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Predleceni pacienta s AKS

- |éCba pred znalosti koronarni anatomie
r

* AKS s STE
* AKS bez STE
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e antitromboticka lécba

* oxygenoterapie
e opiaty
* betablokatory




Predleceni antitrombotiky
PRO:

* redukce progrese ruptury platu
* l|epsiflow v IRA

* redukce ischemickych prihod (periproceduralni IM,
trombodza ve stentu, reokluze IRA)

PROTI:

e zvyseneé riziko krvaceni (periproceduralni, CABG)

e prodlouzeni hospitalizace pac. indikovanych k CABG
e jina dg. (disekce aorty, akutni perikarditida)

- radialni pristup
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Comparison of Prasugrel and Ticagrelor Loading Doses in
ST-Segment Elevation Myocardial Infarction Patients
RAPID (Rapid Activity of Platelet Inhibitor Drugs) Primary PCI Study

Guido Parodi, MD, PuD), Renato Valenti, MD, Benedetta Bellandi, MD, Angela Migliorini, MD,
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Inhibition of Platelet Aggregation Over Time

inhilaltion of platelet aggregation by VerfyNow =t 2, 4, B, and 12 h afer dug
Icading dose in patients with prasugrel (tiangles) and ticagrelor (squares).
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The NEW ENGLAND JOURNAL of MEDICINE

N Engl ] Med. 2014:
11,371:1016-27.

ORIGINAL ARTICLE

Prehospital Ticagrelor in ST-Segment
Elevation Myocardial Infarction
Gilles Montalescot, M.D., Ph.D., Arnoud W. van 't Hof, M.D., Ph.D.,

e srovnani,prednemocnic¢niho “ a ,,nemocnic¢niho”
podani ticagreloru (180mg)
* 1870 pacientll se STEMI pred pPCl

frustainit 1°t Co-primary endpoint 2"d Co-primary endpoint
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Predhospitalizacni podani ticagreloru:

- je bezpecné

- nevede ke zlepsSeni koronarni perfuze pred PCI
- shizuje riziko trombdzy stentu

e casovy rozdil mezi podanim ticagreloru mezi

skupinami byl pouze 30 min
e stredni cas od randomizace do angiografie

byl 48 min

=- : P,
[ Y




Ticagrelor Crushed
Tablets Administration in
STEMI Patients The MOJITO Study

FIGURE 1 Platelet Inhibition Over Time
350
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n=83
Platelet reactivity was assessed at baseline, 1, 2, 4, and 8 h after a 180-mg ticagrelor loading dose in patients treated by crushed tablets
(diamonds) or integral tablets (squares). Data are expressed as mean £ SD.

Problematické situace:

1) Intubovany pacient

2) Nemoznost zapiti vodou v terénu
3) Nausea, zvraceni, dysfagie
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ORIGINAL RESEARCH ARTICLE

Pharmacokinetic Profiles of Ticagrelor Orodispersible Tablets
in Healthy Western and Japanese Subjects

Renli Tun;_',l - Maria Haml]larht‘.r;_',2 - Glenn F. Carlson' - Sara Bukclund-Singh} .

Terese Ruderfelt® - Eva ]?rl_w:hcrt2

Bioequivalence studies: BRILINTA ODT vs IR —

study designs’

Westen study Japanese study*

Open-label, randomized, 4-period, 4-freatment,
crossover, single-centre, single-dose study

A Test: single dose of 1 x 90 mgt ticagrelor
ODT administered with 200 mL water

B Test: single dose of 1 x 90 mg ticagrelor ODT
administered without water

C Test: single dose of 1 x 90 mg ticagrelor QDT
suzspended in 200 mL water, administered
through a NG tube into the stomach

D Reference: single dose of 1 x 90 mg
ticagrelor IR tablet administered oralky
with 200 mL water

36 healthy volunteers were randomized;
30 completed all four treatments

Primary PK endpoints:
Cmze AUCH ¢, AUC of ticagrelor and
AR-C124910XX

Open-label, randomized, 3-period, 3-treatment,

crogsover, single-centre, single-dose study

A Test: single dose of 1 x 90 maT ticagrelor
QDT administered with 150 mL water

B Test: single dose of 1 x 90 mqg ticagrelor ODT

administered without water

C Reference: single dose of 1 x 90 mg
ficagrelor IR tablet administered orally
with 150 mL water

42 healthy volunteers were randomized;
41 completed all three treatments

Primary PK endpoints:
Conay AUC 4, AUC of ticagrelor and

AR-C124910KX
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Fig. 1 Ticagrelor OD tablet (whire) and IR tablet (vellow). IR
immediate release, 0D orodispersible




Bioequivalence studies: BRILINTA ODT vs IR —
ticagrelor plasma concentration over time!
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Zaver: ODT ticagrelor je bioekvivalentni k IR ticagreloru
ve Western studii — bez vody a pri podani do NGS
v Japonskeé studii — bez vody i s vodou
Pooling vysledkl obou studii dle pravidel EMA:
prukaz bioekvivalence ODT ticagreloru a IR ticagreloru




ISSN 1936-8798/536.00

Efficacy and Safety of Cangrelor in ®

Preventing Periprocedural Complications

Crovack

in Patients With Stable Angina and
Acute Coronary Syndromes Undergoing
Percutaneous Coronary Intervention

The CHAMPION PHOENIX Trial

FIGURE 3 Net Clinical Benefit

Cangrelor Clopidogrel
OR (95% CI) n/N (%) n/N (%)
ALL N=5472 N=5470
Death/MVI/IDR/ST/Gusto Severe s 0.80 (0.67,0.94) 264/5470 (4.8) 327/5469 (6.0)
-
Death/MI/IDR/ST/Gusto Severe-Moderate 0.83 (0.70, 0.97) 284/5470 (5.2) 340/5469 (6.2)
Stable Angina N=3186 N=3172
Death/MI/IDR/ST/Gusto Severe -~ 0.82 (0.67, 1.01) 185/3185 (5.8) 221/3171 (7.0)
Death/MI/IDR/ST/Gusto Severe-Moderate ™ 0.85(0.70, 1.04) 196/3185 (6.2) 226/3171 (7.1)
ACS N=2286 N=2298
Death/MI/IDR/ST/Gusto Severe - 0.74 (0.55, 1.00)  79/2285 (3.5) 106/2298 (4.6)
Death/MI/IDR/ST/Gusto Severe-Moderate —#

0.1

—

1

0.77 (0.58, 1.02)

88/2285 (3.9) 114/2298 (5.0)

10

Cangrelor better «+— — Clopidogrel better

Net clinical outcomes at 48 h after randomization by overall treatment group and clinical presentation (mITT population). Abbreviations as in

Figures 1 and 2.
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STEMI - antitromboticka Iécba

Doporuceni Trida| Uroven

Protidestickova lécba
P2Y12 inh. (ticagrelor 180 mg n. prasugrel 60
mg), prip. clopidogrel (600 mg),

pred PCl (nebo nejpozdéji béhem PClI)
ASA: p.o. 150-300 mg nebo 75-250 mg i.v.

Antikoagulacni lécba
Je doporucéeno podani UFH (70 j/kg i.v.)

—_— —
l‘ Fully Occluding Thrombus

P. Kala, et al., 2017 ESC Guidelines for the management of acute myocardial
infarction in patients presenting with ST-segment elevation: Summary of the
document prepared by the Czech Society of Cardiology, Cor et Vasa 59 (2017)

e613—eb644




ZZSPK 2017 — antitromboticka lécba STEMI

 ASA 75-250 mgi.v nebo p.o. 150-300 mg

* ticagrelor 180 mg

* clopidogrel 600 mg v pripadeé Kl ticagreloru

* nefrakcionovany heparin 70 j/kg i.v.

* Pacienti na OAK: ASA + UFH 70 j/kg i.v.,
clopidogrel po konsultaci

KONTRAINDIKACE
TICAGRELOR Hemoragicka CMP v anamneze, akutni krvaceni, onemocnéni
a PRASUGREL jater, trvala antikoagulacni terapie (warfarin nebo NOAC)
PRASUGREL navic CMP/TIA v anamneze, vek = 75let, hmotnost < 60kg

A




Doporuceni tykajici se vybéru a nacasovani podavani inhibitord P2Y,,

Trida® | Urovent

Doporuceni

U pacientt s AKS je vedle kyseliny acetylsa-
licylove doporucovan ticagrelor (nasycovaci
davka 180 mg, tedy 90 mg dvakrat denneg),*
a to nezavisle na vstupni |écebné strateqii,
coZ se tyka | pacientd predlecenych clopido-
grelem (ten by mel byt po nasazeni ticagre-
loru vysazen), nemaji-li kontraindikace.

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 preparéd 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




Doporuceni tykajici se vybéru a nacasovani podavani inhibitord P2Y,,

Doporuceni Trida® | Uroveni®

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

U pacientd s non-STE AKS podstupujicich
invazivni lé€bu by méla byt zvazena aplikace
ticagreloru (nasycovaci davka 180 mg, tedy
90 mg dvakrat denne), pripadne clopidogre- lla
lu (nasycovaci davka 600 mg, denni davka

75 ma), pokud ticagrelor nepripada v uvahu,
a to co nejdrive po potvrzeni diagnozy.

U pacientd s non-5TE AKS, u nichZz nezname
anatomii koronarnich tepen, lécba
prasugrelem neni doporucovana.

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 preparéd 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
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Pre-hospital management of © The Europesn Society of Cardclogy 2015
- * - Reprints and permissions:
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or dyspnoea of cardiac origin. SonaE

A position paper of the Acute
Cardiovascular Care Association

(ACCA) of the ESC.

Writing committee

Farzin Beygui' (Chair), Maaret Castren?, Natale Daniele Brunetti?,

NSTE-AKS -

ostatni

NSTE-AKS —
okamzita SKG
(<2 hod)

ASA ANO ANO

clopidogrel V pripadé Kl nebo ANO
nedostupnosti
prasugrelu nebo
ticagreloru

ticagrelor ANO ANO

prasugrel ANO NE

ANO
NE

NE
NE




AKS bez STE - antitromboticka lécba v PNP

* antiagregacni lécba:
- ASA: p.o. 150-300 mg nebo 75-250 mg i.v
- loading dose clopidogrel / ticagrelor — nacasovdni ?
- prasugrel ne pred SKG

Partially c'g Thrombus

* antikoagulacni lécba
UFH — 70 j/kg i.v. vysocerizikovy NSTEMI
- enoxaparin 1mg/kg s.c. 2x denné
- fondaparinux 2,5mgqg s.c. 1x denné




Zmirnéni hypoxémie a symptomu

when = oo 0 OXYGEN Oxvaenswz <90%

JID. DETO2,

Doporuceni

Hypoxie

Aplikace kysliku u pacientll s hypoxemii
(Sa02 <90 % nebo Pa02 < 60 mm Hg)

U pacientll s Sa02 =90 % neni rutinni
aplikace kysliku doporucena.

Symptomy
Titrovana i.v. aplikace opioidu.

Podani benzodiazepinu u vysoce
Uzkostnych pacient(

I


https://zena.pluska.sk/preco-by-zeny-mali-uzivat-kyslik-navyse/zdravie/choroby/773891.html

STEMI - betablokatory v PNP

Doporuceni Trida|Uroven
l.v. BB pfi stanoveni diagndzy u pacientt s indikaci

k primarni PCl, bez Kl a STK > 120 mm Hg.
l.v. aplikace BB neni doporucena u pacientu s
hypotenzi, ASS, AV blokadou ci tézkou bradykardii.

lla

-l ‘s," o /3

CAAK 12/2017 —i.v. BB v PNP v CR nepoddvat

P. Kala, et al., 2017 ESC Guidelines for the management of acute myocardial infarction in patients presenting with ST-segment elevation: Summary of the
document prepared by the Czech Society of Cardiology, Cor et Vasa 59 (2017) e613—e644




PredléCeni pacienta s AKS - zavery

1) Antitromboticka lécba - strategie dle typu AKS
PNP — protokol, v pripadé nejasnosti (EKG, dg)
konsultace kardiocentra

2) P2Y, inhibitory
- nacasovani zahajeni |écby
- nové zpusoby podani, orodisperzibilni forma ticagreloru
- cangrelor

3) Oxygenoterapie v indikovanych pripadech
4) Opiaty v indikovanych pripadech

EEEUVY '






Jaka je optimalni strategie predléceni STEMI pacientdi P2Y12 inhibitory v pfednemocnicni péci?
Zkusenosti z Plzeriského kraje z let 2013-2014

Eva Dragounova 1, Kristyna Junkova 2, Roman Svitak 2'3, Milan Hromadka 1, Vratislav Pechman L, Ondrej Sirotek L, Ivo Bernat l, Richard Rokyta !

Tab. 3. Proporce podanych P2Y , inhibitord v PNP v roce 2013 a 2014

Rok 2013 Rok 2014
STEMI transportovani £5 (n) 265 294
P2Y12 inhibitor v PNP (n, 96) 123 (46,4 %) 135 (45,9%)
PRASUGREL (n, %) 22 (179%) 21 (15,6%)
TICAGRELOR (n, %) F7(62,6%) 83 (615%)
CLOPIDOGREL (n, 96) 24 (195 %) 31 (22,9%)

PNP — pfednemocnicni péce; Z5 — zdchrannd sluzba




DAPT pri AKS léecenym konzervativne

Patients with Acute
Coronary Syndrome

Undergoing Medical
Treatment Alone

e DAPT na 12 mésicu

High Bleeding Risk

« Preference ticagreloru-snizeni celkové mortalityz== + @

* Prasugrel neni doporucovan ol . ‘ .

* Vysoké riziko ischemie-zvazit prodlouzenou | T
DAPT (ticagrelor 60mg 2xdenné nebo
clopidogrel 75mg denné) . o 1 N
— Vék >50let + diabetes mellitus/jiz prodélany IM v mmo.----c::;t?:: ____________

OA/MVD/CI Cr < 60ml/min/vék >65let l
Al-Apin  [B=Clopitogel [l -Tiagreor

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
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Bellemain-Appaix A, O’Connor SA, Silvain J, et al.
Association of clopidogrel pretreatment with mortality,
cardiovascular events, and major bleeding among
patients undergoing percutaneous coronary intervention:
a systematic review and meta-analysis. JAMA 2012; 308:
2507-2516.

Table |. Results of the meta-analysis of pretreatment with
clopidogrel. (MACE: myocardial infarction (Ml), stroke or urgent
revascularization).

Pretreatment No pretreatment p-value
n=12,444 n=5817
Death 334 (2.7 %) 183 (3.1 %) 0.11
MACE 1320 (10.6 %) 898 (15,4 %) 0.02
Bleeding | 14 (0.9 %) 47 (0.8 %) 0.72

If the analysis is restricted only to patients with NSTE-ACS, there was
areduction in MACE but an increase in bleeding complications




Prevadeéni z jednoho peroralniho
inhibitoru receptoru P2Y12 na druhy

» Algoritmy pro prevdadéni vychdzejici z farmakodynamickych studii

CLOPIDOGREL
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* NASYCOVACI DAYKU “

Ticagrelor LD (180 mg)

PRASUG REL 24 h po posledni davee prasugrelu TI CAG RELO R

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

EESC 2017

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
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ACCOAST - design studie

NSTEMI + Troponin 2 1.5 krat zvySen

Clopidogrel naivni ¢i na dlouhodobé Iecbé clopidogrelem 75 mg
Randomizace 1:1
Dvojité zaslepeno
CABG — — CABG
&i Knr_o narni Knr_o narni &i farmakolc
farmakologicka terapie Angiografie Angiografie terapie

(prasugrel ukonéen) (2adny pras

Prasugrel 30 mg

Prasugrel 10 mg ¢i 5 mqg (dle vahy a véku) na 30 dni

n~4100 (rizeno poctem prih:

Prasugrel 60 mg

Primarni cil: KV amrti, CMP, urgent. revaskularizace, nutnost GP llb/llla, v 7 dne




The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 12, 2013 VOL. 369 NO.11

Pretreatment with Prasugrel in Non—-ST-Segment Elevation

Acute Coronary Syndromes
Gilles Montalescot, M.D., Ph.D., Leonardo Bolognese, M.D., Dariusz Dudek, M.D., Ph.D., Patrick Goldstein, M.D.,

A Primary Efficacy End Point B All TIMI Major Bleeding
15— Hazard ratio at day 7, 1.02 Hazard ratio at day 30, 0.997 —_ 15__ H
g 4 (95% Cl, 0.84-1.25) (95% CI, 0.83-1.20) 3 1 Hazard ratio at day 7, 1.90 Hazard ratio at day 30, 1.97
= 4 P=0.81 P=0.98 E 4 (95% Cl, 1.19-3.02) (95% CI, 1.26-3.08)
g 7 Pretreatment : 10.8 & 4 P=0.006 P=0.002
w il 10.0 v 10-
= 104 H 10.8 = i
E i 98 No pretreatment £ .
S 7 i = .
c B : w
: 7 = 7
g s R Pretreatment
3 % i 26 etreatme 249
S 3 J !
-a =g 1
& a 0 'ﬁ No pretreatment 1.5
0 5 K = o = o> 0 5 10 15 20 25 10
Days since First Loading Dose Days since First Loading Dose
No. at Risk Mo. at Risk
Mo pretreatment 1996 1947 1328 1297 1288 1284 1263
No pretreatment 1996 1788 1775 1769 1762 1752 1621
Pret':;atrmer:? & 2037 1821 1809 1802 1797 1791 1616 Pretreatment 2037 1972 1339 1310 1299 1297 1280

Primary EP: CV death, M, stroke, urgent revasc, GP lIb/Illa bailout (7 days)
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