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Po 21 letech vyzkumu se dualni protidestiCkova lecba (dual antiplatelet therapy, DAPT)

posunula od lokalni (tedy se stenty souvisejici) k systémove lecebné strategii (schopné zajistit

prevenci trombotického tepenného uzaveru), jez zajistuje celkovou ochranu pacienta.
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Obr. 1 - Historie vyvoje dudlni protidestickova |ééby (DAPT) u pacienti s ischemickou chorobou srdeéni. Velikost krouzk( odpovida velikosti
zkoumanych soubori. Barva ohrani¢eni krouZkl oznacuje typ pacient zarfazenych do dané studie. Barevna vypln krouzkl symbolizuje
zkoumany protidestickovy lék i Iéky. Studie primého porovnani podobnych délek trvani terapie u dvou odlisnych antiagregacnich strategii
se nachdzeji na jedné vertikalni linii, zatimco studie porovnavajici rizné dlouho trvajici terapie nalezneme na linii horizontdlni. Studie zamé-
fené na rizné lééebné strategie & reZzimy, a nikoli na délku trvani ¢ typ lécby (napf. predléceni ve studii ACCOAST, .nha miru 5ita" terapie ve
studii GRAVITAS, dvojita davka clopidogrelu ve studii CURRENT OASIS 7 apod.) jsou vyznaceny v jediné barvé znacici inhibitor P2Y,;, ktery
byl zkouman v kombinaci s kyselinou acetylsalicylovou.

K — tisice; pts — pacienti.

Z. Motovska, et al., 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, Cor et Vasa 59 (2017) e592—-e612, jak vySel v online verzi Cor et Vasa na https://www.sciencedirect.com/science/article/pii/S0010865017301728



Antiagregacni terapie u akutniho koronarniho syndromu

Faktory vstupujici do hry

- Léeky a jejich kmombinace (ASA, Clopidogrel, Prasugrel, Ticagrelor, Cangrelor)
- LéCebna strategie (konzervativni, PCIl, CABG)

- Trvani terapie (pred/po intervenci, 1M, 6M,12m, déle)

- Rizikovy profil pacienta (riziko trombozy x riziko krvaceni, nutnost OAK)

- Pouzity material (stenty s moznosti kratké DAPT)



PROTIDESTICKOVA LECBA U AKS

* Snizeni frekvence recidiv ischemie
* Prevence trombozy stentt
e Zlepseni prognozy

Tromboticky risk x krvaceni




Nejvyssi riziko dalsiho IM je v prvhnim roce po
propusténi z nemocnice, ale riziko pretrvava po
dobu nasledujicich 5 let?
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3 Nakatani D.,at al. Incidence, Predictors, and Subsequent Mortality Risk of Recurrent Myocardial Infarction in Patients Following Discharge for Acute
Myocardial Infarction. Circ J 2013; 77: 439 — 446
IM-infarkt myokardu



~1 z 5 pacientu ktefi byli v prvnim roce po IM bez
dalsi prihody, prodela dalsi IM, CMP Ci zemre
behem nasledujicich 3 let

APOLLO analyza 4-statu : Prizplsobena incidence

30 -
(b}
c
S IM/CMP/Gmrti z jakékoliv pficiny
O X
lﬁ i/ 20 A Adjusted risk (%)
= = |1 = Sweden 19.8 (19.4-20.2)
- 0O ] USA 18.2 (17.6-18.9)
:” © = England 21.3 (18.2-24.2)
g = { = France 16.7 (14.3-19.2)
%g 10 }
B3 _
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E .
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Sweden France Follow-up (years)

(n=77,976) (n= 7238) (n=1757) (n= 53,909)

*Pfizpusobena kvdli rozdilim v studijnich populacich. IM-infarkt myokardu, CMP-cévni mozkova pfihoda
Stinovana oblast odpovida 95% intervalu spolehlivosti [95%CI]

Rapsomaniki E, et al. ESC Late Breaking Registry presentation 2014: In press.

IM-infarkt myokardu, CMP-cévni mozkova pfihoda



Zvysené trombotickeé riziko po AKS —az 30% pacientd.

* Pacienti s recidivujici koronarni prihodou
* Tezké mnohocetné postizeni véncitych tepen
e Tézka dysfunkce LK

* Diabetes
 Stenty v rizikové oblasti (kmen, promalni RIA)

* Mnohocetné stenty (nad 3), dlouhé stenty (nad 60mm), komplexni
|éze (bifurkace se 2 stenty)

* Prokazana tromboza ve stentu



Klinicky vyznamné krvaceni

Background risk

|

Bleeding
.//J \
Shock Anaemia/Traifusion Discontinuation of APT
NN/ e
Ischaemia Inflammation Stent thrombosis
Mortality

Compared with patients without bleeding, patients who experience bleeding are more likely

to die, not only early (in hospital) but also late (after discharge)

APT, antiplatelet therapy; PCI, percutaneous coronary intervention; Steg et al. Eur Heart J 2011



Q‘D Canadian Cardiovascular Society

Leadership. Knowledge. Community.

High Bleeding Risk (HBR) 2 00/
Normal Bleeding Risk (NBR) (0]

Age = 75 yrst?

» Oral Anticoagulation (OAC) after PCIF
« Planned major surgery <12 months*®
» History of bleeding/stroke™®

« Anemia (severe)’

* Chronic Kidney Disease (CKD)!
 Cancer*

Other (DAPT intolerance, poor @ N B R

adherence, Dengue fever)

DAPT = dual antiplatelet therapy

Balancing the Ischemic & Bleeding Risk for HER Patients
with 1 Month DAPT

1 Less Stent Thrombosis N=32,135 from 10 RCTs 2.1 More Bleeds

Recent meta-analysis'? indicates that long-term DAPT prevents 1 Stent Thrombosis but increases bleeding by
2.1 events.*



Impact of Major Bleeding in ACS

8 Log Rank p Value: Odds ratio + 95% CI OR (95% Cl) p value
<0.0001 Pt
! Age 275years | —m— 2.55(1.68-3.87)  <0.0001
7.3%
> 6 Left ventricular ejection fraction <50% —— 2.96 (1.99-4.39) <0.0001
8 5 Prior stroke == 1.94 (1.09-3.44) 0.024
™
=]
= 4 Baseline ST-segment deviation 21mm | == 2.32(1.54-350)  <0.0001
e
g 3 = Patients with major bleeding Baseline cardiac biomarker elevation (== 1.97 (1.23-3.17) 0.005
£ o A e Patients without major bleeding
Treatment strategy (CABG vs. PCl) | ==t 3.40 (2.11-549)  <0.0001
1 [ —— FIII 1.2% Myocardial infarction —— 3.96 (2.45-6.42) <0.0001
0 - - T ' T ' ' Major bleeding - 7.55(4.68-12.18)  <0.0001
0 5 10 15 20 25 30 35
Days from Randomization 0 2 4 6 8 10 12

JACC 2007; 49:1362-8
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Ischemic / bleeding risks
Evolution after ACS

Thrombosis . ol ix
Bleeding '}" &

M1

Thrombotic risk > Bleeding Risk Bleeding Risk >Thrombotic risk
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Second International Study of Infarct Survival 1988
PCR

ISIS—2: Vascular Deaths in Days 0—35 for All Treatments

Placebo

__Aspirin only
Streptokinase only

. Streptokinase + aspirin
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Days from randomization




CURE (2001)

0149 Nonfatal Ml, stroke or CV death Major bleeding:
ARR 2.1% 3.7vs 2.7%
. 0-12- NNT 48 NNH 100
Ic
E 0.10- No difference in
o i fatal bleedin
E 0.0 Clopidogrel g
L o 006+
> 006- & o054
E E 0.04 -
= T
E 004~ P <0001 ‘g %07
3 £ o002+
© =
E 0014
0.02 3 o
) 10 30 0
0.004 . . : Days uch:II-::w-up
0 3 6 9 12

Months of Follow-up

Established DAPT, with clopidogrel + ASA

Wk
~3

as the standard of care




STEMI: CLARITY (2005)

15+

Placebo ARR6.7%
NNT 15

Clopidogrel

=
o
|

No difference in
major bleeding

End Point (%)

o

P=0.03
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TRITON (2007)

End Point (%)

1 Nonfatal MI, stroke or CV death

Primary Efficacy End Point Clopidogrel 12 1

9.9

Prasugrel

- Key Safety End Point

P I
rasugre 24

1.8

_ Clopidogrel

0 I I I I I I

1 I 1 I 1 I I I I 1
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450

Days after Randomization

ARR 2.2%
NNT 45

Major bleeding:
ARI 0.6
NNH: 166

Increase in fatal
bleeding

Wk

~3



PLATO (20009)

Nonfatal MI, stroke or CV death
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PLATO: sekundarni ukazatele ucinnosti

Infarkt myokardu Kardiovaskularni amrti

Clopidogrel

7
6 6] '
Clopidogrel
57 _5]
g 4] $4
5 5
© ©
.g 3 lg 3 -
g X ARR=1.1% g 2 ARR=1.1%
-~ RRR=16% ® RRR=21%
> % - - > —
= 1 ] Pocitané NNT=91 £ 1 | NNT=91
2 P=0.005 2 P=0.001
HR: 0.84 (95% Cl, 0.75-0.95) 0° HR: 0.79 (95% Cl, 0.69-0.91)
0 L
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0 2 4 6 8 10 12 0 2 4 6 8 10 12
Mésice po randomizaci Mésice po randomizaci

Mira vyskytu CMP se u pfipravku BRILIQUE neliSila od clopidogrelu (1.3% vs 1.1% ), P=0.225.

N
0bé skupiny uZivaly ASA . o™=
Wallentin L, et al. N Engl J Med. 2009;361:1045-1057. E I a I I— I Q I—' Em
Wallentin L, et al. N Engl J Med. 2009;361:1045-1057. Supplement. tlcag relor

SPC pfipravku BRILIQUE



CURRENT [2010 Clgpidogrel: Double vs Stgndard Dose
- Primary Outcome: PCI| Patients

CV Death, Ml or Stroke

Clopidogrel Standard 300mg

I 15% RRR

0.04

Clopidogrel Double 600mg

©

g 9

2

~

2 S

= 3 HR 0.85

§ 95% CI 0.74-0.99
S P=0.036
o

0.0

0) 3 6 9 12 15 18 21 24 27 K{0)
Days
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CURRENT Clopidogrel: Double vs Standard Dose

—~— Definite Stent Thrombosis (Angio confirmed)
Clopidogrel Standard Dose
o
o
i 42%
o RRR
-
© O
T o
)
> .
B - Clopidogrel Double Dose
© o HR 0.58
| 95% CI1 0.42-0.79
P=0.001
o |
- | | I | | | | I I | |
0 3 6 9 12 15 18 21 24 27 30

Days



2014 PEGASUS-TIMI 54

Pacienti ve véku 250 let s infarktem myokardu v anamnéze, a to 1-3 roky pred
zarazenim do studie, a s minimalné jednim dalsSim aterotrombotickym rizikovym
faktorem*

Ticagrelor 2x90 mg Ticagrelor 2x60 mg Placebo
+ ASA 75-150 mg/den + ASA 75-150 mg/den + ASA 75-150 mg/den

nejméné 12 meésicu sledovani:
kazdé 4 meésice v prvnim roce, pak
oUlroéni kontrol

Primarni ucinnostni cil: kardiovaskularni umrti, infarkt myokardu
nebo cévni mozkova prihoda
Primarni bezpe€nostni cil: TIMI-velké krvaceni

*Age 265 years, diabetes mellitus, second prior MI, multivessel CAD or chronic non-end stage renal disease
bid, twice daily; CAD, coronary artery disease; TIMI, Thrombolysis in Myocardial Infarction

Bonaca MP et al. Am Heart J 2014;167:437-444
Bonaca MP et al. N Engl J Med 2015 [Epub ahead of print]



PEGASUS-TIMI 54: Smrt, IM, CMP

10 =] === Placebo

Vyskyt prihod (%)
(6)
]

== Ticagrelor 90 mg 2x denné
= Ticagrelor 60 mg 2x denné

HR

9.04% Placebo

Ticagrelor 90 mg vs placebo
0.85 (95% CI 0.75-0.96) P=0.008

Ticagrelor 60 mg vs placebo

HR 0.84 (95% CI 0.74-0.95) P=0.004

0
0 3 6
No. at risk
Placebo 7067 6979 6892
90 mg bid 7050 6973 6899
60 mg bid 7045 6969 6905

Cl, confidenéni interval; HR, hazard ratio

6823
6827
6842

Bonaca MP et al. N Engl J Med 2015 [Epub ahead of print]

| | | |
12 15 18 21

Mésice od randomizace

6761 6681 6508 6236
6769 6719 6550 6272
6784 6733 6557 6270

24

5876
5921
5904

27 30 33 36

5157 4343 3360 2028
5243 4401 3368 2038
5222 4424 3392 2055

7.85% 90 mg 2x

denné

7.77% 60 mg 2x

denné



PEGASUS-TIMI 54: krvaceni

5 -
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=
= 4
=
= P<0.001
X
Q 3
= 2.6
S 23
2 :
= 5 P<0.001
S P=NS
E =
;, 1.3 12
>
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™

0 -

TIMI major TIMI minor Fatal bleeding
bleeding bleeding or ICH

Rates are presented as 3-year Kaplan-Meier estimates
P<0.026 indicates statistical significance

Bonaca MP et al. N Engl J Med 2015 [Epub ahead of print]

® Ticagrelor 90 mg bid
® Ticagrelor 60 mg bid
m Placebo

P=NS P=NS

ICH Fatal bleeding



Risk Difference (Continued
Thienopyridine — Placebo), 12-30M

DAPT After DES (2015)

In the DAPT Study, continuatic Jal-antiple
months in pts without bleeding event reduced |schem|c complications
after coronary stenting compared with aspirin alone, yet increased

moderate or severe bleeding.

3,0% -

2,0% -

1,0% -

0,0% -

-1,0% -

-2,0% -

-3,0% -

Stent Death, MIl, Myocardial GUSTO Death
Thrombosis  Or Stroke Infarction Mod/Severe HR 1.36
(MACCE) Bleed (1.00-1.85)

0.17-0.08 i 1,0% P=0.05

(0.17-0.48) HR 0.71 (0.37-0.61) ’
P<0.001 (0.59-0.85) P<0.001 0,5%

P<0.001
(1.21-2.16)
-1,0% P=0.001

-1,6%

-2,0%

Mauri, Kereiakes, Yeh et al. NEJM. 2014 Dec 4:371:2155-66.




DAPT After PCl in Patients With and Without
Acute MI: Results From the DAPT Trial

Cumulat ive Ine idenoe

Patients Presenting With Acute MI*

Thienopyridine vs placebo, 3.9% vs 6.8%
(HR: 0.56, P<.001)

1 = Placete
8 Thienopyrdine

-~ . o X
A A A

of MACCE, %

Months After Randamization

*From 12 1o 30 months after coronary stent treatment
Yeh RW., et al, J Am Coll Cordhol. 2015,65:2211-2221.

Patients Presenting Without Acute MI*

Thienopyridine vs placedo, 4. 4% vs 5.3%

(HR: 0.83, P=_08)
. b .Mm

E

3 4 4
g 3 ' E
3

v 0

3 ¢ 9 12 15 1
Months After Randomization




Continued Thienopyridine vs. Rlacebe @L
DAPT Score <2 (Low); N=5731

Stent Thrombosis or Ml MACCE
10%4q = Continued Thienopyridine 10% 49 = Continued Thienopyridine
== Placebo = Placebo
o 804 - © 8% 4
Q )
Q o
g c
S _ 6%+ S | 6% A
£2 2 O
|_ _—
29 491 1.7% vs. 2.3% 2 4%+ 3.7%vs. 3.8%
ks P=0.07 X P=0.73
g 2w o— E 20
0% “ T T T 1 0% “ T T T T T 1
12 15 18 21 24 27 30 12 15 18 21 24 27 30
Months After Enrollment Months After Enrollment

10%9 = Continued Thienopyridine
== Placebo
S 8%-
e g
GUSTO &3,
S X 0 6%
Moderate/ £g@
Severe 208 4%. 3.0% vs. 1.4%
384 P<0.001
Bleeding £3 '
3 2% 4
0% A : : ' '

12 15 18 21 24 27 30
Months After Enrollment




Continued Thienopyridine vs. Placebe
DAPT Score 2 2 (High); N=5917

Stent Thrombosis or Ml MACCE
10%4 = Continued Thienopyridine 10% 9 = Continued Thienopyridine
== Placebo == Placebo

8% -

6% -
2.7% vs. 5.7%
4% - P<0.001

2% 4

8% 4

4.9% vs. 7.6%
P<0.001

Cumulative Incidence of
ST/MI

Cumulative Incidence of
MACCE

0%

L) L) L) 1 0%
12 15 18 21 24 27 30 12 15 18 21 24 27 30
Months After Enrollment Months After Enrollment

10%+ .. Continued Thienopyridine
== Placebo
"qo:\ 8% -
SR
GUSTO 8§83
250 6%- 1.8% vs. 1.4%
S 2 . 1.
Moderate/ ?C)E o P=0.26
2 4% -
Severe g3
. 5D
Bleeding (%o 20 .
O% T T v ' !
12 15 18 21 24 27 30

Months After Enrollment



Continued Thienopyridine vs. Placebo HighNVSRIEoW,
DAPT Score

4,0% - Myocardial Infarction GUSTO Moderate Net Adverse Mortality
g or Stent Thrombosis or Severe Bleed Events
o o
o~ 3,0% -
i
[ P<0.001 P=0.02 P<0.001 P=0.14
0, -
@ 2,0% 1,55%
©
— o)
§ nl_ 1,0% - 0,92% 0,73%
v o 0,37%
o £ { 0,01%
= T 0,0% -
5 & -
ﬁ Q.
X o -1,0% - -0,66%
'_QEJ M DAPT Score < 2
[
D -2,0% - .1 DAPT Score > 2
|
c
'-E -3,0% - -2,70%
o -3,02%
9
-4,0% -

P values are for comparison of risk differences across DAPT Score category (interaction).




Conclusions

Among patients who have not had a major ischemic or bleeding event within
the first year after PCI:

The DAPT Score identified patients for whom ischemic benefits outweighed
bleeding risks, and patients for whom bleeding risks outweighed ischemic

benefits.
Low DAPT Score (< 2) High DAPT Score = 2
NNT to prevent ischemia = 153 NNT to prevent ischemia = 34
NNH to cause bleeding = 64 NNH to cause bleeding = 272

e )

DAPT Score may help clinicians decide who should,
and who should not be treated with extended DAPT
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TOPIC Study (2017)

ACS patients undergoing PCI
MACE free at one month (ischemic / bleeding BARC > 2)
DAPT with aspirin and newer P2Y12 blockers

@i-l Randomization |-®

‘Switched DAPT’ ‘Unchanged DAPT’
FDC Aspirin + Clopidogrel Aspirin + Newer P2Y12 blockers

Follow-up at one year

Composite primary endpoints

Death, urgent revasc, stroke, BARC bleedings > 2
Secondary endpoints

Each component of primary endpoints

All BARC bleeding, TIMI bleeding

4

‘Qwéc study
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PCR Why is this important?

Switched DAPT post ACS following risks evolution

Aspirin + new P2Y12 blockers

Platelet Inhibition

Aspirin + Clopidogrel

Aspirin +/- Clopidogrel

M1 M12

(Y
TOPHC,/ study
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PCR TOPIC Primary Endpoint
Death, Urgent revasc., Stroke, BARC 2> 2

—— 50'
X
8 404
S
S 30- HR 0.48 (95%CIl 0.34 - 0.68), p<0.01 —— Switched DAPT
E 26.3% —— Unchanged DAPT
_g 20+
E 13.4%
3 10-
= 10
S
o 0- : : ' .

0 90 180 270 360

Days

Better Prognosis with switched DAPT
e
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PCR Why is this important? B

Clinical Implications

New strategy for selected post ACS patients

PCI for ACS ‘

M1 Switch M12

Integration of dynamic risk post ACS

(Y
TOPHC,/ study



DAPT - STEMI Trial Design 2018

Prospective, International, Randomized, Non-inferiority Trial

STEMI Patients undergoing primary PCI with a second-generation
Zotarolimus-eluting stent (Resolute Integrity)

Enroliment took place in 17 centers in The Netherlands, Poland, Switzerland and Norway

Continue DAPT SAPT for next 12 mo

to 12 months (Aspirin only)

N All patients on
=8 DAPT during
first 6 months

1:1 randomization

vent free patients
Primary Endpoint

E

SAPT for next 18 months
(Aspirin only)

.
"‘HM‘

PCI 6m 12m 24m

% tct2017



Primary Endpoint:
Death, MI, Revascularization, Stroke and Major Bleeding
20

SAPT vs. DAPT: 4.8% vs. 6.6%
HR: 0.73 (95% C1 0.41-1.27) P=0.26
P non-inferiority = 0.004

-
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12 15
Time to Event (Months)

No. at risk
SAPT 428 424 419 413
DAPT 430 426 421 412

% tct2017




Faktory, které nutno zvazit

Davka Loading 300-600mg 60mg 180mg
Udrzovaci 75mg/d 10mg/d 90mg 2xd

% inhibice 40-60% 60-80% 70-90%
Nespolehliva (20% NR) Spolehliva Spolehliva

Piny Gcinek 4-6hod 30min-4hod 30min-4hod

Restaurace funkce 5-7 dnu 5-7 dn 3-5dnu



Doporuceni a cilené aktualizace vytvorené pod zastitou Committee for
Practice Guidelines (CPG) Evropskeé kardiologické spole€nosti (ESC)
shrnuji a hodnoti dostupné duikazy s cilem pomoci zdravotnikiim pfi
vybéru nejlepsich le¢ebnych postupu u konkrétniho pacienta trpiciho

danym onemocnénim

Tabulka 1 - Tfidy doporuéeni Tabulka 2 - Urovné dikazi

Thidy Eﬁﬁ’:ﬁiﬂ* Urove dilkazii A | Data pochdzeji z vice randomizovanych
klinickych studii nebo metaanalyz.

doporuéeni

Uroveii dilkazd B | Data pochézeji z jedné randomizované
klinické studie nebo velkych
nerandomizovanych studii.

Uroven dikazi C | Shoda nizort odbornikl a/nebo malé
studie, retrospektivni studie, registry.

Z. Motovska, et al., 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, Cor et Vasa 59 (2017) e592—-e612, jak vy$el v online verzi Cor et Vasa na https://www.sciencedirect.com/science/article/pii/S0010865017301728



Nastroje pro stratifikaci rizika rozvoje ischemie a krvaceni

» Vyuziti skore pro hodnoceni rizika, ktera byla specificky vytvorena k
usnadnéni rozhodnuti o délce trvani DAPT, by mélo byt
uprednostriovano pred vyuzitim jinych dostupnych rizikovych skore

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

Doba uplatnéni

V' dobé koronarniho stentingu

Po 12 mesicich DAPT bez komplikaci

Hodnocené strategie
délky trvani DAPT

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

Standardni DAPT (12 mésicd)
oproti
dlouhodobé DAPT (30 mésica)

Vypodet skore*

Hb X2 NS N 15 =10

[ I I I 1
WEBC <5 B 10 12 14 16 18 =20

T T T T T 11
Veék S0 6 70 o =00

[ T I T I T | T |
cr('_| 100 &1 60 a0 mn 1}

[ LI | T | T | T I T 1
Predchozi Ne [Ano
krvaceni I

0 2 4 6 B W12 14 16 18 0 22 M oM I
[TTT T T T TP TTTTrIrTrITIrIr71 |

Body skore

Vek

=275 -2 body

65 az <75 -1 bod

<65 0 bodd
Koureni cigaret +1 bod
Diabetes mellitus +1 bod
IM vstupné +1 bod
Predchozi PCl nebo piredchozi IM +1 bod
Stent uvolnujici paclitaxel +1 bod
Pramer stentu < 3 mm +1 bod
CHF nebo EFLK < 30 % +2 body
Stent z Zilniho $tépu +2 body

Rozmezi skére

0 az 100 bodu

-2 az 10 bodd

Navrhovana hranicni
hodnota pro rozhodovani

Skére = 25 — kratkodoba DAPT
Skdre < 25 — standardni/dlouhodoba DAPT

Skore = 2 — dlouhodoba DAPT
Skére < 2 — standardni DAPT

Kalkulator

www.precisedaptscore.com

www.daptstudy.org

CHF — méstnavé srdeéni selhani (congestive heart failure); CrCl — clearance kreatininu; DAPT — dualni protidestickova l1ééba; Hb — hemoglobin; EFLK
—ejekéni frakce levé komory; IM — infarkt myokardu; PCl — perkutanni koronarni intervence; PRECISE-DAPT - PREdicting bleeding Complications In
patients undergoing Stent implantation and subsEquent Dual Anti Platelet Therapy; WBC — podet leukocyti (white blood cell count).

3 Skére PRECISE-DAPT lze stanovit s pomoci nomogramu: vyznacte pacientovu hodnotu pro kaZdou z péti klinickych promé&nnych tvoficich skdre a vedte
vertikalni dsecku smérem k ose ,Body", abyste urili podet bodl ziskanych pro kazdou klinickou proménnou. Poté seftéte body dosazené pro jednotlivé
klinické promé&nné a ziskate celkové skore. Pokud jde o skdre DAPT, sectéte pozitivni body pro kaZzdou hodnotu a od celkového skére odedtéte vék.
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Vybér inhibitoru receptoru P2Y12

Doporuceni tykajici se vybéru a nacasovani podavani inhibitord P2Y,,

Trida® | Urovent

Doporuceni Clopidogrel (nasycovaci davka 600 mg,

denni davka 75 mg) pridany ke kyseliné
acetylsalicylové je doporucovan u pacienti
se stabilni ICHS podstupujicich implantaci
koronarniho stentu a u pacientt s AKS, jimz
nelze podavat ticagrelor nebo prasugrel,

a to véetne osob s anamnézou nitrolebniho
krvaceni nebo s indikaci OAC.

U pacientd s AKS je vedle kyseliny acetylsa-
licylové doporucovan ticagrelor (nasycovaci
davka 180 mg, tedy 90 mg dvakrat denné),:
a to nezavisle na vstupni |é¢ebné strateqii,
coz se tyka i pacientl predlécenych clopido-
grelem (ten by mél byt po nasazeni ticagre-
loru vysazen), nemaji-li kontraindikace.

U pacientd s AKS podstupujicich PCl je
vedle kyseliny acetylsalicylové doporucovan
prasugrel (nasycovaci davka 60 mg, denni
davka 10 mg), coz se tykd pacientd dosud
nelécenych inhibitory P2Y, s non-5TE AKS
nebo se zpoéatku konzervativné |é¢enymi
STEMI, je-li potvrzena indikace PCl, pri-
padné u pacientd se STEMI podstupuijicich
neodkladnou koronarni katetrizaci,” neni-li
pfitomno vysoké riziko Zivot ohrozujiciho
krvaceni nebo jina kontraindikace.

Clopidogrel (nasycovaci davka 300 mg

U pacientd ve véku <75 let, denni davka
75 mg) pridany ke kyseliné acetylsalicylové
je doporucovan u pacientd se STEMI
podstupujicich trombolyzu.

AKS — akutni koronarni syndrom; ICHS — ischemicka choroba srdecni;
DAPT — dualni protidesti¢kova Ié¢ba; non-STE AKS — akutni koronarni
syndrom bez elevaci useku ST; OAC — peroralni antikoagulacni lé¢ba;
PCI — perkutanni koronarni intervence; STEMI — infarkt myokardu

s elevacemi useku ST;

a Tfida doporuceni

b Uroven znalosti

¢ Kontraindikace ticagreloru: pfedchozi nitrolebni krvaceni nebo
pretrvavajici krvaceni. Kontraindikace prasugrelu: pfedchozi nitrolebni
krvaceni, pfedchozi ischemicka cévni mozkova pfihoda nebo
tranzitorni ischemicka ataka, pfipadné pretrvavajici krvaceni; prasugrel
neni doporucovan u pacientl ve véku = 75 let nebo s télesnou
hmotnosti < 60 kg.

U pacientd s non-STE AKS podstupujicich
invazivni 1écbu by méla byt zvazena aplikace
ticagreloru (nasycovaci davka 180 mg, tedy
80 mg dvakrat denné), pripadné clopidogre-
lu (nasycovaci davka 600 mg, denni davka
75 mg), pokud ticagrelor nepripada v uvahu,
a to co nejdrive po potvrzeni diagndzy.
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Important Considerations for Agent Selection

Hx of
Stroke

Prasugrel: Contraindicated
-2 I bleeding

Ticagrelor: not described

~

Prasugrel: avoid if age 275
Ticagrelor: no risk seen

Prasugrel: 5 mg for <60 kg
Ticagrelor: no risk seen

Surgery

Prasugrel: 5-fold increase
in CABG related bleeding

Ticagrelor: ND, 24-72 hrs

~

S

No alternative routes for
or P2Y12s

Cangrelor a viable option

)

oy

Prasugrel: daily
Ticagrelor: twice daily

~,




Délka trvani dualni protidestickové lécby u pacientd s akutnim
koronarnim syndromem léenych perkutanni koronarni intervenci

Doporuceni Trida® | Uroven®
A

U pacientt s AKS podstupujicich
implantaci koronarniho stentu je
doporucovana DAPT kombinaci inhibitoru
P2Y,, a kyseliny acetylsalicylové po

dobu 12 mésich, nejsou-li pfitomny
kontraindikace jako zvysené riziko
krvaceni (napf. PRECISE-DAPT = 25).

U pacientt s AKS a implantaci stentu

vykazujicich vysoké riziko krvaceni (napr.
PRECISE-DAPT = 25) je vhodné zvazit

Délka trvani DAPT u
pacientu s AKS
lecenych PCI

AKS — akutni koronarni syndrom;

vysazeni inhibitoru P2Y,, po Sesti mésicich.

U pacienttd s AKS lécenych vstrebatelnymi
stenty by méla byt zvazena DAPT trvajici
nejméné 12 mésica.

U pacientl s AKS, ktefi tolerovali DAPT
bez krvacivych komplikaci, Ize zvazit
pokracovani v DAPT po dobu delsi nez 12
meésicu.

U pacientl s IM a vysokym ischemickym
rizikem, kteri tolerovali DAPT bez
krvacivych komplikaci, I1ze uprednostnit
ticagrelor v davce 60 mg 2x denné
pfidany na dobu delsi nez 12 mésicd

ke kyseliné acetylsalicylové pred
clopidogrelem ¢i prasugrelem.

PCI — perkutanni koronarni intervence

DAPT — dualni protidestickova Ié¢ba;

IM — infarkt myokardu;

PRECISE-DAPT — PREdicting bleeding Complications In patients
undergoing Stent implantation and subsEquent Dual Anti Platelet
Therapy.

a Tfrida doporuceni

b Uroveri znalosti

¢ Definovano vékem = 50 let a nejméné jednim z nasledujicich
dodate¢nych vysoce rizikovych faktor(: vék 65 let ¢i vys$Si, diabetes
mellitus vyzadujici farmakoterapii, druhy pfedchozi spontanni infarkt
myokardu, postizeni vice koronarnich tepen, pfipadné chronicka
dysfunkce ledvin, definovana odhadovanou clearance kreatininu

< 60 ml/min.

Tato doporuceni se vztahuji na stenty podporované vysledky
rozsahlych randomizovanych studii s hodnocenim vyslednych
klinickych ukazatelu, které obdrzely hodnoceni CE mark (Byrne a
spol.).
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Nacasovani zacatku lecby danym
inhibitorem receptoru P2Y12

a n A ' 1P
Jopo : 1 a4 Nacasova DO0aVE DITO

Doporuéeni Trida= | Urovene

Predléceni inhibitorem P2Y, je obecné
doporucovano u pacientd se znamou
anatomii koronarnich tepen a s jasnou
indikaci PCl, jakoz i u pacient( se STEML.

U pacientd s non-STE AKS podstupujicich
invazivni 1écbu by méla byt zvazena aplikace
ticagreloru (nasycovaci davka 180 mg, tedy
90 mg dvakrat denné), pripadné clopidogre-
lu (nasycovaci davka 600 mg, denni davka
75 mg), pokud ticagrelor nepfipada v uvahu,
a to co nejdrive po potvrzeni diagnozy.

lla

U pacientt se stabilni ICHS Ize zvazit
predléceni clopidogrelem, jestlize
pravdépodobnost provedeni PCl je vysoka.

U pacientd s non-5TE AKS, u nichz nezname
anatomii koronarnich tepen, lécba
prasugrelem neni doporucovana.
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AKS — akutni koronarni syndrom; ICHS — ischemicka choroba srde¢ni;
DAPT — dualni protidesti¢kova Ié€ba; non-STE AKS — akutni koronarni
syndrom bez elevaci useku ST; OAC — peroralni antikoagulacni 1é¢ba;
PCI — perkutanni koronarni intervence; STEMI — infarkt myokardu

s elevacemi useku ST;

a T¥ida doporuceni

b Uroveri znalosti

¢ Kontraindikace ticagreloru: pfedchozi nitrolebni krvaceni nebo
pfetrvavajici krvaceni. Kontraindikace prasugrelu: pfedchozi nitrolebni
krvaceni, pfedchozi ischemicka cévni mozkova pfihoda nebo
tranzitorni ischemicka ataka, pfipadné pretrvavajici krvaceni; prasugrel
neni doporuc¢ovan u pacientu ve véku = 75 let nebo s télesnou
hmotnosti < 60 kg.
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Lécebna
indikace

Pouzity
nastroj

Doba

3m _

12m -

30m ~

Dualni protidestickova lecba
a perkutanni koronarni intervence

Perkutanni koronarni intervence

! '

Stabilni ICHS Akutni koronarni syndrom
DES/BMS nebo DCB DES/BMS nebo DCB
Vysoké riziko krvacent Vysoke riziko krvaceni
':_ Ne ; I\ Ano \I I:_ Ne _':I : Ano :.'
Al (Al [ALE] oAl
1 m DAPT
: -
3 m DAPT DAFT
Pokraéujte v DAPT
po > 12 m u pacientd = i -
A

Algoritmus pro DAPT u pacientu
podstupujicich perkutanni
koronarni intervenci.

AKS — akutni koronarni syndrom;

DAPT — dualni protidesti¢kova Ié¢ba;

BMS - kovovy stent;

BRS — vstfebatelny stent (bioresorbable vascular scaffold);
CABG - aortokoronarni bypass;

DCB - Iékem potazeny balonek (drug-coated balloon);
DES - Iékovy stent;

ICHS — ischemicka choroba srdecni;

PCI — perkutanni koronarni intervence.

Vysoké riziko krvaceni znamena zvySené riziko
spontanniho krvaceni béhem DAPT (napf. skore
PRECISE-DAPT = 25).

Barevné kdédovani odpovida tfidam doporuceni podle ESC
(zelena = tfida |; Zluta = tfida lla; oranzova = tfida lIb).
Lécebné postupy uvedené na stejném fadku jsou fazeny
abecedné, aniz by néjaké doporuceni bylo upfednostnéno
(neni-li jasné uvedeno jinak).

1: Po PCl s DCB $est mésict. DAPT by méla byt zvazena
(tfida lla B).

3: Pokud u pacienta neni indikovan prasugrel Ci ticagrelor.
4: Pokud u pacienta neni indikovan ticagrelor.

@ = clopidogrel . =prasugrel .: ticagrelor
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Dualni protidesti¢kova lééba u pacientu
podstupujicich CABG pro AKS

Dualni protidestickova léba u pacientii lé€enych kardiochirurgickou operaci pro stabilni & nestabilni ICHS

Doporuceni

Doporutuje se, aby tym kardiologid a kardiochirurgd (kardiotym) posuzoval individualni rizika krvaceni
a rozvoje ischemie s tim, Ze na zakladé této rozvahy vzdy nacasuje CABG a naplanuje antitrombotickou
léébu.

U pacientd lééenych kyselinou acetylsalicylovou, kteri museji podstoupit elektivni kardiochirurgicky zakrok,

se doporucuje pokrafovat v kazdodennim uzivani nizkych davek kyseliny acetylsalicylové po celé perioperacni
obdobi.

U pacientd |é€enych DAPT po implantaci koronarniho stentu, ktefi se nasledné podrobi kardiochirurgické operaci,

je doporuéovan navrat k uzivani inhibitoru P2Y; co nejdfive po operaci, jakmile je tento krok bezpedny, aby DAPT
mohla pokradovat po celou doporucenou dobu.

U pacientd lééenych DAPT pro AKS (STEMI, non-STEMI) se doporucuje véasny navrat k DAPT po provedeni
CABG, jakmile je to povaZovano za bezpedné a pokud nevyZaduji OAC. DAPT ma byt podavana po dobu 12
mésici.

U pacientd s CABG a predchozim IM, ktefi jsou vysoce ohroZeni zavaznym krvacenim (napf. PRECISE-DAPT = 25), by

mélo byt zvazeno vysazeni inhibitoru P2Y ., po Sesti mésicich. - <

U pacientd recentné |&fenych inhibitory P2Y ; |ze zvazit planovani kardiochirurgickych zakroka na zakladé m
testovani funkce trombocyta.

U pacientd s vysokym rizikem ischemie, pfedchozim IM a CABG, kteri tolerovali DAPT bez krvacivych komplikaci, ™ C
lze zvazit prodlouzeni DAPT na dobu deldi nez 12 mésici (a to az 36 mésic).

AKS — akutni koronarni syndrom; CABG — aortokoronarni bypass; DAPT — dualni protidestickova IéCba; IM — infarkt myokardu; non-STE AKS —
akutni koronarni syndrom bez elevaci useku ST; OAC — peroralni antikoagula¢ni Ié¢ba; PRECISE-DAPT — PREdicting bleeding Complications in
patients undergoing Stent implantation and subsEquent Dual Anti Platelet Therapy; STEMI — infarkt myokardu s elevacemi Useku ST.

a T¥ida doporuceni

b Uroveri znalosti
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Dualni protidestickova lé¢ba u pacientu
podstupujicich CABG pro AKS

Pacienti s akutnim
koronarnim syndromem

podstupujici aortokoronarni

bypass
Vysoké riziko krvaceni
Doba
od zahdjenl L ¢
lécby < N
. Ne | . Ano |
Al [A] neso[ A T
im _[_ | _
EE 6m
DAPT
Trida lla €
3Im _f_ | _
Bm —F—— -
12m -
30m -
Pokracujte v DAPT
po > 12 mu pacienti
s anamnézou IM
Trida ilh B

Algoritmus pro DAPT u pacientil s AKS
podstupujicich aortokoronarni bypass.

Vysokeé riziko krvaceni znamena zvyseneé riziko spontanniho
krvaceni béhem DAPT (napf. skore PRECISE-DAPT = 25).
Barevné kédovani odpovida tfidam doporuceni podle ESC
(zelena = tfida [; zluta = tfida lla; oranzova = tfida llb). LéCebné
postupy uvedené na stejném fadku jsou fazeny abecedné, aniz
by néjaké doporuceni bylo upfednostnéno (neni-li jasné uvedeno
jinak).

1: Pokud u pacienta neni indikovan prasugrel Ci ticagrelor.

AKS — akutni koronarni syndrom,;

DAPT — dualni protidestiCkova lécba;

CABG - aortokoronarni bypass;

PRECISE-DAPT — PREdicting bleeding Complications In
patients undergoing Stent implantation and subsEquent Dual
Anti Platelet Therapy.

IE = ﬁﬁlliir;yalgfr? = dopidogrel

. = prasugral . = ticagrelor
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Dualni protidestickova lé¢ba u pacientu s
AKS lé¢enych konzervativnim zpusobem

Délka trvani dudlni protidetickové l1é¢by u pacientd s akutnim
koronamim syndromem lééenych konzervativnim postupem

Doporuéeni

U pacientl s AKS [éenych pouze
farmakoterapii zahrnujici i DAPT se
doporufuje pokratovat v podavani
inhibitoru P2Y ; (ticagreloru nebo
clopidogrelu) po dobu 12 mésicd.

Ticagrelor je doporucovan spise nei
clopidogrel s vyjimkou pripadd, kdy
riziko krvaceni pfevaii nad potendialnim
prinosem ve smyslu prevence ischemie.

U pacientl s AKS [éenych pouze
farmakoterapii, ktefi maji vysoké riziko
krvaceni (napf. PRECISE-DAPT = 25), je
namisté zvazit DAPT alespori po dobu
jednoho mésice,

U pacientl s anamnézou IM a vysokym
rizikem rozvoje ischemie,® ktefi podstupuji
jen farmakoterapii a tolerovali DAPT bez
krvacivych komplikaci, lze zvazit DAPT ve
formé kombinace 60 mg ticagreloru 2x
denné a kyseliny acetylsalicylové po dobu
od 12 do 36 mésic.

AKS — akutni koronarni syndrom;

CrCl - clearance kreatininu;

DAPT — dualni protidesti¢kova leCba;

IM — infarkt myokardu;

PRECISE-DAPT — PREdicting bleeding Complications In patients undergoing
Stent implantation and subsEquent Dual Anti Platelet Therapy.

U pacientl s anamnézou IM nelécenych
implantaci koronarniho stentu, ktefi
tolerovali DAPT bez krvacivych komplikaci
a které nebylo mozno léfit ticagrelorem,
lze zvazit pokradovani v terapii kombinaci
clopidogrelu a kyseliny acetylsalicylové po
dobu deldi nez 12 mésic.

a Tfida doporuceni

b Uroven znalosti

¢ Definovano vékem = 50 let a nejmené jednim z nasledujicich
dodate€nych vysoce rizikovych rysa: vék 65 let ¢i vyssi, diabetes
mellitus vyZadujici farmakoterapii, druhy pfedchozi spontanni infarkt
myokardu, postiZzeni vice koronarnich tepen, pfipadné chronicka
dysfunkce ledvin, definovana odhadovanou clearance kreatininu

< 60 ml/min.

Prasugrel neni doporuéovan pro pacienty
s AKS lécené konzervativnim postupem.
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Dualni protidestickova lécba u pacientu s
AKS lé¢enych konzervativnim zpusobem

Doba
od zahdjen
lécby

12m -

30m -|f--

-
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[

r

Pacienti s akutnim
koronarnim syndromem

lééeni konzervativnim
postupem

Vysoké riziko krvaceni

}

[ Ne )

h. A
A
AlC]

Pokracujte v DAPT
po > 12 m u padentd

dila(TINEL0 L

,

[ Ano
.

iy

=1m

DAPT

Algoritmus pro DAPT u pacientu s
akutnim koronarnim syndromem
Ié€enych konzervativhim postupem.

Vysoké riziko krvaceni znamena zvysené riziko spontanniho
krvaceni béhem DAPT (napf. skére PRECISE-DAPT = 25).
Barevné kédovani odpovida tfidam doporuceni podle ESC
(zelena = tfida I; Zluta = tfida lla; oranzova = tfida IIb).
Lécebné postupy uvedené na stejném fadku jsou

fazeny abecedné, aniz by néjaké doporuceni bylo
upfednostnéno (neni-li jasné uvedeno jinak).

AKS — akutni koronarni syndrom;

DAPT — dualni protidestickova léCba;

PRECISE-DAPT — PREdicting bleeding Complications In
patients undergoing Stent implantation and subsEquent Dual
Anti Platelet Therapy.

1: Pokud u pacienta neni indikovan prasugrel Ci ticagrelor.

IE = tk)?ﬁﬁglliincﬁlfngg- @ = «lopidogrel . = ticagrelor
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Elektivni nekardialni

operace u pacientu

uzivajicich dualni protidestickovou lecbu

Duilni protidestickova lécha u padienti podstupujicich elektivni

Doporuceni

Uéast multidisciplindrniho tymu odbornika
by méla byt zvazena pfi predoperacnim
vysetfovadni pacientd, u nichz je pred
elektivni operaci indikovana DAPT.

Doporucuje se pokracovat v podavani
kyseliny acetylsalicylové perioperacnég,
pokud to riziko krvaceni dovoli, a vratit se
k doporucované antiagregacni terapii co
nejdrive po operaci.

nekardidlni operaci
B

Po implantaci koronarniho stentu je
mozno zvazit elektivni operaci vyzadujici
vysazeni inhibitoru P2Y,, s odstupem
jednoho mésice, a to nezavisle na typu
stentu, jestlize Ize po celé perioperacni
obdobi podavat kyselinu acetylsalicylovou.

DAPT - dualni protidestickova lécba; IM - infarkt myokardu.

U pacientl s nedavnym IM nebo s jinymi
rysy svedcicimi pro vysoké riziko rozvoje
ischemie vyZadujici DAPT je vhodné
elektivni operaci odlozit az o Sest mésic.

Pokud musi byt pred operaci vysazeny
oba protidestickové |éky, lze zvazit
podavani nitrozilniho protidestickového
léku, zvlasté pokud je operace provadéna
Vv prvnim meésici po implantaci stentu.

® Trida doporuceni
® Uroven znalosti
“ Rizikové faktory rozvoje ischemie jsou uvedeny v tabulce 5.

U pacientd s nekardialni operaci se
nedoporucuje prerusovat DAPT v prvnim
mésici |&cby.
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Elektivni nekardialni operace u pacientu
uzivajicich dualni protidestickovou lecbu

Doba od
zahajeni DAPT

Tm —

Preruseni lécby inhibitorem

P2Y,, po PCI kviili elektivni

nekardialni operaci’

PCl z indikace AKS nebo jiné rizikové

faktory ischemickych piihod?

I
Ne

Trida lla B

Ano

\

Trida Ilb C

>
F

ESC 201

Nacasovani elektivni nekardialni operace u
pacientd na dualni protidestickové Ié¢bé (DAPT)
po perkutanni koronarni intervenci(PClI).

Barevné kdédovani odpovida tfidam doporuceni podle

ESC (zelena = tfida I; Zluta = tfida lla; oranzova = tfida IIb).
AKS — akutni koronarni syndrome

ESC — Evropska kardiologicka spolec¢nost

1 P¥i velkém chirurgickém zakroku do Sesti mésict po PCI
je doporu€ovana dostupnost katetrizaCni laboratofe s
nepfetrzitym provozem.

2 Rizikové faktory ischemickych pfihod jsou uvedeny v
tabulce 5.
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Prevadeéni z jednoho peroralniho
inhibitoru receptoru P2Y12 na druhy

» Rozdily tykajici se farmakologie inhibitort receptort P2Y12 ve smyslu jejich
vazebného mista, polo¢asu a rychlosti nastupu i odeznéni ucinku jsou dulezitymi
faktory, jez by mohly vést k interakcim pri prevadéni z jednoho léciva na druhé.

» Prevadéni z clopidogrelu na ticagrelor je jediné prevadéni z jednoho inhibitoru
receptort P2Y12 na druhy, jez bylo zkoumano v klinické studii s dostatec¢nou silou
pro hodnoceni klinickych vyslednych ukazatel(i (,end-pointii®). Zédna z jinych
moznosti prfevadéni nebyla zkoumana tak, aby z uvedeného vyplynuly ddaje o
klinickych ddsledcich.

Prevadéni z jednoho peroralniho inhibitoru P2Y,, na druhy

Doporuéeni Trida® | Urovent
B

U pacientt s AKS dosud |écenych
clopidogrelem se prevedeni z clopidogrelu
na ticagrelor doporucuje zahy po prijeti do
nemocnice, a to nasycovaci davkou 180 mg
nezavisle na nacasovani a nasycovaci
davce® clopidogrelu, nejsou-li pritomny
kontraindikace podavani ticagreloru.

Jiné prevadéni mezi peroralnimi inhibitory
P2Y,, Ize zvazit pri vyskytu nezddoucich
U€ink( / intolerance 1&€iv, a to podle
navrhovanych algoritmda.

AKS — akutni koronérni syndrom.
a Tfida doporuceni
b Uroveri znalosti
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Prevadeéni z jednoho peroralniho
inhibitoru receptoru P2Y12 na druhy

CLOPIDOGREL
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Ticagrelor MD (90 mg dvakrat denné)

PRAS UGREL 24 h po posledni dévee prasugrelu TICAG RELOR

Prasugrel LD (60 mg)
24 h po posledni dévce ticagreloru

EESC 2017

Algoritmus prevadéni z jednoho peroralniho inhibitoru P2Y12 na jiny v neakutni klinické situaci.
LD — nasycovaci davka (loading dose). MD — udrZovaci davka (maintenance dose).
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Protidestickova lécba u pacientu s FS

Atrial Fibrillation (ACTIVE W): The combination |- r/ 7~/
of aspirin and clopidogrel is not as effective as =i Vo
warfarin in patients with AF? |

However

Stenting (STARS)?: The combination of aspirin and
a thienopyridine is more effective than warfarin in
patients with coronary stents?

1. Lancet 2006 Jun T0;367(9526):1903-12. 2. N Eng J Med 19598 Dec 3, 3359(23):1665-F1.




Hospitalization Related to Cardiovascular or

Bleeding Event

Cardiovascular
Riva+ P2Y,. v. VKA + DAPT

Riva + DAPT w. VKA + DAPT

HR=0.68 (95% CIl: 0.54-0.85)
P=0.001
ARR=8.1
HNT=13

Bleeding
Riva+ P2%Y,: v. VKA + DAPT

HRE=0.61 {95% Cl: 0.41-0.90)
p=0.012
ARR=4.0
HNT=25

HR=0.73 (95% CIl: 0.58-0.91)
p=0.005
ARR=8.1
MNT =13

Riva+ DAPT wv. VKA + DAPT

HR=0.51 {95% Cl: 0.34-0.77)
p=0.001
ARR=5.1
MNT=20

Adverse events leading to hospitalization were
classified by consensus panel blinded to
treatment group as potentially related to either
bleeding, CV or other causes

VKA+ DAPT 28.4% |

20.3%
20.3%

Riva+DAPT _

Riva +P2Y,.
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Mo, at risk bleeding
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Log-Rank P-values 38 comparsd to VKA group ars based on the teo-slded log rank tast Gibson et al. AHA 2016




Primary Endpoint: time to first ISTH major @ RE-DUAL PCI
or clinically relevant non-major (CRNM) bleeding event Study i NVAF patients undergoing PC

40 - 40 -
354 Non-inferiority P<0.0001 therapy 351 Non-inferiority P<0.0001 :’:}’affa”” triple
P<0.0001 P=0.002 erapy
30 - 30
S 25 25 -
c
% . . Dabigatran 150
5 | 7 dual therapy
>
% 15 | Dabigatran 110 15
< dual therapy
C% 10 - 10 -
5 5 .
0 | | | | | | | | 0 | | | [ | [ | |
0 90 180 270 360 450 540 630 720 0 90 180 270 360 450 540 630 720
Time to first event (days) Time to first event (days)

Full analysis set presented. HRs and Wald Cls from Cox proportional-hazard model. For the dabigatran 110 dual therapy vs warfarin triple therapy comparison, the model is stratified by age, non-
elderly vs elderly (<70 or 270 years old in Japan and <80 or 280 years old elsewhere). For the dabigatran 150 dual therapy vs warfarin triple therapy comparison, an unstratified model is used;
elderly patients outside the United States are excluded. Non-inferiority P value is one sided (alpha=0.025). Wald two-sided P value from (stratified) Cox proportional-hazard model (alpha=0.05).
Cl, confidence interval; HR, hazard ratio; ISTH, International Society on Thrombosis and Haemostasis. Cannon et al. NEJM. 2017;377(16):1513-1524.



Composite efficacy outcome —

all-cause death, myocardial infarction, stroke, systemic

embolism, or unplanned revascularization
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Dabigatran (combined Warfarin
dose) dual therapy triple therapy
(n=1744) (n=981)
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[EEY
o

Probability of event (%)

W

7 RE-DUAL PC]

Study in NVAF patients undergoing PCI

X

Dabigatran (combined doses)
dual therapy

Warfarin
triple therapy

360 450 540 630 720

Time to first event (days)

Non-inferiority P value is one sided (alpha=0.025). Results presented are Step 3 of hierarchical testing procedure, testing non-inferiority of dabigatran dual therapy (combined doses) to warfarin triple

therapy in death or thromboembolic event and unplanned revascularization. Cl, confidence interval; HR, hazard ratio.

Cannon et al. NEJM. 2017;377(16):1513-1524.



2016 ESC guideline

] AF patient in need of OAC after an ACS )

|
- -

Bleeding risk low

compared to risk for ACS
! or stent thrombosis
Time from ACS l
o] Triple therapy* (11aB) NN
month =
- — Triple therapy* (11aB)
ey .

6 months —

12 months —
Hfelong OAC mono-ﬂtmpy‘ (1B) OAC monithoupy‘ (1B)

v

Il ocac I Aspirin 75-100 mg daily [l Clopidogrel 75 mg daily

ACS = acute coronary syndrome;AF = atrial fibrillation; OAC = oral anticoagulation (using vitamin K antagonists or non-vitamin K antagonist oral anticoagulants);

PCl = percutaneous coronary intervention.

*Dual 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.
*OAC plus single antiplatelet.

“Dual therapy with OAC and an antiplatelet agent (aspirin or clopidogrel) may be considered in patients at high risk of coronary events.

Figure 12 Antithrombotic therapy after an acute coronary syndrome in atrial fibrillation patients requiring anticoagulation.



Dualni protidestickova lécba u pacientu s
indikaci peroralni antikoagulacni lécby

Tabulka 4 - Strategie smérujici k omezeni rizika krvacivych

komplikaci u pacienti lécenych peroralnimi antikoagulancii

* Zhodnotte riziko ischemie a krvaceni za pomoci
validovanych prediktort rizika (napf. CHA,DS,-VASc, ABC,
HAS-BLED) se zfetelem k modifikovatelnym rizikovym
faktordm.

* Trojitou lécbu podavejte po dobu co nejkratsi;
misto terapie trojkombinaci by méla byt po PCl
zvazena dualni lécba (peroralnim antikoagulanciem
a clopidogrelem).

* Zvazte podavani NOAC misto VKA.

* Zvazte cilové INR blize dolni hranici doporucovaného cilového
rozmezi a maximalizujte dobu stravenou v terapeutickém
rozmezi (tj. > 65-70 %), jestlize podavate VKA.

* Zvazte rezim s nizsimi davkami NOAC testovany ve
schvalovacich studiich a uplatnéte jiné rezimy podavani NOAC
zohlednujici u jednotlivych 1éCiv specificka kritéria pro jejich
akumulaci.?

¢ Z inhibitor P2Y,, je v kombinnaci s OAC lékem volby
clopidogrel.

* Podavejte nizkou davku kysliny acetylsalicylové (< 100 mg
denné).

* Vzdy podavejte PPL.

ABC — Age, Biomarkers, Clinical history;

HAS-BLED - hypertenze, abnormalni renalni/jaterni funkce, CMP,
anamnéza krvaceni nebo predispozice, labilni INR, starsi pacient (vék =
65 let), soucasné léky/ alkohol;

CHA2DS2-VASc = srdec¢ni selhani, hypertenze, vék = 75 let (2

body), diabetes, CMP (2 body), cévni onemocnéni, vék 65-74, zenské
pohlavi;

INR — mezinarodni normalizovany pomeér;

NOAC — nova peroralni antikoagulancia;

PCI — perkutanni koronarni intervence;

PPI — inhibitory protonové pumpy (proton pump inhibitors);

VKA — antagonisté vitaminu K.

a) Apixaban 5 mg dvakrat denné nebo apixaban 2,5 mg dvakrat denné
pfi spInéni nejméné dvou nasledujicich podminek: vék = 80 let, télesna
hmotnost < 60 kg nebo sérova koncentrace kreatininu = 1,5 mg/dl (133
pumol/l); dabigatran 110 mg dvakrat denné; edoxaban 60 mg jednou
denné nebo edoxaban 30 mg jednou denné pfi splnéni nejméné jedné
nasledujici podminky: clearance kreatininu 30-50 ml/min, télesna
hmotnost < 60 kg, soub&zné uzivani verapamilu nebo chinidinu nebo
dronedaronu; rivaroxaban 20 mg jednou denné nebo rivaroxaban

15 mg jednou denné pfi CrCl 30—-49 mi/min.
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Klicova sdeleni
» (1) Pfinosy a rizika DAPT: namisté je individualizovany pristup zohlednujici rizika
rozvoje ischemie i krvaceni.

> (2) Strategie smérujici ke zmirnéni rizika krvaceni: Ke zmirnéni rizika krvaceni u
pacientd na DAPT bychom méli napfit veSkerou svou snahu.

> (3) Vybér inhibitoru receptort P2Y12: Clopidogrel je pokladan za inhibitor
receptord P2Y12 volby u pacientt se stabilni ICHS Iééenych pomoci PCI, u
pacientu s indikaci soubézné peroralni antikoagulace, jakoz i u pacienti s AKS, u
nichz jsou kontraindikovany ticagrelor nebo prasugrel. Ticagrelor nebo
Prasugrel j[sou doporué¢ovany u pacientt s AKS.

> (4) NacCasovani zahajeni inhibice P2Y12: Na€asovani zahajeni inhibice P2Y12 je
specifické jak pro l€Civo (ticagrelor versus clopidogrel versus prasugrel), tak pro
onemocneni (stabilni ICHS versus AKS, jeho typ apod.).

» (5) Pacienti se stabilni ICHS podstupujici PCI: Nezavisle na typu kovového stentu
by DAPT méla trvat jeden mésic az Sest mésicu s ohledem na riziko krvaceni.

AKS — akutni koronarni syndrom; DAPT — dualni protidestickova lécba; ICHS — ischemicka choroba srde¢ni; PCI — perkutanni koronarni intervence.
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Klicova sdeleni

> (6) Typ kovového stentu a délka trvani DAPT: Potreba kratkodobé DAPT by jiz
nemeéla vést k uprednostnovani BMS pred DES noveéjsich generaci.

» (7) Pacienti se stabilni ICHS podstupujici CABG: Nemame dostatek dat, abychom
mohli doporucit DAPT této populaci nemocnych.

» (8) Pacienti s AKS: Nezavisle na konec€né strategii revaskularizace
(farmakoterapie, PCl nebo CABG) je doporucovana délka trvani DAPT u téchto
pacientt 12 mésica. Sestimésiéni terapii bychom méli zvazit u pacientd s
vysokym rizikem krvaceni, naopak delSi nez 12mésicni terapie mize byt
namisté u pacienta s AKS, ktefi DAPT tolerovali bez krvacivych komplikaci.

» (9) Pacienti s indikaci peroralni antikoagulace: Délka trvani trojité lécby by
neméla presahnout Sest mésicl nebo by tato terapie méla byt ukonéena
propusténim pacienta z nemocnice, a to pfi zohledneni rizika ischemie (napf.
komplexity léCené ICHS, rozsahu neoSetfenych Iézi, technickych uvah ohledné
pristupu k implantaci stentd, vysledkul) i rizika krvaceni. Pouziti ticagreloru ci
prasugrelu se v téchto situacich nedoporucuje.

AKS — akutni koronarni syndrom; DAPT — dualni protidestickova Ié¢ba; BMS — kovovy stent; CABG — aortokoronarni bypass; DES — Iékovy stent;
ICHS — ischemicka choroba srdecni; PCI — perkutanni koronarni intervence.
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Klicova sdeleni

» (10) Pacienti podstupuijici elektivni nekardialni operaci po implantaci koronarniho
stentu: Planovana operce vyzadujici vysazeni inhibitoru receptori P2Y12 by méla
byt naCasovana ne drive nez za jeden meésic, Ize-li po celé perioperacni obdobi
podavat ASA. Pokud je nutno perioperacéné vysadit obé protidestiCkova |éCiva, je
namisté zvazit premostujici lé¢bu cangrelorem, tirofibanem nebo eptifibatidem,
zejména v pfipadé naCasovani operace drive nez za jeden mésic od implantace
stentu.

> (11) Uvahy vztahujici se k pohlavi a specialnim populacim: U muzu i Zen jsou
doporucovany podobné typy a délky trvani DAPT; totéz se tyka diabetikt a
nediabetikd. Pacienti s anamnézou tromboézy stentu, zejména neméla- i feSitelnou
pri¢inu, by méli podstoupit prodlouzenou DAPT. O prodlouzené DAPT miuzeme
uvazovat i u pacientd po komplexni PCI. U pacientt s aktivnim krvacenim béhem
DAPT bychom k rozhodnuti vysadit obé protidestiCkova léCiva, zejména kratce po
PCI, méli pristoupit jen v pfipadé, Ze krvaceni je zivot ohrozujici a Ze jeho zdroj
nebyl oSetfen, pfipadné je] osetrit nelze. Pacient by mél byt prelozen na pracovisté s
dostupnosti primarni PCI.

ASA - kyselina acetylsalicylova ; DAPT — dualni protidesti¢kova IéCba; PCI — perkutanni koronarni intervence.
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DAPT u AKS — nékolik rad do zivota

Poridit si pocket gudelines/mobilni aplikaci ESC a pokud mozno se jimi fidit. Nemusi
to byt doslova, zivot se neda vzdy poskladat do rubrik

Individualizovat Ié€bu podile rizikového profilu — score kalkulatory na internetu
Zkusit presvédcit nemocné, ze investovat néco do modernich Iéku se ob¢as vyplati
Mit na paméti, ze rizikovy profil se miize ménit s Casem a ménit pak i strategii IéCby
Nebat se zkratit DAPT, pokud je k tomu dobry divod . VétSinou se nic nestane.
Nebat se prodlouzit DAPT, pokud je k tomu dobry divod. VétSinou se nic nestane.

Na nesmyslinou politiku pojiStoven muzete zehrat, kudy chodite, ale to je tak vSechno
co muzete.



Nejste si tak uplne jisti, jak postupovat s
danym pacientem?

Nic si z toho nedéelejte, nejste sami!









Special Situation: Targeted Temperature Management
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* Core temp: 33°C 80
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* Dosing
* Clopidogrel 600 mg
* Prasugrel 60 mg
* Ticagrelor 180 mg

* PRI/VASP at 24 hrs

* >50% = non-
responder
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[t [#8] F= i (=)
o = = =

=
=

60.7
- 32 30
23 22.5
I I . I
All

Clopidogrel Prasugrel Ticagrelor

o

M Hypothermia M Normothermia




Newest P2Y12 Option Available: Cangrelor®

* Intravenous P2Y12 antagonist CHAMPION PHOENIX
* 30 mcg/kg IV + 4 mcg/kg/min IV —_—

infusion as adjunct pharmacotherapy |, Death. MI. ischemia-driven
r r

to PCI revascularization, or ST at 48 hrs.:
* Many traits of an ideal antiplatelet 4.7% vs 5.9% (p=0.005)

* Peak ~10 minutes * Driven by Ml and ST
* >90% platelet inhibition * Ml driven by intra-procedural Ml
* Returns to normal within 1 hour * Definition of Mi changed

 Fixed, weight based dosing * Only clopidogrel allowed

» Unaffected by renal, hepatic, * 25% of patients received 300 mg
genetics, drugs clopidogrel (0% in the cangrelor arm)

* Transition to orals by the end of : g”denf{‘nfsig‘:tg;fj,pg“;%;ﬁlmm PC
the procedures




CCS PPl Recommendation

Use of Proton-Pump Inhibitiors

Use of proton-pump
inhibitors in patients
taking clopidogrel

Patient at risk of
upper

gastrointestinal
bleeding

The pharmacodynamic interaction between clopidogrel
and PPIs and the initial findings from observational
studies suggested an increased risk of cardiovascular
events in concomitant users of clopidoarel and PPIs.

If the patient is deemed to require a PPl in combination with clopidogrel, use
one least likely to inhibit CYP2C19 - pantoprozole or lansoprazole

FFLS LNAdL IMINnNImany innmnit W IFiwlY dre prererrea ror
patients taking clopidogrel who are considered to be at
increased risk of upper gastrointestinal bleeding
(Class IIb, Level of Evidence B).
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Outcomes with “Novel” P2Y12 Antagonists*>

CLOPIDOGREL PRASUGREL TICAGRELOR
1.7

= = =
= Pt +a

PERCENT (%)
o0

8E INIL NOLIML
8E INIL NOLIML

3.2 3 ﬁ
0.4 .
| i’iﬂ 01 2 03 2
— N

Primary Endpoint Death Major Bleeding Fatal Bleeding
(TIMI, non-CABG)




2) RE-DUAL PCl

Rate of intracranial haemorrhage
1.5 -
:’5: HR: 0.30 (95% CI: 0.08-1.07) HR: 0.12 (95% CI: 0.02-0.98)
é P=0.064 P=0.047
(]
1 .
E
o
=
= 0.5 1
a ARR: 0.7%
S ARR: 0.9%
T
o M 0.1%
0 | . ] | |
Dabigatran 110 mg Warfarin triple therapy Dabigatran 150 mg Warfarin triple therapy
dual therapy (n=981) dual therapy (n=764)
(n=981) (n=763)

Wald two-sided P value from (stratified) Cox proportional-hazard model (alpha=0.05)
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European Heart Journal CLINICAL RESEARCH
doi:10.1093feurheartj/chw284 Acute coronary syndromes

Outcomes in patients treated with ticagrelor or vs ° P LA I O

clopidogrel after acute myocardial infarction:

experiences from SWEDEHEART registry Tikagre'or - data z realné praxe

Anders Sahlén'23% Christoph Varenhorst?, Bo Lagerqvist*, Henrik Renlund?,
Elmir Omerovic®, David Erlinge®, Lars Wallentin?, Stefan K. James*, and

Tomas Jernbergh?

2010 - 2013

PLATO: primarni ukazatel u¢innosti
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Wallentin L, et al. N Engl J Med. 2009;361:1045-1057

Sahlén A.et al.; Outcomes in patients treated with ticagrelor or clopidogrel after acute
myocardial infarction: experiences from SWEDEHEART registry,
doi:10.1093/eurheartj/lehw284




Redukce celkové mortali
Bypass do umrti

ty

A 197 wroas@suci=oszorn,p<00r ________ 9.7
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= = = Clopidogrel
14 Ticagrelor
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0 1 2 3 4 5 6 7 B 9 10 11 12
No. at risk Months from CABG procedure
Ticagrelor 629 583 557 491 415 291 119
Clopidogrel 620 566 539 472 404 269 130

Journal of the American College of Cardiology Vol. 57, No. 6, 2011,
doi:10.1016/j.jacc.2010.10.029
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PPl CYP2C19 Inhibition
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Esomeprazole Omeprazole Pantoprazole Lasoprazole

Ogilvie BW, Yerino P, et al. Drug Metab Dispos. 2011 Nov;39(11):2020-33
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HASBLED: Assess Bleeding Risk

HAS-BLED SCORE
Hypertension (SBP>160 mm H 1 : . :

yP ( 9) Major bleeding risk
Abnormal renal function (Cr>200 1 (% per year)
umol/L) 15 %
or liver function (cirrhosis, bilirubin >2x 1 12.5

upper normal, or AST/ALT/ALP >3 x
upper normal

Stroke history 1
Bleeding (major) or tendency 1
Labile INR (unstable INR, time in 1
therapeutic range <60%)
Elderly: Age >65 years 1
iy ) 0%
Drugs (aspirin, NSAIDS, anti- 1
inflammatory medications); alcohol or
drug abuse HASBLED SCOI’e

DOI: http://dx.doi.org/10.1016/j.cjca.2016.07.591 Pisters R. et al. Chest
Copyright © 2016, Canadian Cardiovascular Society 2010;138’:1093-100
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For patients with AF in association with
NSTEACS or STEMI
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-
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* A NOAC is preferred over warfarin for non-valvular AF

\i—

DOI: http://dx.doi.org/10.1016/j.cjca.2016.07.591
Copyright © 2016, Canadian Cardiovascular Society



