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Prednemocni€éni Periproceduralni
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Antitromboticka lécba

Anticoagulation

Bivalirudin

Tissue Factor

l

Plasma clotting
cascade

!

Prothrombin

Factor
—
Xa

Y

Thrombin

Y

Antiplatelet
Collagen
ADP

Thromboxane A, Clopidogrel

Prasugrel

| ]

Conformational
activation of GPIIb/llla

GPlib/llla
inhibitors

Platelet
aggregation

Fibrinogen —— Fibrin

Nemocnicni Dlouhodoba

/y Abciximab
—> Epfifibatide

Tirofiban
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Q 2. P2Y12 inhibitors:

wmsemmww—_  Farmakokinetika a farmakodynamika
Drug Administration Activation Receptor Onset of Offset of Loading Maintenance
(CYP binding action action dose dose
dependant)
Clopidogrel oral sensitive to  irreversible 2-8 hrs 7-10 600mg 1x75mg
inhibition days
Prasugrel oral resistant to| irreversible |0,5-4 hrs| 7-10 60mg 1x10mg
inhibition days (5mg)
Ticagrelor oral not needed | reversible |0,5-2hrs| 3-5days 180mg 2x90mg
Ph arm aCO kl n etl CS Pb?c:ﬁ:tri\cslflormqﬁon ch 30% paﬁenis
none, 1-step or semi/resistant to
clopidogrel

2-step oxydation

CYP-dependent
oxidation
CYP3A4/5

CYP2B6

Ticagrelor o

Binding
Hydrolysis 1
by esterase

& ® —> &= Platelet

Prasugrel

P2Y,,

Clopidogrel

\' CYP-dependert
& oxidation

oxidation
CYP1AZ 4
CYP28B6 |
CYP2C19

CYpP2C19
CYP3A4/5
CYP286

@ Active compound

@ Intermediate metabolite

o] Pradrug 1 .

Ferreiro JL, Circ Cardiovasc Interv 2012;5:433-445
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2014 ESC
Consensus Document
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CURRENT OPINION

Management of antithrombotic therapy in atrial
fibrillation patients presenting with acute coronary
syndrome and/or undergoing percutaneous
coronary or valve interventions: a joint consensus
document of the European Society of Cardiology
Working Group on Thrombosis, European Heart
Rhythm Association (EHRA), European
Association of Percutaneous Cardiovascular
Interventions (EAPCI) and European Association
of Acute Cardiac Care (ACCA) endorsed by the
Heart Rhythm Society (HRS) and Asia-Pacdific
Heart Rhythm Society (APHRS)
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2015 ESC
NSTE-ACS Guidelines
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E3C CUIDELINES
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() 2015 ESC guidelines for the management

~ of acute coronary syndromes in patients
presenting without persistent ST-segment
elevation

Task Force for the Management of Acute Coronary Syndromes
In Patients Presending without Persistent ST-Segment Elevation

of the European Society of Cardiology (ESC)

AushorsTask Force Menmbers: HmoW(W)MmMC&MP&m
* (Co-Chairgarson) {1aly). JeanrPhibppe Collet! (Francs), Christian Muetier!
(Switnertand), Marco Vaghwigl! (The Nethartuds), Felicin Andreotd (Itay)
Jurcen |. Sax {The Nethorl snch), Michael A Borger (Germany), Carlos Brotom (Spain)
Deruk P. Chew (A kz), Barn Gencer (9 ) Gard H: fums (Currrmny),
Kol K ), Patrizio L (Belgium ), UK Landmecser (Germrany),
Jubnds Muhili (Germmny ), Dababrata Mubberjee (USA), Robert F. Storwy (UK),

and Stephas Windecker (Switzurisnd)
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2016 ESC
A-Fib Guidelines Nova
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2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

The Task Force for the management of atrial fibrillation of the
European Socisty of Canfiology (ESC)

Developed with the speclal conoribution of the European Heart
Rhythm Association (EHRA) of the ESC

Endarsed by the European Stroke Organisation (ESO)

Authore'T sk Forcs Mermben: Paules Kirchhof* (Chairperson) (UKIGarmsny)
Sonfano Benusd*' (Co-Chairperson) {Switzeriand), Dipak Kocecha (UK),

Anders Ahlsson” (Sweden), Dan Atar (Norway), Barbara Casadel (UK),

Manwel Casteila® (Sgan). Hare-Christoph Diener® (Germany), Hein Hedbuchel
(Beighom), Jeroen Hendrihs (The Notherlands), Gerhiard Hindricks (Germany).
Antonis 5. Masolis (Greece), unu Oldgren (Sweden), Bogdan Alexandru Pepescu
(R ia), Ulrich Seh (The ). Bart Van Pume’ (The Nethertnds),
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= ESC Guidelines pro revaskularizace 2014

Recommendations for antithrombotic treatment in patients undergoing PCl who require oral anticoagulation
Class” | Level | Ref |

s PCla antikoagulacni lécba A

Intervenéni kardiologie
IKK FN Eirno

m
' Srgaane®

Recommendations

In patients with a firm Indication for oral anticoagulation (e.g. atrial fibriffation 22,
vmousdarombounbdlmuwmmmba.ormedumalnmma)ml o
momnmdednnd&ummanuphwetmmy
SR 0 preferred over BMS among patients requiring oral anticoagutation if bleeding risk is |

PSR and acrial fibrillation s 22 at low bleedingrisk (HAS-BLED
ﬂ)wﬁalviphdnrapyol(N)OACmdASA( lopidog-onSmgt

:md«odforaWmdummm:mwornmmmoiswbydww
with (N)OAC and aspirin 75100 mg/day orclopidognl (75 mg/day) continied up to IZrnomhs

HA;DS‘VAScsc e sl
Batrial fibrillation at low bleeding W itial triple therapy of
(N)OACMASA(?S—IOOWdzy)anddop&dogrdB m—|dJered for 3 duration of

6 months irrespective of stent type followed by (N)OAC and aspirin 75-100 mgiday or clopidogre!
(75 mg/day) continued up to |2 months, s
In patients requiring oral anticoagulation at high bleeding (HAS BLED 23), fiple therapy of (NJOAC and |
ASA (75~100 mg/day) and clopidogre! 75 mg/day should ticn of one month followed
by (NJOAC and aspirin 75100 mg/day or clopidogrel (75 mg/day) irrespective of clinical setting (SCAD or
ACS} and stent type (BMS or new-generadon DES).

Dual therap OAC and clopidogrel 75 mg/day may be considered as an alternative to initial trip
thenp/nsdectedpujenu

The use of ticagrelor and prasugrel as part of initial triple therapy is not recommended
Anticoagulation therapy after PCIHin ACS patient

In selected patients who receive ASA and clopidogrel, low-dose rivaroxaban (2.5 mg twice daily) may be
considered in the setting of PCI for ACS if the patient Is at low bleeding risk

Anticoagulation during PCl in patients on oral anticoagulation

It Is recommended to use additional parenteral anticoagulation, regardiess of the tming of the last dose of
{N)OAC.

Periprocedural parenteral anticoagulants (bivalirudin, enoxaparin or UFH) should be discontinued
immediately after primary PCL

“Class of recommendation.

®Level of evidence.

“References.

ACS = acute coronary syndrome; ASA = acetylsalicylic acid; BMS = bare-metal stent: CHA,D5,-VASc = Cardiac failure, Hypertension, Age >75 [Doubled], Diabetes, Stroke
[Doubled]- Vascutar disease, Age 65-74 and Sex category [Female]): DAPT = dual antplatelet therapy. DES = drug-eluting stent: (NJOAC = (non-vitamin K antagonist) oral
nticoagutant: HAS-BLED = hypertension, abnormal remal/liver function, stroke, bleeding history or predisposition, labile INR, elderty. drugs/alcobolk INR = international normalized
ratio; LV = left ventricular: PCl = percutaneous coronary interventione SCAD w stable coronary artery disease: UFH = unfractionated heparin.
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Management OAK u AKS/PCI

Vyuziti CHA,-DS,-VASc a HAS-BLED (Class IC)

INR 2.0-2.5 v ptipad¢, Ze pacient uziva VKA + clopidogrel a/nebo aspirin
( )

Niz$i davka NOAK ( )

Single OAK u pacientt se stabilni ICHS (

Radialni pfistup ( )

DES u pacientl s nizkym rizikem krvaceni ( )

Prasugrel a/nebo ticagrelor nejsou doporu¢eny do trojkombinace (

)




! I B Studie WOEST
573 pacientli s PCl na OAK

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

Any TIMI Bleeding
Primary Endpoint)

Triple therapy group

Triple therapy group — Double therapy group

— Double therapy group
40 %

19.5%.

Q
()
c
Q
o
(8)
IE
()
2
)
Lo
=
£
=]
O

Cumulative incidence

p<0.001 p=0.025
HR=0.36 95%CI [0.26-0.50] HR=0.60 95%CI[0.38-0.

T T T 1 \ \ | I | |
0 30 60 90120 180 270 365

Days

e Dewilde WJ et al. Lancet. 2013;381:1107-15
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ISAR-TRIPLE
* 614 PCI pacientii s DES na OAK (32% s AKS)

Umrti, IM, ST, CMP nebo
TIMI Velké krvaceni

6-més P value

KV amrti 1.7% 3.0% 0.29
P=0.63

IM 2.0% 0.03

Definitivni ST 0.7% 0.50

Ischemicka

CMP 1.0% 1.3% 0.99

TIMI velké
6-month krvacenig

5.3% 4.0% 0.44

*Fiedlrer KA, et al. J Am Coll Cardiol 2015;65:1619-29




' L%  Doporuceni pro kombinaci
protidestickove 1écby s NOAK

RE-LY ROCKET-AF ARISTOTLE ENGAGE

Dabigatran ~ Rivaroxaban Apixaban Edoxaban

Concomitant use
0 ~ 0 ~ 0 ~ 0
of aspirin alone 32% ~37% ~31% ~29%

Concomitant use
of clopidogrel ~2% <2% ~2% ~2%
alone

Concomitant use

of DAPT ~5% Excluded Excluded Excluded

*Percentages refer to use of antiplatelet drugs at some time during the study period, including discontinuation at enrollment and non-consecutive
use

Capodanno D, et al. Eurolntervention. 2015;10:1015-21



MATRIX: Radialni pristup (z IlaC na |A)

8,404 AKS pacientu k radialni vs femoralni PCI

30-denni vysledky

P=0.03* P=0.01 P=0.045 P=0.20 P=1.00 P=0.01
11,7%
10,3% 9,8%
8,8% == 7,9%
—— 7.20 77°
169 2:2% 1 6% 2.3%
— 0,4% 0,4% —
MACE NACE Death M Stroke BARC 3-5
* Radial Femoral

*15% significant reduction at nominal 5% alpha which is however NOT significant at the pre-specificed alpha of 2.5%

|
f./- i CATANLA Catania, Italy

G f UNIVF, RSITA | Ferrarotto Hospital
F'ﬁ 'd( 151LD | A.0.U. Policlinico-Vittorio Emanuele

Valgimigli M, et al. Lancet. 2015;385:2465-76
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2012 2013 2014 2015
52% 68% 75% 76,0%
14% 38% 62% 58,6%
11% 34% 31% 40,0%
10% 15% 30% 61,0% 2015
30% 20% 25% 25,0%
85% 77% 85% 85,0%
0, 0 - \'4 r
sz oo @ 11/22 katetrizaénich
g g v JUAE \¥J 4 ~r ’
809% 839% 85% 87,0% laboratori vyuziva TR
84% 81% 90,0% v o
509 ou5% 05,09 pristup ve >90%
9% 9% 8% 4,0%
88% 95% 96% 97,0%
95% 95% 96% 96,0% 3/22v < 50%
50% 78% 89% 90,0%
75% 79% 89% 92,0%
95% 95% 95% 95,0%
90% 87% 91% 92,0%
96% 96% 97% 96,0%
66% 92% 96% 94,0%
82% 91% 91% 90,0%
87% 89% 87,0%

67% 70% 76% 78%
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BRRG" snevalv. FSa NSTE-AKS
MANAGEMENT PCI OMT / CABG

STRATEGY

BLEEDING HIGH
RISK (e.g. HAS-BLED 2 3)

Triple (IIa C) or
Triple therapy dual (IIb B) therapy

(IIa C) o 'alle
EIEAC]

C Antithromboticka 1écba pacientt

i = Lot

Dual therapy Dual therapy
(IIa C)
N
months Dual therapy m

é[la i
12 months —
Monotherapy ) Monotherapy ) Monotherapy*{l]

Lifelong —

Oral Aspirin 75-100 mg Clopidogrel 75 mg
Anticoagulation daily daily

 Roffi M, et al. Eur Heart J. 2016;37:267-315

Time from PCI/ACS




[ Antitrompboticka lecba pacientu ®

FS vyzadujici OAK po AKS

Riziko krvaceni vs Riziko krvaceni vs
ischemické je nizké ischemické je vysoké
AKS/stent AKS/stent

Time from ACS
0

Triple therapy? (1A €]
1 month

Triple therapy? (1IaB)
3 months DEE

6 months

Dual therapy® (IIaC)
[laorcl

Dual therapy® (IIaC)

12 months
OAC monotherapyc (IB) § OAC monotherapyc (IB)

Lifelong

apual therapy with OAC and aspirin or clopidogrel may be considered in selected patients, especially those not
receiving a stent or patients at a longer time from the index event. POAC plus single antiplatelet. cDual therapy with
OAC and an antiplatelet agent (aspirin or clopidogrel) may be considered in patients at high risk of coronary events.

Kirchhof P et al. Eur Heart J. 2016 [ePub Ahead of print]



[ Antitrompboticka lecba pacientu ®
A s elektivpi PCI na OAK

FS vyzadujici OAK po elektivni PCI se stentem

Riziko krvaceni vs Riziko krvaceni vs
ischemické je nizké ischemické je vysoké
AKS/stent AKS/stent
Time from ACS
0

Triple therapy? (I1IaEE]
1 month

3 months Dual therapy® (IIaC)
Dual therapy® (IIaC)
6 months [Jlaere]

OAC monotherapyc (IB)

12 months
OAC monotherapyc (IB) 0|
. o
Lifelong

(0)

apual therapy with OAC and aspirin or clopidogrel may be considered in selected patients, especially those not
receiving a stent or patients at a longer time from the index event. POAC plus single antiplatelet. cDual therapy with
OAC and an antiplatelet agent (aspirin or clopidogrel) may be considered in patients at high risk of coronary events.

Kirchhof P et al. Eur Heart J. 2016 [ePub Ahead of print]



. E (8% c=Definice vysokého rizika krvaceni po PCI
(vstupni Kritéria studie LEADERS FREE)

* Vék=>75let

* Planovana lécba OAK po PCI

« Hb<11g/dl nebo transfuze v poslednich 4 tydnech
* Planovana velka nekardialni operace (béhem 12 mésicii)
 Nadorové onemocnéni < 3 years

» Clearance kreatininu <40 ml/ min

* Hospitalizace pro krvaceni v poslednim roce

« Thrombocytopenie (< 100.000 / mm3)

» Jakékoliv intracerebralni krvaceni

* Jakakoliv CMP v poslednim roce

* Tézka hepatopathie

* NSAID nebo steroidyi po PCI
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FAKULTNL Antiagregaéni/antikoagulaéni priprava pacienta ‘,’ "
pred ELEKTIVNI SKG a/nebo PCI

1. Neuziva
antiagregaci

Pri nizké pravdépodobnosti ICHS ponechat bez Iécby

Pri stredni a vysoké pravdépodobnosti ICHS nasadit ASA 100 mg p.o.
denné (event. sytici davku 400 mg p.o.) a zvazit podani clopidogrelu 300
mg

V piipadé elektivni PCI je nutna piedlééba clopidogrelem VZDY v davee 300 - 600 mg
minim. 24 hod pred vykonem

2. Uziva ASA/clopidogrel/ticagrelor/prasugrel Nevysazovat!

3. Uziva warfarin || Nevysazovat pii INR <3 (max. 3 dny staré)

Pokud je nutné preruseni:
- pred vykonem zahajit ASA event. spolu s clopidogrelem (viz 1.)
- LMWH jen u vysokého rizika trombembolismu

4. Uziva NOAK

(rivaroxaban,

apixaban, dabigatran)

Pierusit 24 hod pred vykonem, zahajit ASA + /-
clopidogrel (viz 1.)

(v piipadé CHRI a lécbé dabigatranem az 48 hod)
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Intervenéni kardiologle

STEMI
1VD - RC s
TIMI 1

OCT:

ruptura platu
bohatého na
lipidy s
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Optimalni vysledek po 2. vysokotlake
postdilataci
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1. Antitromboticka lécba pacientili vyzadujicich OAK se lisi
v zavislosti na zakladni diagnoze, typu stentu a poméru
rizika ischemie/krvaceni.

2. Optimalni kombinace a délka trvani kombinované
antitrombotickeé lIécby neni presné urcena, ale predevsim
u pacientl ve vyssim véku / s vysokym rizikem krvaceni
by méla byt zvazena kratsi doba lécby.

3. Teéto problematice se venuji studie s NOAK - PIONEER-
AF, RE-DUAL, AUGUSTUS, ENTRUST AF, GLOBAL-
LEADERS, TWILIGHT.
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Déekuji za pozornost.



