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@ ESC 2018 ESC/EACTS Guidelines on myocardial
European Society r@vascularization

of Cardiology

Peri-interventional treatment
681-683

Aspirin is indicated before elective stenting,

An oral loading dose of aspirin (150-300 mg p.o. or 75-250 mg i.v.) is recommended if the patient is not pre-treated.

Life-long single antiplatelet therapy, usually aspirin, is recommended,®?!%

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

European Heart Journal (2019) 40, 87-165



Aspirin po PCI je zbyteCny




Aspirin pri PCI je nezbytny

Incidence
No ASA ASA

189 (1.32,2.711) 387T% 2.719%
1.08 (0.84,1.39) 5.71% 5.54%
0.79 (0.38,1.64) 047% 0.60%
1.52 (0.97,240) 165% 1.00%
1.17 (0.89,1.54) 437% 4.14%
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: P=0.007 0.89 (0.68,1.17) 3.47% 4.07%
Stroke/CVA - I 4.24(1.49,12.11) 0.52% 0.15%
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1P=0.0005
Death =

Transfusion =

Nephropathy requiring dialysis =
CABG -

Contrast induced nephropathy =

Vascular complication -

Repeat PCI (same lesion) - 1.13 (0.55, 2.34) 0.50% 0.47%
Emergent CABG - 0.94(0.26,3.43) 0.20% 0.20%
Post procedural MI - 1.54 (0.77, 3.05) 0.70% 0.50%

0.25 0.5 N T

<<favors no ASA >>favors ASA

J Am Coll Cardiol 2013;62:2083-9




Aspirin pri PCI je nezbytny ?7?7?

WOEST

Study Design-2

1:1 Randomisation:

Double therapy group: Triple therapy group

OAC + 75mg Clopidogrel qd OAC + 75mg Clopidogrel qd + 80mg Aspirin qd

1 month minimum after BMS 1 month minimum after BMS

1 year after DES 1 year after DES

Follow up: 1 year
Primary Endpoint: The occurence of all bleeding events (TIMI criteria)

Secondary Endpoints:

- Combination of stroke, death, myocardial infarction, stent thrombosis and
target vessel revascularisation

- All individual components of primary and secondary endpoints
|

STQNTONIUS

DeWilde W, et al. ESC Munich, August 28, 2012



Aspirin pri PCI je nezbytny ?7?7?

Secondary Endpoint (Death, MI,TVR, Stroke, ST)

— Triple therapy group
= Double therapy group
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p=0.025

HR=0.60 95%CI[0.38-0.94]

DeWilde W, et al. ESC Munich, August 28, 2012



GLOBAL LEADERS: schéema lecby

GLWBAL
LEADERS
Ticagrelor monotherapy beyond one month

vs. standard dual antiplatelet therapy
following drug eluting stent implantation:
A randomised multicentre superiority trial.

Patrick W. Serruys MD PhD
Erasmus University, Rotterdam, Netherlands

Pascal Vranckx, Marco Valgimigli, Stephan Windecker (PIs)
Christian W. Hamm, Peter Jiini, P. Gabriel Steg, Gerrit-Anne van Es (SC)

ESC Congress
Munich 2018 *

Lancet 2018 Sep 15,392{10151):940-949

Experimental strategy

ACS +
Stable CAD

l ASA 75-100 mg/d

Ticagrelor 90 mg bid

Reference strategy

ACS:

UA+NSTEMI+STEMI

Stable CAD

Ticagrelor 90 mg bid

ASA 75-100 mg/d

ASA 75-100 mg/d

Clopidogrel 75 mg/d

H:I:I:I:I:I

030d 90d 120d

1.5 years

2 years

“All-comers”
PCI population
N = 15,991

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

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

O Unrestricted use of
DES (number, length)

Bivalirudin-supported

BioMatrix DES by default



GLOBAL LEADERS: vysledky po 2 letech

Kaplan Meier estimate of all-cause death or
New Q-wave MI or equivalent LBBB at 2 years

-y
=
(%
>
)
?
(o
3
[}
=
e
o
=
whed
1]
v
©
[
0
=
]
o
—_—
<

or equivalent LBBB (%b)

—— Reference arm

Experimental arm

RR (95%CI)=0.87 (0.75-1.01)
P=0.073

60 120 180 240 300 360 420 480 540 600 660 730
Days since index procedure

Kaplan Meier estimate of BARC 2, 3 or 5 bleeding at 2 years

BARC 2, 3 or 5 bleeding (%)

—— Reference arm
Experimental arm

RR (95%CI)=1.00 (0.88-1.12)
P=0.962

e ——_—— —_—e——pee— ——
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Days since index procedure

Lancet 2018 Sep 15,392{10151):940-949



GLOBAL LEADERS: compliance ve 1.roce vs klinicke vysledky

Adherence to treatment strategies Primary and secondary outcomes
0%  25% 50% 75% 100% at 12 months (Intention to treat)

Discharge crcentage S0 NIET) Reference  Risk Ratio
Experimental arm group group (95% CI)

Reference arm i
Number of pts. N=7980 N=7988

Follow-up 1 M
Experimental arm

Reference arm All-cause

Follow-up 3 M mortality or new p 2.47 %, (197)
Experimental arm 86 % Q-wave MI* :

Reference arm 94 % All-cause .35 % 1.64 % 0.82
Fnllow-up 6M mortality (10 (131) (0.64-1.06)
Experimental arm 85 % New Q-wave . 0.86 % 0.70

Reference arm 92 9, MI (48) (69) (0.48-1.00)

Follow-up 12 M
Experimental arm 82 %
Reference arm 89 9/,

Follow-up 18 M
Experimental arm
Reference arm

Follow-up 24 M ]
Experimental arm In ACS: Ticagrelor + ASA

Reference arm In SA: Clopidogrel + ASA

0.79

(0.64-0,98)

0.028

0.13¢

0.052

I Ticagrelor mono in ACS and SA

*Mantel-Cox method based on time of death or diagnosis of new
Q wave MI

**Mantel-Cox log-rank method for secondary safety endpoints

Lancet 2018 Sep 15,392{10151):940-949



GLOBAL LEADERS: compliance ve 2.roce vs klinické vysledky

Adherence to treatment strategies Primary and secondary outcomes
0% 5% 50 100% at 24 months (Intention to treat)
Discharge

Percentage
Experimental arm

Reference Risk Ratio
Reference arm

group (95% c1) Pvalue
Number of pts. N=7980
Follow-up 1 M
Experimental arm

N=7988
Reference arm

Follow-up 3 M

Experimental arm
Reference arm
Follow-up 6 M

Experimental arm
Reference arm

Follow-up 12 M
Experimental arm
Reference arm

Follow-up 18 M

Experimental arm
Reference arm

Follow-up 24 M

Experimental arm
Reference arm

All-cause o
maortality or new 3{31 _h'ﬂ"f 4.37 %, (349) 0.87
Q-wave MI L

All-cause . 3.17 %
mortality (22 (253)
New Q-wave . 1.29 %
MI (83)

(103)

0.88

0.80

(0.60-1.07)

(0.75-1.01)

(0.74-1.06)

0.073

0.18

0.14

I Ticagrelor monotherapy in ACS and SA
ASA monotherapy in ACS and SA

Lancet 2018 Sep 15,392{10151):940-949



Compliance pfi leCbé ticagrelorem: problém u pacienta nebo u Iékare ?

Study drug/strategy non-adherence in published ticagrelor trials

Experimental Reference
Study Treatment treatment Follow up
Group Group

' Global Leaders 27.40% 6.90% 2 years .
Plato 23.40% 23.10% 1 year

Plato invasive 23.10% 21.80% 1 year

(32.0% (90mg

Pegasus (28.7% (60mg

21.40% 36 months

Socrates 17.50% 14.70% 90 days

Euclid 30.10% 25.90% 30 months

Lancet 2018 Sep 15,392{10151):940-949



DAPT po ACS 1 mesic 7?7

ACS

Umrti
+ 0,86 (0,69-1,08)
infarkt myokardu

Krvaceni BARC 3,5 0,73 (0,54-0,98)




Lekce z GLOBAL LEADERS:

Aspirin zustava zakladnim Iékem pro dlouhodobou
monoterapii nemocnych po PCI

(celkovy vysledek na konci studie neprokazal statisticky vyznamnou prevahu monoterapie ticagrelorem)

...ale ticagrelor bez aspirinu byl v 1.roce vyznamne lepsi !



Lekce z GLOBAL LEADERS:

Vysazovani ticagreloru pri podezreni na nezadouci ucinky lecby
je v 75% pripadu nepfimérené

1-meésicéni DAPT po ACS, nasledovana monoterapii
ticagrelorem
vyznamne snizuje vazné krvaceni proti 12-mesicni DAPT pri
srovnatelne ucinnosti



@ ESC 2018 ESC/EACTS Guidelines on myocardial
curopean soclely. revascularization

of Cardiology

Dual antiplatelet therapy duration in patients with indi-
cation for oral anticoagulation

It is recommended that periprocedural aspirin Triple therapy with aspirin, clopidogrel, and

and clopidogrel are administered to patients an OAC for longer than 1 month and up to 6

undergoing coronary stent implantation, months should be considered in patients
with high ischaemic risk due to ACS or other

In patients treated with coronary stent implan- anatomical/procedural characteristics, which

tation, triple therapy with aspirin, clopidogrel, outweigh the bleeding risk.””

and an OAC should be considered for 1 month,

irrespective of the type of stent used.” European Heart Journal (2019) 40, 87-165




Antithrombotic therapy after Acute Coronary Syndrome or

Percutaneous Com&adél?;-rl\jgn;:,?;)in Atrial Fibrillation AS pi ri n po PC I je Zbyteény : AU G U ST U S

The AUGUSTUS Trial: Apixaban vs VKA or Aspirin vs Placebo in Patients with Atrial Fibrillation
and Acute Coronary Syndrome and/or Percutaneous Coronary In_tervention:

NVAF (prior, persistent/permanent, paroxysmal) Exclusion
= Physician decision that oral anticoag is indicated = Contraindication to Dual Antiplatelet Therapy
= ACS and/or PCI with planned P2Y, inhibitor for = QOther reason for VKA (mechanical valve,
at least 6 months moderate/severe Mitral valve stenosis)

Anticoagulant Comparison Antiplatelet Comparison
(n =4,614) (n=4,614)
2x2 Factorial Design
1:1:1:1 Randomization to four
treatment Regimens

Op abel
Dpen Label Double blind

Apixaban 5 mg BID VKA ASA 81 mg QD Placebo
2.5 mg BID if criteria met (INR 2.0-3.0)

‘ Double { Double Open Label Open Label
blind blind

A P2Yy, inhibitor for all patients x 6 months A P2Y,; inhibitor for all patients x 6 months

Adapted from: Lopes RD, et al. Am Heart J. 2018;200:17-2 )es RD, Heizer G, Aronson R, et al. N Engl J Med. 2019;doi: 10.1056/NEJMoa18

N Engl | Med 2019; 380:1509-1524



Aspirin po PCI je zbyteCny : AUGUSTUS

Primary Outcome:
ISTH major or CRNM bleeding

Apixaban vs VKA Aspirin vs Aspirin Placebo

HR 0.69, 95% Cl 0.58-0.81
P<0.001 for non-inferiority
P<0.001 for superiority
ARR=4.2%

NNT=24

HR 1.89, 95% CI 1.59-2.24
P<0.001

ARI=7.1%

NNH=14

VKA: 14.7% Aspirin: 16.1%

Apixaban: 10.5%
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Cumulative Incidence of Event (%)

0 3 60 90 120

. ) Days since Start of Intervention . Days since Start of Intervention
Number at Risk sk
ixaban 2290 2 2018 1957 1902 z 2003 36 7

1863 1789 w7
VKA 2259 98 1861 1795 1736 200¢ 1880

All patients were concomitantly receiving P2Y ,, therapy

Lopes RD, Heizer G, Aronson R, etal. N Engl J Med. 2019;doi: 10.1056/NEJMo0a1817083

N Engl | Med 2019; 380




Aspirin po PCI je zbyteCny : AUGUSTUS

ISTH or CRNM Bleeding, According to Intervention Combination
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Number ot Rick Days since Start of Intervention

Apixaban and Aspirin 1145 1036 975 937 903
Apixaban and Placebo 1143 1075 1044 1007 75
VKA and Aspirin 1123 962 881 838 800

VKA and Placebo 1126 1007 947 a7 883

All patients were concomitantly receiving P2Y,, therapy
Lopes RD, Heizer G, Aronson R, etal. N Engl J Med. 2019;doi: 10.1056/NEJMoa1817083

N Engl | Med 2019; 3

VKA + Aspirin (18.7%)

Apixaban + Aspirin (13.8%)

VKA + Placebo (10.9%)

Apixaban + Placebo (7.3%)




Aspirin po PCI je zbyteCny : AUGUSTUS

Secondary Outcome:
Death or Hospitalization

Apixaban vs VKA Aspirin vs Aspirin Placebo

.
]

HR 0.83, 95% CI 0.74-0.93

P=0.002
ARR=3.9% VKA: 27.4%

NNT=26

HR 1.08, 95% CI 0.96-1.21
P=0.20
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Aspirin: 26.2%

T . 0
Apixaban: 23.5% Placebo: 24.7%

S
o
c
1]
>
w
Y
o
[}
Q
c
1]
S
3]
£
]
2
2
]
3
E
=1
(6]

Cumulative Incidence of Event (%)

0 60 =] 120 0 3 60 90 120
N Days since Randomization umbor ot ik Days since Ffa_"dom'zat'?:

Apixaban 2306 2060 1965 1881 1821 72 947 spkin 2307 2042 1908 1822
VKA 2308 2035 1885 1805 1732 ’ ’

All patients were concomitantly receiving P2Y,, therapy

Lopes RD, Heizer G, Aronson R, etal. N Engl J Med. 2019;doi: 10.1056/NEJMoa1817083

N Engl | Med 2019; 380




Aspirin po PCI je zbyteCny : AUGUSTUS

V eV 7/

. Apixaban je bezpecnéjsi (NNT=24) a ucinnéjsi (NNT=26) nez VKA

. Aspirin vyrazneé zvysuje riziko krvaceni (NNH=14)

4. Aspirin nesnizuje vyznamne riziko ischemickych prihod



Aspirin je po PCIl rozhodneé zbytecny, protoze:

» Po PCI (stabilni, ACS) budou vyhodnéjsi P2Y ,, inhibitory
(=budoucnost)

* Po PCI u nemocnych s fibrilaci sini pridani aspirinu zvysuje
riziko krvaceni a nepfinasi vyznamny prospech

(= zhava soucasnost)



Aspirin po PCI je zbytecny
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