPJA
2011, julius 27, szerda

15t September 2011.:

,7Acute coronary syndromes patients with either diabetes
mellitus or troponin positivity who undergo PCI with
stenting and have no prior TIA/stroke in history can receive
70% reimbursement for prasugrel treatment for one year
IF PLATELET FUNCTION TESTING SHOWS HIGH ON-
TREATMENT PLATELET REACTIVITY AFTER
CLOPIDOGREL.”

(At the time of this presentation, ticagrelor has just been reimbursed in Hungary
2018 Sep)



Flowchart of patient selection

The Hungarian Myocardial Infarction Registry is
a prospective, Internet-based registry collecting

clinical data on consecutive patients treated for
rom the cooperating 15 centres

an event of AMI in Hungary

Screening

E" 5583 PCl treated cases 5583 PCI treated MI “e s in 15 COOperating
= - center
— lusion 1609 patients
: Exclusion
5 (Age >75 years, <60 kg
% 2901 PFT 1073 Unguided bodyweight . : 1 1
E quidance antiplatelet Oral anticoagulation Absolute or relative contraindication to prasugrel

therapy previous stroke/TIA)

: | Propensity score calculation
2104 Matched population . . _ : 2
1052 PFT | 1052 Unguided Propensity Score r_nqtchmg. 2104 patients with
guidance antiplatelet balanced characteristics
therapy

Komocsi et al., Am J Cardiol 2018;121:1129-1137

Propensity score
matched




Clinical characteristics

Age, years *

Medical history
Hypertension
Diabetes
Hyperlipidaemia *

Smoking (current/past/never)

History of myocardial infarction
History of CABG *
Peripheral artery disease *

Presentation
STEMI *

Culprit artery (LM/LAD/Cx/RCA/VSG

Heart rate
Systolic blood pressure *

Diastolic blood pressure *

ADP reactivity

High platelet reactivity
Medications

Clopidogrel 75 mg daily
Clopidogrel 150 mg daily
Prasugrel

Aspirin

Statin

Aggregometry guided

(n=2901)
58.9£9.6
69.3

64.6
24.8
1.6
11.1

35.2/1.6/63.3

15.8
1.8

5.3

64.1

2.8/46.7/23.0/35.8/1.2

79.8 +17.1
137.9 £ 24.2

70.0 + 24.7

32.5+19.5
19.1

50.6
34.4
15.0
711
84.1
81.0

Entire cohort (n=3974)

Unguided treatment

(n=1073)
60.5+9.2
65.7

71.2
29.2
1.6
5.1

36.1/2.1/61.9

27.4
1.0

11.6

51.0

3.3/44.1/25.9/35.8/1.1

80.6 + 18.1
136.6 £ 25.7

68.7 + 25.0

74.3
21.6
4.1
81.0
90.6
91.8

P value

0.035

Zz Z
> >

Propensity matched cohort (n=2104)

Aggregometry guided

(n=1052)
60.5 + 9.0
65.3

68.41
27.8
1.0
3.7

36.2/1.8/62.0

26.6
0.8

10.2

55.1

2.9/46.7/24.4/34.3/1.2

81.4+18.0
138.6 + 24.8

67.9 + 26.1

32.5+£19.9
18.6

43.6
40.2
16.2
80.9
88.5
91.6

Unguided treatment

2.9/44.2/25.5/36.0/1.0

(n=1052) P value

60.5 + 9.1
66.1

70.6
28.4
1.5
5.2

36.2/1.9/61.8

26.0
1.0

10.4

51.7

80.5 + 18.1
136.5 £ 25.7

68.8 + 25.1

74.2
21.8
4.0
79
90.4
91.7

Zz =Z




Results

Bl Prasugrel .
Bm 150 mg Clopidogrel HPR treatment:

1 75 mg Clopidogrel prasugrel 716%
clopidogrel 75 mg
12%
Clopidogrel 150 mg
No data ISR . 12%

2

64,1 +£17.5

3

3

The other two
groups: dominating
Unguided Unguided No HPR HPR Clopidogrel

antiplatelet antiplatelet
therapy PFT-guided group thL"EP‘f PFT-guided group treatment

=

@
]
=
j=13
E
=
=
o
=
=
£
-
=
L=
o
€
[l
o
[ ]
=T

Fameesr el Al Am J Cardiol 2018;121:1129-1137



Results

Unmatched cohort (n=3974) PS matched cohort (n=2104)

 The 1-year mortality
was better Iin the
PFT-guided group

« Hazard ratio (HR)
0.574 [0.431-0.765]
In the PS matched
cohort

© ©
2 =
> -
L5 —
3J 3
wn w0
)] QU
2z =
- =
o )
3 3
£ £
= 3
[ |

Log rank p < 0.001 | Log rank p < 0.001

0 a0 180 270 360 1} 50 180 270 360

PATIENTS AT RISK Follow-up (days) Follow-up (days)
UNGUIDED
TREATMENT

PLATELET FUNCTION

TESTED PATIENTS

1073 951 932 872 639 1052 933 916 856 628

2901 2737 2707 2624 2059 1052 978 967 933 693

Fameesr el Al Am J Cardiol 2018;121:1129-1137



Predictors of
1-year
mortality

History of peripheral artery disease

Smoking

Age (per 10 yrs increase)

Heart rate (per 10/min increase)

Quetanlir hland nracciira (nar 1N Homm incraaca)

Fr 1 guiaance

Hypertension

Diabetes

Culprit artery LM

Diastolic blood pressure (per 10 Hgmm increase)

Male gender

Hyperlipidaemia

History of myocardial infarction

History or CAbG

SIEMI

Prasugrel treatment

Univariate Cox proportional

hazard model

Hazard Ratio (HR) [95.0% ClI ]

2.79 [2.01-3.88]

1.59 [1.17-2.17]
1.56 [1.34-1.82]

1.26 [1.18-1.34]

1.24 [0.93-1.66]
1.57 [1.18-2.08]
3.01 [1.80-5.02]

0.98 [0.93-1.03]

0.92 [067-1.22]

0.83 [0.39-1.76]

0.98 [0.72-1.35]

0.65 [0.38-1.11]

p-value Hazard Ratio (HR) [95.0% CI ]

<0.001

0.003

<0.001

<0.001

0.149

0.002

<0.001

0.422

0.545

0.626

0.910

Multivariate Cox proportional

hazard model

2.97 [2.11-4.18]

1.74 [1.27-2.38]
1.62 [1.38-1.90]

1.25 [1.17-1.33]

1.56 [1.14-2.10]
1.55 [1.11-2.03]
2.01 [1.18-3.39]

0.94 [0.88-1.00]

p-value

0.001

0.001
<0.001

<0.001




Results

PS matched cohort (n=2104)

Unguided treatment (n=1052) No HPR (n=856) HPR (n=191)

Cumulativesurvival
Cumulativesurvival
Cumulativesurvival

EI.:c:IIow-l.l'apn(days):m ‘ ﬁnFcIIow-‘:np(days;m - =‘DFollowlel:p(daysm)ﬂ |n the PFT QUided group:
A SRR A A Patients switched to prasugrel benefited
the most

Unmatched cohort (n=3974)

Unguided treatment (n=1073) No HPR (n=2347) HPR (n=554) (H R 3 . OO [95% C | 1 . 089_8 . 287] ’
p<0.05.

Cumulativesurvival
Cumulative survival
Cumulativesurvival

og rank p = 0.500 . .« Logrankp<0.01
€0 180 270

Follow-up (days) Follow-up (days)

PATIENTS AT RISK
- CLOPIDOGREL 9 9 2 2173 2148 2085
I PRASUGREL 39 3 £ 46 46 45




PRASUGREL vs. CLOPIDOGREL: TIME-DEPENDENT
DIFFERENCES IN RISKS AND BENEFITS (TRITON TIMI38)

CV DEATH, MI, STROKE

Primary Efficacy End Point Clopidogrel

H
o

9.9

Prasugrel

—
=]
&
E= ]
3
(=
=
=
wl

TIMI MAJOR BLEEDING

I

gﬂey Safety End Point Prasugrel

Clopidogrel

oLt
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450

Days after Randomization

Wiviott et al., NEJM 2007

¢12-1 L 138 Events

Hazard ratio, 0.81:
95% Cl, 0.73-0.90;
P<0.001

1 35 Events
Hazard ratio, 1.32;
95% Cl, 1.03-1.68;
P=0.03




GUIDELINES vs. REAL-WORLD: DE-ESCALATION IS FREQUENT

Switching of adenosine diphosphate receptor
inhibitor after hospital discharge among
myocardial infarction patients: Insights from
the Treatment with Adenosine Diphosphate
Receptor Inhibitors: Longitudinal Assessment
of Treatment Patterns and Events after Acute
Coronary Syndrome (TRANSLATE-ACS)
observational study

Marjorie E. Zettler, PhDD. MPH.” Eric I. Peterson, MID, MPH. " Lisa A. MoCoy, Ms." Mark B. Effron, MDD, *
Kevin J . Anstrom, Phib, ® Timothy D). Henry, MDY, © Brian A. Baker, PharmD. ? John C. Messenger, MDD, © David J. Cohen,

@ Crosshark

MDD, " and Tracy Y. Wang, MDD, MHS, MSc ", on behalf of the TRANSIATE-ACS Investigators Indianapolis, IN: Durban
NC Los Angeles, CA: Parsippany. NJ: Aurora Cr and Kansas City, MO

Table I. Patient characteristics

Discharged on clopidogrel

No switch
(n = 5741) P

Switch
(n=216)

De-escalation Rate

Zettler et al., AHJ 2017

Switch

(n = 383)

Table Il. Factors independently associated with postdischarge
switch from prasugrel or ticagrelor to clopidogrel

OR 95% Cl P

Parameter

0.629
2.383

0.451-0.877 <.01
1.863-3.049 <.01

High school graduate (or beyond)

Insurance for medications: Medicare/
Medicaid (vs private)

Insurance for medications: no/non-US (vs
private)

Prior MI

Moderate/extreme financial hardship of
current monthly medications

Creatinine clearance (per 10-unit decrease) 1.059 1.109-1.012 .01

In-hospital bleeding event 2.236 1.408-3.553 <.01

Any home ADPri

1.543 1.067-2.231 .02
1.371

1.401

1.047-1.794
1.042-1.884

.02
.03

0.593 0.393-0.896 .01

Discharged on prasugrel Discharged on ticagrelor

No switch
(n=162)

28 %

Switch
(n = 64)

No switch
(n=2106)

15 %



é‘p TROPICAL ACS: GUIDED DE-ESCALATION

TROPICAL ACS Control group PFT
(n=13086)

11 % months

14 days prasugrel -
ays prasugn ———"

Dec 2013 — May
2016:

Biomarker
positive ACS Guided group
patients (n=2610) (n=1304)
with successful

HFR. 11 ¥ months

PFT (Multiplate analyser)
@ 2 weeks after discharge

T - prasugre
PCI = = siwilch
prasugre| clopidogrel
Mo HFR " 11 1% months
no switch clopidogrel

PCI Discharge 14 days

P
@ [CT2018  sibbing Aradi et al.. Lancet 2017:390:1747-1757



V-
GV TROPICAL ACS: GUIDED DE-ESCALATION

TROPICAL ACS
10 - Primary Endpoint
9-0%
(CVD, MI, stroke, BARC 22) >
~ g -
> 7:3%
2
= 67
[
O HR 0-81 (0-62-1-06)
g_ 4 — p=0-0004 for non-inferiority
— (p=0-1202 for superiority)
3
> 24
L ¢p - Control group
rropicaLacs -- Guided de-escalation group
0 ! ! ! ! ! ! ! ! | ! ! ! !
No. at risk© 60 120 180 240 300 360 (days)
Control 1306 1238 1220 1190 1132 1124 924
De-escalation 1304 1234 1213 1189 1129 1124 942

" Cardiovascular

O\
@ (Ct2018  sipbing Aradi et al,, Lancet 2017:390:1747-1757 . W Research Foundaton



V-
GV TROPICAL ACS: GUIDED DE-ESCALATION
TROPICAL ACS

CVD, MI, stroke BARC 1-5 bleeding

T 12 - 12 -
= HR 0-77 (0-48-1-21) L D HR 0-83 (0-65-1:06) 10-5%
42 p=0-0115 for non-inferiority E p=0-1409
% 10 4 *GC-J' 10 A
= G>J
5 g . 2 og
£ %
o <
2 =
£ 6 - < 6 -
€ >
9 =
= =
>~ 4 4 3-2¢ | 4 -
P o
= — o
o o
e 2 A 2-5¢ g 2 4
S lj>j -- Control group
t - Control group ) -- Guided de-escalation group
< 0 -- Guided de-escalation group 0 4
w
| L) 1 L) ) L] 1 1 ) L] 1 L) 1 | I U I ) I ] I I I ] I ]
. 0 60 120 180 240 300 36! . 60 120 180 240 300 360
No. at risk No. at risk
Follow-up (days) Follow-up (days)
Control 1306 1257 1250 1233 1188 1183 97( Control 1306 1211 1196 1167 1105 1099 900
De-escalation 1304 1255 1249 1234 1179 1176 gge De-escalation 1304 1219 1157 1170 1109 1102 920

“ "‘ Cardiovascular
@ (Ct2018  sipbing Aradi et al,, Lancet 2017:390:1747-1757 . W Reseorch Foundaton



RESULTS: PFT DATA

120 .:' '.':.

100

S AT “:::::.::o ° o.o.::::::‘°
: 80+ *egee®*  oeeeee ...:::..':::°'...::.. oooooo
2 HPR: 15% ....0500 e HPR: 40%
a 60+ P P<0.000L e
< LI T i 45.4+26.5 U
HPR: 46 {rerereeeeeeeececannnne PP yvrcrsd -!n"»:.ctc“.... ot T D T P PP T IPT

LPR: 18

. 0 ) 6+17.7 U e

= = 29,

= e

W ............................................ 0008005402Y e e~ SO
S s s LPR: 11%

Control group: prasugrel Guided group: clopidogrel
(n=1,261) (n=1,266)

" Cardiovascular

% tct2o1s

' Research Foundation



RESULTS: CLINICAL OUTCOMES & HPR

. CVD, M|, ST or Stroke
—~ 47
S
O}
e —
5 3
acg 22% —— Control group: no HPR on prasugrel
> -
L
1 -
0+ T I I I I |
Cotrol group, HPR: 188 186 185 182 178 176 173
Control group, no HPR: 1073 1055 1050 1043 1034 1030 1020
Guided group, HPR: 511 505 504 501 494 492 491
Guided group, no HPR: 755 749 744 737 732 730 721

& tct2o18 B cardovascular



RESULTS: CLINICAL OUTCOMES & HPR

. CVD, M|, ST or Stroke
—~ 4-
S
% 3 HR: 1.06 (0.78-043) p=0.72
— ——— - 25% =—-=Guided group: no HPR on clopidogrel
C - e
(] [—r———— 3 22% —— Contro group: no HPR on prasugrel
Lﬁ 2 - iy
v
1- i
g
d
0 IJ | | | | 1 |
Numbers at fisk: PFT 60 120 180 240 300 360 Time (days)
Cotrol group, HPR: 188 186 185 182 178 176 173
Control group, no HPR: 1073 1055 1050 1043 1034 1030 1020
Guided group, HPR: 511 505 504 501 494 492 491
Guided group, no HPR: 755 749 744 737 732 730 721

" Cardiovascular

"‘ tc t 2 01 8 ’ Research Foundation




RESULTS: CLINICAL OUTCOMES & HPR

CVD, MI, ST or Stroke HR: 2.16 (1.01-4.65) p=0.049
o 4.8% = Control group: HPR on prasugrel
—~ 4
S
Q
g 3
- —————-- 25% === Guided group: no HPR on clopidogrel
c
g 22% —— Control group: no HPR on prasugrel
LL
| |
Cotrol group, HPR: 188 186 185 182 178 176 173
Control group, no HPR: 1073 1055 1050 1043 1034 1030 1020
Guided group, HPR: 511 505 504 501 494 492 491
Guided group, no HPR: 755 749 744 737 732 730 721

& tct2o18 B cardovascular




RESULTS: CLINICAL OUTCOMES & HPR

CVD, M|, ST or Stroke

4.8% = Control group: HPR on prasugrel

—«= Guided group: no HPR on clopidogrel

= Control group: no HPR on prasugrel

—+= Guided group: HPR on clopidogrel,
switch to prasugrel

HR: 0.99 (0.78-1.25) p=0.91

Event rate (%)

| |
Numbers at risk: PFT 60 120 180 240 300 360 Time (days)

Cotrol group, HPR: 188 186 185 182 178 176 173
Control group, no HPR: 1073 1055 1050 1043 1034 1030 1020
Guided group, HPR: 511 505 504 501 494 492 491
Guided group, no HPR: 755 749 744 737 732 730 721

& tct2o18 B cardovascular




Conclusions

» Benefit of PFT-guided treatment may be different according to
the risk profile of the treated population. Recent data from high
risk AMI population support benefits of platelet function based
tailored antiplatelet therapy

* |[n a nation-wide registry of AMI patients, cases with PFT-guided
selection of P2Y,,-inhibitor therapy had lower mortality.
» prasugrel treatment improved survival in patients with HPR, compared to
standard and high-dose clopidogrel.

* PFT guided de-escalation

De-escalation of P2Y 4, inhibitor treatment (e.g. with a switch from prasugrel or ticagrelor to clopidogrel) guided by

platelet function testing may be considered as an alternative DAPT strategy, especially for ACS patients deemed
17

unsuitable for 12-month potent platelet inhibition.”
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Comparison of Platelet Function Guided Versus

Unguided Treatment With P2Y 12 Inhibitors in
Patients With Acute Myocardial Infarction (from the
Hungarian Myocardial Infarction Registry)

Andras Komécsi, MD, DSc®*!, Daniel Aradi, MD, PhD®%!, Tibor Sziik, MD. PhD",
Gergely Gyorgy Nagy, MD, PhD¢, Ebrahim Noori, MD', Zoltan Ruzsa, MD, PhD¢¢,
Rébert G. Kiss, MD, PhD", Péter Andrassy, MD, PhD', Lajos Nagy, MD, PhD’,

Ferenc Tamas Nagy, MD, PhD¥, Géza Lupkovics, MD', Zsolt K&szegi. MD, PhD™,
Csaba Andras Dézsi. MD. PhD", E16d Papp. MD, PhD°, Zsolt Molnar, MD°, Péter Kupo, MD?,
Péter Ofner, MD?, Béla Merkely, MD, DSc®!, and Andras Janosi, MD, DSc?"

1 he
American Journal

of
Cardiology

Komocsi et al., Am J Cardiol 2018;121:1129-1137



PRO

TOPIC STUDY: SWITCH-BACK TO CLOPIDOGREL @30 DAYS < o
8 40-
g
646 Patients randomized T 3p- HR 0.48 (95%C1 0.34 - 0.68), p<0.01 —— Switched DAPT
§ 26.3% = Unchanged DAPT
.g 204
J, E 13.4%
323 Patients assigned 323 Patients assigned g 104
to switched DAPT to unchanged DAPT 8
0+ T T T 1
0 90 180 270 360

Days

1 Patient excluded
(secondary refusal)

Table 3 Endpoints at 1 year

Switched DAPT Unchanged DAPT HR (95%IC)
322 Patients included 323 Patients included
in the intention to in the intention to Net clinical benefit 43 (13.4%) 85 (26.3%) 0.48 (0.34-0.68) <0.01
treat analysis treat analysis | Any ischaemic event 30 (9.3%) 37 (11.5%) 0.48 (0.34-0.68) 0.36 |
Cardiovascular death 1(0.3%) 4(1.2%) 0.30 (0.05-1.73) 0.18
[Cnplanned revascularization 28 (8.7%) 30 (9.3%) 0.93 (0.56-1.55) 0.78 ]
Stroke 1 (0.3%) 3 (0.9%) 0.37 (0.05-2.60) 032
316 Patients 318 Patients All bleedings 30 (9.3%) 76 (23.5%) 0.39 (0.27-0.57) <0.01
completed the completed the Bleeding BARC > 2 13 (4.0%) 48 (14.9%) 0.30 (0.18-0.50) <0.01
1 year FUP 1 year FUP TIMI major 1(0.3%) 4 (1.2%) 0.30 (0.05-1.73) 0.18
TIMI minor 9 (2.8%) 26 (8.0%) 0.37 (0.19-0.71) <0.01
TIMI minimal 20 (6.2%) 46 (14.2%) 044 (0.27-0.71)

Cuisset et al. EHJ 2017.



CONTRA
SCOPE REGISTRY (n=1, 363

% 25—
22.1 m Clopidogrel/Ticlopidine

m Prasugrel/Ticagrelor

20— | = Downgrading
Upgrading

m Change

15-

4.3

3.8
§2.9
U3 UUU 8

NACE yocardll Bleedmg
farction  events

de Luca et al. Eurointervention 2017;13:459-466.






4

NNT kalkulacio

ol szamitva a

/’ ’ Z

- 0l érintett betegek
//f. ortalitasi eSemény

R gyakorisagot igazolt, igy

) atallitasa sziikséges 1 élet




A. Propensity matched cohort (n=2104)

Clinical
endpoints in the
PS matched and
in the entire
cohort

Death from any cause

Death from cardiovascular causes
Repeated myocardial infarction
Repeated coronary intervention
Bypass graft surgery

Stroke

Major adverse cardiac events (cardiovascular

Platelet function guided

treatment (n=1052)

treatment (n=2901)

163 (5.6)
139 (4.8)
71 (2.4)
490 (16.9)
117 (4.0)
23 (0.8)

218 (7.5)

Nr. of patients (%)
Unguided

treatment (n=1052)

I
-Death from any cause 75 (7.1) 125 (11.9)
-Death from cardiovascular causes 66 (6.3) 104 (9.9)
-Repeated myocardial infarction 29 (2.8) 20 (1.9)
-Repeated coronary intervention 198 (18.8) 128 (12.2)
-Bypass graft surgery 43 (4.1) 51 (4.8)
-Stroke 8 (0.8) 8 (0.8)
Major adverse cardiac events (cardiovascular 97 (9.2) 126 (12.0)
death, MI, or stroke)
B. Unmatched cohort (n=3974)
Platelet function guided

Unguided

treatment (n=1073)

129 (12.0)
107 (10.0)
20 (1.9)
128 (11.9)
51 (4.8)

8 (0.7)

129 (12.0)

Hazard Ratio [95% Confidence interval]

0.574 [0.431-0.765]***
0.609 [0.447-0.828]*
1.380 [0.781-2.440]
1.545 [1.237-1.930]**
0.798 [0.532-1.197]
0.954 [0.358-2.541]

0.736 [0.565-0.959]*

Hazard Ratio [95% Confidence interval]

0.441 [0.350-0.555]***
0.454 [0.353-0.584]***
1.223 [0.744-2.008]
1.356 [1.116-1.647]**
0.781 [0.562-1.085]
0.987 [0.441-2.206]

0.589 [0.474-0.732]***



Periprocedural and postprocedural antithrombotic @ESC

therapyc in patients undergoing primary percutaneous ™~ ;2. ..,
coronary intervention of Cardiology

Recommendations Class | Level

A potent P2Y,, inhibitor (prasugrel or ticagrelor), or clopidogrel if
these are not available or are contra-indicated, is recommended
before (or at latest at the time of) PCl and maintained over 12 months
unless there are contra-indications such as excessive risk of bleeding.

Aspirin (oral or i.v, if unable to swallow) is recommended as soon as
possible for all patients without contra-indications.

GP lIb/llla inhibitors should be considered for bailout if there is
evidence of no-reflow or a thrombotic complication.

Cangrelor may be considered in patients who have not received P2Y,,
receptor inhibitors.

Iib

www.escardio.orgfguidelines 2017 ESC Guidalinas forthe Managemantof AMFSTEMI (European Haart Journal 2017 - d0i:10.1093faurh eart)fahx(95)
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Komaocsi et al., Am J Cardiol 2018:121:1129-1137



