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1. Aspirin je zaklad lécby

* ASA zakladem vsech studii s DAPT po
PCI

* P2Y12 inhibitory — vzdy pridavany k ASA



Overall'Stucy  Design

PCI* 28 Days 12 Months
Pre-treatment
3-24 h before PCI
Clopidogrel 300 mg  'Clopidogrel 75 mg QD Clopidogrel 75 mg QD !

+ ASAT (325 mg) + ASAT 325 mg QD | + ASAT (81-325 mg) QD

Clopidogrel 75 mg QD Placebo QD

+ ASAT 325 mg QD | + ASAT (81-325 mg) QD

Clopidogrel
Arm

|
|
|
~ :
|
|
|

$

ASAT (325 mg)

Placebo
Arm

T Plus other standard therapies
* Both groups received clopidogrel 75 mg + ASA 325 mg at time of procedure

Steinhubl'S; Berger P mift:Mann 11" det:al: JAMAL 2002;Vo1288,N019:24171-2420:



Co-medication PLATO *

Invasive

Ticagrelor Clopidogrel

Medication (n=6,732) (n=6,676)
Anti-thrombotic treatment in hospital, %
Aspirin 97.7 97.9
Unfractionated heparin 35.1 36.0
Low molecular weight heparin 41.1 40.9
Fondaparinux 1.6 1.8
Bivalirudin 1.2 1.3
GP lIb/llla inhibitor 19.7 20.3
Other medication in hospital or at discharge, %
Beta-blockade 85.5 86.1
ACE /ARB 87.0 86.8
Cholesterol lowering (statin) 95.4 95.5

Proton pump inhibitor 54.4 53.7




Sy el REREIEEEE Main Trial Design
STENT ANALYSIS

ACS (STEMI or UA/NSTEMI) & Planned PCI

ASA ] N= 13,608
Double-blind

CLOPIDOGREL PRASUGREL
300 mg LD/ 75 mg MD 60 mg LD/ 10 mg MD

Duration of therapy: 6-15 months

1° endpoint: CV death, MI, Stroke

2° endpoint: Stent Thrombosis
Safety endpoints: TIMI major bleeds, Life-threatening bleeds

Wiviott SD, Antman EM et al AHJ 2006



(n = 634) versus ticagrelor (n = 596).

PRAGUE-18

Trial design: Patients with STEMI undergoing primary PCI were randomized to prasugrel

6 PN Results
DISCHARGE
Aspirn 618 (97.5%) 579(97.1%) 0.721
” Beta-Blockers 522 (82.3%) 436 (81.5%) 0.719
’ ACE Inhibitors/ARB 534 (84.2%) 496 (83.2%) 0.633
Statins 595 (93.8%) 558 (93.6%) 0871
Profon Pump Inhibifors 390 (61.5%) 360 (60.4%) 0.690
0 CUNLIUSIUNS

Death, reinfarction, urgent TVR, stroke,
bleeding, or prolonged hospitalization

at 7 days

. Prasugrel

Ticagrelor

« Among patients with STEMI undergoing

yS:
y, for

'SUS
el

primary PCI, similar efficacy and bleeding was
observed for either prasugrel or ticagrelor.
Among such patients, the use of either agent

Is acceptable.

Motovska Z, et al. Circulation 2016;Aug 30:[Epub]


http://www.acc.org/

2. RUzna délka DAPT
ASA trvale, P2Y12

ocasne

Table 1 Studies comparing different durations of dual antiplatelet therapy after PCI
Study (year) Randomi- Sample Primary end- Design and G0 ACS Proportion Primary endpoint (short vs.
sation size point randomisation with Newer- long DAPT)
Generation
DES (%)
RESET (2012) 3 vs. 2117 Cardiac MNon-inferiority 55 85 4. 7% in both arms (P
[13] 12 months death, MI, Randomisation <0.001)
DAPT ST. revasc. or at time of PCI
bleeding
OPTIMIZE 3 s, 3.119 NACCE—death. Non-inferiority 32 100 6.0% with 3 months DAPT
(2014) [14] 12 months MI. stroke. or Randomisation vs. 5.8% with 1-vear DAPT
DAPT bleed at time of PCI (prar=0.002)
EXCELLENT 6 vs, 1.443 Cardiac MNon-inferiority 51 75 4. 89 with 6-months
(2011 [15] 12 months Death, MI, Randomisation vs. 4.3% with 1-year DAPT
DAPT or ischemia at time of PCI (prar=0.001)
driven TVR
ISAR-SAFE 6 vs. 4.000* Death, MI, MNon-inferiority 40 T2 1.5% with 6 months DAPT
(2014) [16] 12 months  (planned: stroke. or Randomisation vs. 1.6% with 1-year DAPT
DAPT 6.000) TIMI major at DAPT discon- (prar< 0.001)
bleed tinuation
SECURITY 6 vs. 1.399%* Cardiac MNon-inferiority 38 100 4.5% with 6-months DAPT
(2014 [17] 12 months  (planned: death, MI, Randomisation vs. 5.7% with 1-vear DAPT
DAPT 2,740y ST, or stroke at time of PCI (e = 0.05)
PRODIGY 6 Vs, 1.970 Death, ML Superiority 75 50 10.0% with 6 months DAPT
(2012) [20] 24 months stroke Randomisation vs. 10.1%9% with 2-year DAPT
DAPT 1 month after (p=0.91)
PC1
ITALIC (2014) 6 Vs, 1.822#* Death, ML, MNon-inferiority 24 100 1.6% with & months DAPT
[21] 24 months  (planned: wrgent TVR. Randomisation vs. 1.5% with 2-year DAPT
DAPT 2.475) stroke or at time of PCI
bleeding
ARCTIC Inter- 12 vs. 1.259 Death/MI/STY Superiority 26 63 4.0% in both arms (median
ruption (2014) 18— CVATVR Randomisation 17 months FU) (p=0.58)
[22] 24 months at DAPT discon-
tinuation
DAPT (2015) 12 ws. 9.901 1 8T Superiority 43 59 ST: 1.4% vs. 0.4% and MACE
[23] 30 months 2MACE Randomisation 4.1 ws. 2.1% (p<0.001)
at DAPT discon-
tinuation
DES-LATE 12 ws. 5,045 Cardiac Superiority 61 30 2.4% SAPT vs. 2.7% DAPT
(2010 [24] 36 months death/M 1L/ Randomisation (p=0.75)
CVA at DAPT discon-
tinuation
OPTIDUAL 12 ws. 1.385%* Death/ML/ Superiority 36 59 7.5% SAPT vs. 5.8% DAPT
(2015) [25] 48 months  (planned: CWVA/bleeding Randomisation (p=0.17)
1.966) at DAPT discon-

tinuation




PRECISE-DAPT a DAPT

Tabulka 3 - Rizikova skére validovana pro rozhodovani o délce trvani dudini protidestickové lécby

Skore PRECISE-DAPT

SN

Skore DAPT

Doba uplatnéni

V dobé koronarniho stentingu

Po 12 mésicich DAPT bez komplikaci

Hodnocené strategie
délky trvani DAPT

Kratkodoba DAPT (3-6 mésica)
oproti standardni/dlouhodobé DAPT
(12-24 mésicu)

Standardni DAPT (12 mésict)
oproti
dlouhodobé DAPT (30 mésicl)

Vypocet skore=

Hb 212 15 11 W05 510

[ [ [ [ |
WBC $5 B 10 12 14 15 18220

1T 17T 17T 17T 1T T71]
Vék S0 8 M oW =%

[T 1T T T T T T 1]
CrCl D00 B &0 40 bl i

[ T LI LI LI 1
Predchozi ne /Ano
krvaceni I

- 02 4 & B W0 12 14 1918 M o2 M ¥ M N

BUdYSkUrE||||||||||||||||||||||||||||||

Vék
=275
65 az <75
<65

Koureni cigaret
Diabetes mellitus

IM vstupné

Predchozi PCl nebo predchozi IM
Stent uvolnujici paclitaxel
Priimér stentu < 3 mm

CHF nebo EFLK < 30 %

Stent z Zilniho §tépu

-2 body
-1 bod
0 bodd
+1 bod
+1 bod
+1 bod
+1 bod
+1 bod
+1 bod
+2 body
+2 body

Rozmezi skore

0 az 100 boda

-2 aZz 10 bod

Navrhovana hranicni
hodnota pro rozhodovani

Skore = 25 — kratkodoba DAPT
Skore < 25 — standardni/dlouhodoba DAPT

Skore 2 2 — dlouhodoba DAPT
Skore < 2 — standardni DAPT

Kalkulator

wWww.precisedaptscore.com

www.daptstudy.org

DAPT ESC Guidelines 2017



3. Lze ASA nékdy vysadit?

One-Month Dual Antiplatelet Therapy
Followed by Clopidogrel Monotherapy

Versus
Standard 12-Month Dual Antiplatelet Therapy witQ Clopidogrel
n:

After Drug-Eluting Stent Implantatio

SIQEDAPT2

Hirotoshi Watanabe

Takenori Domei, Takeshi Morimoto, Hiroki Shiomi, Masahiro Natsuaki, Toshiaki Toyota, Kensuke Takagi, Yoshiki Hata,
Satoru Suwa, Mamoru Nanasato, Masanobu Ohya, Masahiro Yagi, Takafumi Yokomatsu,
Mitsuru Abe, Kenji Ando, Kazushige Kadota, Ken Kozuma, Yoshihiro Morino, Yuji lkari, Kengo Tanabe,
Koichi Nakao, Kazuya Kawai, Yoshihisa Nakagawa, and Takeshi Kimura,
on behalf of STOPDAPT-2 investigators

ACC 2019



SIS

Primary Endpoint: Net clinical benefit
CV death/MI/ST/Stroke/TIMI major/minor bleeding

10%
=== 1-month DAPT

HR 0.64, 95%CI (0.42-0.98) —— 12-month DAPT
g9 P non-inferiority <0.001
P superiority =0.04

6% Log rank P=0.037

2% 3.7% ACS 38%

2% "_r—'-"—_ﬂ? 4%
D Ofo #l’.-

0 30 60 120 180 240 300 360
No. at risk Days after index PCI

12-month DAPT 1509 1501 1486 1481 1469 1458 1442 1159
1-month DAPT 1500 1494 1479 1475 1468 1453 1441 1151

Cumulative Incidence




SIS

Major secondary iIschemic endpoint
CV death/MI/ST/Stroke

10%
=== 1-month DAPT

HR 0.79, 95%CI (0.49-1.29) —— 12-month DAPT
g9 P non-inferiority =0.005

(]
§ P superiority =0.34
2
e 6%
S
= Log rank P=0.34
S 4%
g 2.5%
(@
2%
2.0%
0%

0 30 60 120 180 240 300 360
No. at risk Days after index PCI

12-month DAPT 1509 1504 1490 1488 1479 1473 1458 1172
1-month DAPT 1500 1495 1480 1476 1471 1458 1446 1157



SIS

Major secondary bleeding endpoint
TIMI major/minor bleeding

10%
’ — 1-month DAPT
HR 0.26, 95%Cl (0.11-0.64) — 12-month DAPT
o 8% P superiority =0.004
=
()]
2
£ 6%
(V]
2
©
E 4% Log rank P=0.002
S
2% 1.5%
__.-l—l_"r 0-4%
0% ==

0 30 60 120 180 240 300 360
No. at risk Days after index PCI

12-month DAPT 1509 1504 1491 1487 1480 1471 1462 1180
1-month DAPT 1500 1495 1483 1481 1477 1467 1457 1166



Ticagrelor Monotherapy Beyond
One Month Versus Conventional
Therapy On Adjudicated Ischemic
And Bleeding Endpoints

G L AS SY Following Drug Eluting Sent
Implantation. Primary Results of
the GLOBAL LEADERS

Adjudication Sub-StudY
(GLASSY)

NCT01813435

M. Valgimigli, MD, PhD
Swiss Cardiovascular Center Bern,
Inselspital, Bern, Switzerland
on behalf of GLASSY Investigators

ACC 2019



GLASSY — Co-PRIMARY EFFICACY EP

(CELKOV/-'\ MORTALITA, MI, CMP A URG. TVR PO 2 LETECH)

-
o

Rate Ratio, 0.85

95% (| 0.72-0.99

P<0.001 for non-inferiority
P=0.0465 for superiority

ACS 51%

Conventional arm
Experimental arm
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0 60 120 180 240 300 360 420 480 540 600 660 730
Days since index procedure
Number at risk

Reference 3791 3671 3644 3626 3603 3591 3565 3547 3526 3503 3483 3465 3420
Experimental 3794 3678 3638 3616 3600 3586 3572 3549 3533 3511 3491 3481 3439

Zadny rozdil v krvaceni ACC 2019



@ Duke Clinical Research Institute Trial DeSig n

INCLUSION Randomize EXCLUSION
« Atrial fibrillation (prior, persistent, >6 hr)  Contraindication to DAPT

—Physician decision for OAC n=4600 * Other reason for VKA
* Acute coronary syndrome or PCI patients (prosthetic valve, moderate / severe

—Planned P2Y,, inhibitor for 26 months / \ mitral stenosis)

Apixaban 5 mg BID Open VKA
Apixaban 2.5 mg BID in selected patients Label (INR 2-3)
Aspirin for all on the day of ACS or PCI
Aspirin versus placebo after randomization

| Aspirin |D " | Aspirin |

Primary outcome: ISTH major / CRNM bleeding
Secondary outcome(s): death / hospitalization, death / ischemic events

Lopes RD, et al. Am Heart J. 2018;200:17-23.

ACC 2019



@ Duke Clinical Research Institute

Major / CRNM Bleeding

20% A

VKA + Aspirin (18.7%)

15% - Apixaban + Aspirin (13.8%)

VKA + Placebo (10.9%)
10%

Apixaban + Placebo (7.3%)

5%

Cumulative Incidence of Event (%)

oo ] Apixaban + Placebo
vs. VKA + Aspirin:
Egem ol @ E B B B & | redoion (W)
VKA and Placebo 1126 1007 947 917 883 851 528

NEJM 2019



@ Duke Clinical Research Institute

Death / Hospitalization

— 40% -

30% 4 VKA + Aspirin (27.5%)

VKA + Placebo (27.3%)
Apixaban + Aspirin (24.9%)
Apixaban + Placebo (22.0%)

20%

10%

Cumulative Incidence of Event (%

o Apixaban + Placebo
0 20 60 %0 120 150 180 vs. VKA + Aspirin:
Number at Risk Days since Randomization 5.5% absolute risk
Apwaban and Placebo 1153 1064 o5 o5 0% o0 e reduction (NNT=18)
VKA and Aspirin 1154 1016 939 899 864 836 492 \ )
VKA and Placebo 1154 1019 946 906 868 837 509

NEJM 2019



4. Co fikaji Guidelines? A"
PCl s implantaci DES: ASA vzdy

* ACS: 12M
PreciseDapt >25 6M

e Stable CAD: 6M
PreciseDapt >25 3M

1M

* DEB 6M

Individualni posouzeni rizika ischémie vs krvaceni
1 M vs cely zivot

] ) v , X CESKA KARDIOLOGICKA SPOLECNOST
Souhrn dokumentu pfipraveny CKS THE CZECH SOCIETY OF CARDIOLOGY

(2017 ESC focused update on dual antiplatelet therapy in coronary artery disease developed in
collaboration with EACTS. Summary of the document prepared by the Czech Society of Cardiology)

Zuzana Motovska?, Ivo Varvarovsky®, Petr Ostadalc
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NOAK a PCI o

Day 1-7 /at

P.CI discharge 1 molnth 3 mc:nths 6 mc;nths 1 vela,-
Elective PCI Triple therapy NOAC
with newer UAER RSl | monotherapy
I ] ] 1 1 1
generation DES | | i e = = = | :
E E------>I?llllllll..llllill.l.l......l.lll-)-i i
Alternative: DAPT only, if CHA,DS,-VASc = 1 {men) or 2 (women) & elevated bleeding risk i
T ] T T i
. { NOAC
+ A+ |
Triple therapy (NOAC + A + C) || criothecapy

i-------——};----------)a; ..............).

NOAC +A+ Tica® | NOACmono |

(llll EEmEmEEN “-----"é---------(

S neoscdomentmwionteny

- (Uncorrectable) high bleeding risk
- Low atherothrombotic risk (by REACH or SYNTAX score if elective; GRACE 2140 if ACS)

Factors to lengthen combination therapy

- First-generation DES
- High atherothrombotic risk (scores as above ; stenting of the left main, proximal LAD,
proximal bifurcation; recurrent Mis; stent thrombasis etc.) and low bleeding risk

EHRA Guidelines, EHJ 2018
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Aspirin po PCl je nezbytny !
(4000 let, levny, ovéreny)

Jak dlouho po PCI?
trvale—12-6-3-1M



SRy cinre  ESE
Nové studie bez ASA

spickova kvalita PCI (OCT, IVUS)
malo rizikovi nem.
rozdil jen v krvaceni

ASA monoth. by vysla podobne












PCI — kvalita (vysokotlaka PD)

Net clinical benefit



SMART-CHOICE

Study design

A prospective, multicenter, randomized, open-label, noninferiority trial

3000 patients undergoing PCI with DES
'
Loading aspirin and P2Y12 inhibitors ,
+ CoCr-EES: cobalt-chromium
___'_..-"""—_ I _—"‘-\._____ everolimus eluting stent
(¥ience series)
+ PtCr-EES: platinum-chromium
CoCr-EES PtCr-EES BP-SES everolimus-eluting stent
(Promus series and Synergy)
I = BP-3ES: bioresorbable
polymer- sirolimus-eluting
stent (Orsiro)

Randomization stratified by

centers, clinical presentation,
and type of P2Y12 inhibitors —l

/E A 5 H.D\ DAPT group
P2Y12 inhibitor monotherapy
after 3-month DAPT , DAPT for =12 months

Primary endpoint: 12-month MACCE

-

ClinicalTrials.gov NCT02079194
Song YB,..., Gwon HC, Hahn JY. Am Heart J 2018 ACC LBCT 2019



Primary end point (MACCE)

— P2¥Y12 inhibitor monotherapy

10 7
8 =
— DAPT
= 6 -
w HR 1.19 (95% CI 0.76-1.85); P=0.46
O
Q
< 47
=
2 =
01 T
0 90 180
No. at risk Time After Initial Procedure, days
DAPT 1498 1471 1454
P2Y12 inhibitor 1495 1456 1430

* MACCE = A composite of all-cause death, myocardial infarction, or stroke

270

1436
1402

2.9%
2.5%

Difference, 0.4%; upper limit of 1-sided 95% ClI, 1.3%; P=0.007 for noninferiority

ACC LBCT 2019



Clinical outcomes at 12 months

P2Y12 inhibitor

Dual antiplatelet

Outcome monotherapy therapy HR (95% CI) P Value
(n=1495) (n=1498)

MACCE 42 (2.9%) 36 (2.5%) 1.19 (0.76-1.85) 0.46
Death 21 (1.4%) 18 (1.2%) 1.18 (0.63-2.21) 0.61
Myocardial infarction 11 (0.8%) 17 (1.2%) 0.66 (0.31-1.40) 0.28
Cerebrovascular accident 11 (0.8%) 5 (0.3%) 2.23 (0.78-6.43) 0.14
Death or myocardial infarction 31 (2.1%) 32 (2.2%) 0.98 (0.60-1.61) 0.94
Cardiac death 11 (0.8%) 13 (0.9%) 0.86 (0.38-1.91) 0.70
Cardiac death or myocardial infarction 22 (1.5%) 27 (1.9%) 0.83 (0.47-1.45) 0.50
Stent thrombosis 3 (0.2%) 2(0.1%) 1.51 (0.25-9.02) 0.65

IBIeedinq BARC type 2-5 28 (2.0%) 49 (3.4%) 0.58 (0.36-0.92) 0.02
Maijor bleeding 12 (0.8%) 14 (1.0%) 0.87 (0.40-1.88) 0.72
Net adverse clinical and cerebral events 65 (4.5%) 81 (5.6%) 0.81(0.58-1.12) 0.20
Maijor bleeding was defined as BARC type 3-5 bleeding.

Net adverse clinical and cerebral events were defined as MACCE plus BARC type 2-5 bleeding. ACC LBCT 2019




Short DAPT study with new DES (n=12)+1 BMS

@ NCT01701453

Study Device Population DAPT Duration Primary Endpoint
ASET - NCT03469856 Synergy SCAD and stabilized ACS No aspirine Composite oi;iadr:;asc_rdeath, TV-HL
@ SENIOR - NCT02099617 Synergy Age 275 émgiins(s(gég}) MACCE (Deal:ltl,Rl\;l, stroke, ID-
POEM - ncro3112707 Synergy HBR 1 month MACE (CD or MI, ARC def/prob ST )
ECVTCJ_I;:}EEJ;O& DAPT Synergy HBR 3 months Death or MI, def/prob ST
ﬁ?ﬁg&;gﬂsr Synergy LM disease 4 months MACE (death, MI, ID-TVR)
erce  ARSTSCCoDES oy GO ARG ke
troos MO LT ke
ﬁgﬂ:gﬁ?g Xience HBR 3 months Death or MI
NMC‘?DS;]E?[;S]APT Ultimaster HBR 1 month NA;Ee(gs:tPé ﬁl‘leI(,: Egr:rk;a)”d
S{'ﬂgﬁgi Resolute HBR 1 month Death or MI, ARC def/prob ST
TICO - NCT02494895 Orsiro ACS 3 months MACCE
omammer R o s O
SMART-DATE EES,ZES,BES ACS 6 months Death, MI, stroke




Very-low-dose twice-daily aspirin maintains platelet inhibition and improves
haemostasis during dual-antiplatelet therapy for acute coronary syndrome

William A.E. Parker (3", Rachel C. Orme'?, Jessica Hanson', Hannah M. Stokes', Claire M. Bridge', Patricia A. Shaw',
Wael Sumaya'?, Kirstie Thorneycroft', Giovanna Petrucci®, Benedetta Porro®, Heather M. Judge', Ramzi A. Ajjan’,

Bianca Rocca®, & Robert F. Storeym

'Department of Infection, Immunity and Cardiovascular Disease, University of Sheffield, Sheffield, United Kingdom, “Department of Cardiology, Sheffield
Teaching Hospitals NHS Foundation Trust, Sheffield, UK, *Institute of Pharmacology, Catholic University School of Medicine, Rome, Italy, *Centro Cardiologico
Monzino, Istituto di Ricovero e Cura a Carattere Scientifico Cardiologico Monzino, Milan, Italy, and “Leeds Institute of Cardiovascular and Metabolic Medicine,

University of Leeds, Leeds, UK

Abstract

Higher aspirin doses may be inferior in tiagrelor-treated acute coronary syndrome (ACS) patients and
reducing bleeding risk whilst maintaining antithrombotic benefits could improve outcomes. We
characterized the pharmacodynamics of a novel dual-antiplatelet-therapy regimen consisting of very-
low-dose twice-daily (BD) aspirin with standard-dose ticagrelor. A total of 20 ticagrelor-treated ACS
patients entered a randomized crossover to take aspirin 20 mg BD (12-hourly) during one 14-day
period and 75 mg once-daily (OD) in the other. After 14 days of treatment, serum thrombaoxane (TX) B2
and light-transmittance aggregometry were assessed pre- and 2 h post-morning-dose, bleeding time
was measured post-dose, and TXA, and prostacyclin stable metabolites were measured in urine
collected 2 h post-morning-dose. Data are expressed as mean = SD. After 14 days treatment, serum
TXB, levels were significantly greater 2 h post-dosing with aspirin 20 mg BD vs. 75 mg OD (3.0+ 36
ng/mL vs. 0.8 + 1.9 ng/mL; p = 0.018) whereas pre-dosing levels were not significantly different (3.5 +
4.1 ng/mL vs. 2.5 +3.1 ng/mL, p = 0.23). 1-mmol/L arachidonic acid-induced platelet aggregation was
similarly inhibited by both regimens pre-dose (8.5 + 14.3% vs. 5.1 + 3.6%, p = 0.24) and post-dose (8.7

+ 14.2% vs. 6.6 + 5.3%; p = 0.41). Post-dose bleeding time wa ED (680 £ 306 svs.
834 + 386 5, p = 0.02). Urinary prostacyclin and TX ot significantly
different. In conclusion, compared to aspirin 75 mg @D d consistent
inhibition of platelet TXA: release and aggregation, and fsis, in ticagre-
lor-treated ACS patients. Further studies are warranted to as : i en improves the

balance of clinical efficacy and safety.
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Prasugrel monotherapy

Eurolntervention. 2019 Apr 23. pii: EIJ-D-19-00131. doi: 10.4244/E1)-D-19-00131.
[Epub ahead of print]

Prasugrel monotherapy after PCl with the SYNERGY stent in patients with chronic
stable angina or stabilized acute coronary syndromes: rationale and design of the
Kogame N(1), Modolo R, Tomaniak M, Cavalcante R, de Martino F, Tinoco J, Ribeiro
EE, Mehran R, Campos CM, Onuma Y, Lemos PA, Serruys PW; Collaborators.
Collaborators: Morel MA, Piek JJ, Wykrzykowska JJ.

Author information:

(1)Department of Cardiology, Amsterdam University Medical Center, Amsterdam, the
Netherlands.

AIMS: To demonstrate the feasibility and safety of prasugrel monotherapy without
aspirin post procedure in selected patients undergoing successful percutaneous

coronary intervention (PCl) with the SYNERGY stent.
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Limitations

« Lack of consensus on the use of the NACE as primary endpoint

« Open label design with its inherent limitations

« Limited enroliment of high ischemic risk patients

* Lower ischemic risk of Japanese versus US/European CAD patients
« Ticagrelor / Prasugrel (standard dose) not available in Japan

* No assessment of aspirin monotherapy after 1-month DAPT



GLOBAL LEADERS design GLATsY

Experimental arm

ACS + || | ASA75-100 ma/d
Stable CAD Ticagrelor 90 mg bid “All-comers”
PCI population
Control arm N =15991

ACS: ASA 75-100 mg/d
UA+NSTEMI+STEMI | Ticagrelor 90 mg bid ASA 75-100 mg/d

1:1 Randomisation,
open-label design,
130 centers
worldwide

Any type of lesions:
Left main, SVG, CTO
bifurcation, ISR, etc.

Stable CAD ;
Clopidogrel 75 mg/d
| | | | | | | Unrestricted use of

030d 90d 120d 1year 1.5 years 2 years DES (number, length)
Randomization was also stratified by site




SMART-CHOICE trial

In the SMART-CHOICE study, which was presented in the same late-breaking
trials session by Joo-Yong Hahn, MD, PhD (Samsung Medical Center, Seoul,
Korea), 2,993 patients receiving PCl with current-generation DES (Xience,
Promus, Synergy, and Orsiro) at 33 Korean centers were randomized to keep or
drop the aspirin after 3 months of DAPT and followed through 1 year.

There was no difference between the short- and long-term DAPT patients
regarding the primary endpoint of MACCE (all-cause death, MlI, or stroke; 2.9%
vs 2.5%; HR 1.19; 95% CI 0.76-1.85), and this was confirmed in a landmark
analysis at 90 days.

Clinical outcomes at 12 months were similar between the study groups, with the
exception of a greater degree of BARC 2-5 bleeding observed in those receiving
12 months of DAPT (2.0% vs 3.4%; HR 0.36; 95% CI 0.36-0.92; P = 0.02). This was
slocgrlme\gha(’)c anego)liate in a landmark analysis at 90 days (HR 0.59; 95% CI 0.34-

All prespecified subgroups seemed to consistently benefit from either DAPT
regimens, although patients who received prasugrel or ticagrelor as their P2Y12
E\Rli)britor compared with clopidogrel tended to do better with 12 months of



Conclusions

« In this prospective randomized trial, P2Y 12 inhibitor monotherapy after 3-
month DAPT was noninferior to 12-month DAPT for the primary end point of
MACCE at 12 months after the index procedure.

« The 3-month landmark analysis and per-protocol analysis showed
consistent results.

« Moreover, P2Y12 inhibitor monotherapy reduced the risk of bleeding
compared with prolonged DAPT.

«  P2Y12 inhibitor monotherapy after short duration of DAPT is a novel
antiplatelet strategy balancing ischemic and bleeding risk in patients
undergoing PCI.

ACC LBCT 2019



Aspirin primary prevention trials

TheC ARRIVE trial JAspirin to Re-
duce Risk © lal Vascular Events)

—published simultaneously in The
Lancet—randomized >12 000 Euro-
pean and US primary care patients
age 55 to 60 with moderate cardio-
vascular risk to 100 mg aspirin or
placebo daily and followed them for
5 years. It found no reduction in the
incidence of major cardiovascular
events in the aspirin group. In fact,

The results of th€ ASPREE tria
published in the New EngtarrerTour-

nal of Medicine in September, raised
further doubt about the benefits of
aspirin for primary prevention. That

A second major tral-RLesented
at the meeting, @
(A Study of Cardiovasctfar tvents

IN Diabetes)—published simultane-
ously in the New England Journal of
Medicine—randomly assigned >15
000 patients with diabetes mellitus
to either 100 mg aspirin or placebo
daily. Aspirin reduced the risk of a
first vascular event, but at a cost of
serious bleeding events requiring
hospitalization, said principal inves-
tigator Jane Armitage, FRCP, FFPH,



Z. Motovska, I. Varvarovsky, P. Ostadal
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Velikost krouzkd odpovidé velikosti zkoumanych soubor Barva ohraniceni krouzkli oznacuje typ pacientli zafazenych do dané studie



Doporuceni tykajici se vybéru a nacasovani podavani inhibitoru

P2Y,, (Dokonceni ze strany xx)

U pacientu s AKS podstupujicich PCl je
vedle kyseliny acetylsalicylové doporucovan
prasugrel (nasycovaci davka 60 mg, denni
davka 10 mg), coz se tyka pacientu dosud
nelécenych inhibitory P2Y,, s non-STE AKS
hebo se zpocatku konzervativné |é¢enymi
STEMI, je-li potvrzena indikace PCl, pfri-
padné u pacientu se STEMI podstupujicich
neodkladnou koronarni katetrizaci,© neni-li
pfitomno vysokeé riziko zZivot ohrozujiciho
krvaceni nebo jina kontraindikace.

) ] .. . CESKA KARDIOLOGICKA SPOLECNOST
Souhrn dokumentu pfipraveny CKS THE CZECH SOCIETY OF CARDIOLOGY

(2017 ESC focused update on dual antiplatelet therapy in coronary artery disease developed in
collaboration with EACTS. Summary of the document prepared by the Czech Society of Cardiology)

Zuzana Motovska? Ivo Varvarovsky®, Petr Ostadalc



Table 7 Doses of antiplatelet and anticoagulant drugs used during and after myocardial revascularization

Antiplatelet drugs

Aspirin Loading dose of 150-300 mg orally or 75—150 mg i.v. if oral ingestion is not possible, followed by
a maintenance dose of 75—-100 mg/day.

Clopidogrel Loading dose of 600 mg orally, followed by a maintenance dose of 75 mg/day.

Prasugrel Loading dose of 60 mg orally, followed by a maintenance dose of 10 mg/day.
In patients with body weight <60 kg, a maintenance dose of 5 mg is recommended.
In patients aged >75 years, prasugrel is generally not recommended, but a dose of 5 mg should
be used if treatment is deemed necessary.

Ticagrelor Loading dose of 180 mg orally, followed by a maintenance dose of 90 mg b.i.d.

Post-interventional and maintenance treatment

Life-long single antiplatelet therapy, usually aspirin, is recommended.®®"%*

Instruction of patients about the importance of complying with antiplatelet therapy is recommended.

In patients with SCAD treated with coronary stent implantation, DAPT consisting of clopidogrel in addition to aspirin is

generally recommended for 6 months, irrespective of the stent type.© 690-694

DAPT consisting of aspirin and a F"2Y1_2 receptor inhibitor represents

the cornerstone of treatment in patients undergoing elective PC|.5%°

ESC Revascularization Guidelines 2018



P . PCI-CURE - Celkové dlouhodobét vysledk
CU RE - Hlavnl VySIEdky ucl nOSt C E Slozenina kardiovaskularni smrti a infarktu myokardu od randZmizace dt:ay korf:é'JﬁE

Primarni endpoint (2) sledovanit

% pacient s opakovanou ischemickou prihodou* Kumulativni mira rizika

0.15 12.6%

8.8%

20% RRR - —— Standardni lécbat

p=0.00009 —— Clopidogrel

+ standardni lécbat
n=12,562 31% RRR

—— Standardni |éébat =
—— Clopidogrel + standardni lé¢ba¥ P 0.002

10 11 12 Dny sledovani

Mésice sledovani e e . .
tyE = . a = prumerna doba od randomizace do PCI (10 dnu)
vcetne ASA The CURE Investigators. N Eng J Med August 2001, = 39 dni po primérné dobé PC

*kardiovaskularni smrt, IM, nebo CMP Data on file taz 12 mésica Ivéetné ASA The CURE Investigators. Lancet August 2001




CREDO

Clopidogrel for the Reduction of Events during Observation

26,9%
P=0,02
121 ,

10+ 19.7% 37.4%
6 NS P=0.04

u(I:nl\l;lt::’) Iol/\;[’ 61 | M clopidogrel
4.6 O placebo

0-28 dni 29 dni - 1 rok 0-1 rok

3-24h pred PCI; 2 116 nemocnych






