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AKC-y» uizv olkalor
arasinda UIX rast
galinma tezliyi
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European Society of Cardiology: cardiovascular disease statistics 2021

Incidence

Portugal | 83

Poland I 125

Cyprus i 132

Luxembourg I 146

Maltal 152

Israel | 166

Francel 170
Switzerland 8 174
Republic of San Marino 8l 179
Spainl 182

United Kingdom § 183
Norway § 185

Sweden i 188

Greecel 190

Belgium @ 198

Ireland @ 199

Denmark B 207

Austria @ 215

Iceland @ 219

Italy @ 241

Germany B 243
Albania @ 246

Finland B 248

Croatia @ 249

Slovenia @ 258
Netherlands @ 267

North Macedonia @ 281
Romania @ 293

Bosnia & Herzegovina ll 294
Montenegro @ 295
Slovakia @ 297

Turkey @ 325

Hungary B 326
Bulgaria @ 333

Czech Republic @ 364
Serbia Il 406
Lithuania Il 431

Latvia @ 433

Russian Federation Il 470
Republic of Moldova Il 488
Republic of Georgia lR 507
Kazakhstan Il 524
Belarus Il 546
Tunisia Bl 558
Armenia Il 566
Algeria @l 578
Kyrgyzstan Bl 589
Libya Bl 594

Estoniz Hl 595
Lebanon Il 620
Morocco Bl 645
Ukraine Bl 654
Syrian Arab Republic Il 713
Azerbaljan IR 737

Egypt EIE 760
Uzbekistan 1012

1000

IHD incidence
per 100 000

Prevalence

Portugal 1325
Luxembourg M1 515

Cyprus @ 1545

Maita M1 615

Switzerland W1 620

France B 1622

Greece M 1627

United Kingdom B 1 635
Israel M1 648

Spain B 1 685

Norway B 1 656

Republic of San Marino 1 703
Denmark M 1763

Austria ll 1 788

Sweden W 1819

Ireland M 1 837

Finland M 1 876

Belgium M 1 878

Icefand I 1 923

Germany Il 1 995

Italy I 2 032

Poland B 2 130
Netherlands Il 2 259
Albania Il 2 529

Slovakia Il 2 760

North Macedonia Il 2 848
Slovenia Il 2 867

Romania Il 2 877

Croatia Ml 2 913

Bulgariz Il 3 027

Bosnla & Herzegovina Il 3 060
Turkey Il 3 227
Montenegro Il 3 263
Hungary Il 3 275

Lithuania Il 3 360

Czech Republic Il 3 406
Republic of Moldova Il 3 479
Russian Federation Il 3 577
Latvia Il 3 611

Belarus Il 3 620

Kyrgyzstan [l 3 675

Serbia Il 3 710

Kazakhstan Il 3 819
Ukraine I 4 051

Armenia Il 4 117
Republic of Georgia Il 4 187
Estonia M 4 320
Azerbaijan Il 4 366

Tunisiz I 4 480
Algeria Il 4 581
u

zbekistan Il 4 642

Libya W 4 928

Lebanon M 4 949

Syrian Arab Republic I 5 121
Morocco I 5 224

Egypt I 5 624

(5 6 000

IHD prevalence

per 100 000



UiX - Oliim sobobi kimi

Reqistr naticalari gostarmisdir ki, ST elevasiyasiz KKS ST elevasiyasi olanlardan

daha cox rast galinir va Kisilorde qadinlara nisbatan tstiinlik taskil edir.
[Yeh RW. etal.].

[1lik xastalonma say1 1000 nafar shaliye toxminan 3 nafardir. Olkeaye gora doayise
bilar. [Fox K.A. et al.,].

Hospital 6liim STQ ile Mi-larda daha cox rast galinir, nainki STQ olmayan MI-
larda. (7% ilo 3-5%, mtivafiq olaraq), amma 6 ay sonra 6liim hallar1 texminan
barabar olur. (12% u 13%, miuvafiq olaraq [ Yeh RW. et al., 2010; Mandelzweig L
etal, 2006 ].

UIX haril 1.8 milion 6liima sabab olur. Bu da biitiin sabablardan 6liimiin 17 % ni
toskil edir



UiX - Oliim sobobi kimi

AKC-ya lizv
olkalar
arasinda oliim
sabablori

ESC

European Society
of Cardiology

European Society of Cardiology:
cardiovascular disease statistics

—-Ischaemic heart disease - 17%

—Stroke - 12%

=Other CVD - 17%

Stomach cancer - 1%
- Colo-rectal cancer - 2%
'~ Lung cancer - 2%

N Breast cancer - 3%

= Other cancer - 10%

—Respiratory disease - 6%

= Injuries and poisoning - 3%
= Alzheimer's/dementia - 5%

= All other causes - 21%

Female
4.8 million

- |schaemic heart disease - 17%

— Stroke - 8%

~Other CVD - 13%

~ Stomach cancer - 1%
~ Colo-rectal cancer - 2%
~Lung cancer - 6%
“Breast cancer - 0.03%

- Other cancer - 13%

— Respiratory disease - 8%

= Injuries and poisoning - 8%

—- Alzheimer's/dementia - 2%

— All other causes - 20%

Male
4.9 million

Figure 41 National causes of death in females and males in European Society of Cardiology member countries.



Reqistr REACH:
Urok-damar agirlagsmalarinin riski zaman keg¢dikco artmaqdadar.

UD 6liim kumulyativ tezliyi, Mi va ya insult
(n=16 770)

16% ~ 15,1%
14%

12%
Anamnezinda Mi olan 44
olkadan 16 770 xasta 10%

8%
6%
4%

2%

0%

Birinci il ikinci il Ugtincii il Dordiinci il

illar

Abtan J et al. Clin Cardiol 2016;39:670-677



Modes of patient presentation, components of ischaemic time ESC

and flowchart for reperfusion strategy selection o S
of Cardiology
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www.escardio.org/guidelines 2017 ESC Guidelines forthe Management of AMFSTEMI (European Heart Journal 2017 - doi:10.1093 feurh eartjfahx095)



K9SKIN KORONAR SINDROMUN MUALIC9SI

Miualiconin maqsadi: KKS-li xastalarda agirlasmalarin qarsisini
almagq vo oliim gostoaricisini azaltmaqgla prognozu yaxsilasdirmag.

KKS-li xostalorin mualicesinda yeddi kateqoriya ayird edilir:

© Antiisemik vasitalar

© Antitrombositar vasitolor

© Antikoaqulyantlar

Koronar revaskulyarizasiya

Uzun muddatli mualice

Reabilitasiya ve fiziki faalliga qayitma
Agirlasmalarin mualicasi

N4

in chest

24

Lightheadedness,
nauseaq, or vomiting

Pain or discomfort I i l

Jaw, neck or
back pain

0

Discomfort or pain in
arm or shoulder

54

Shortness of breath



Antltrombotlk ualico

KKS zamani ikiliantitrombotik miialica: Farmakoloji hodof.

Aspirin
L TxA, >
*; > / S
GPIIb/llla o =
aktivlasmasi ) Tromb g g
T > \‘ Trombosit é 3
a2 . Maediatorlar (ADF, A2) = 8-
Clopidogrel ikt ¥ Gplib/llla reseptorlari g 2.
Prasugrel GPIIb/Illa inhibitors: P P e
Eptifibatide 8- Trombin /FXa -
Ticagrelor EE
Cangrelor Tirofiban
(Abciximab)

©ESC 2020



Antiaqregant vasitalor

o T S Protease Activated

—_— Receptor Antagonists
STEMI

i I
Thrombin

Fibrin Clot:

Fibrin + Platelet

Complex / @

Mechanisms of Action of
Antiplatelet Agents in STEMI

4 m—————

Q <+==== Arachidonic Acid
Fibrin  Platelet | Cydo‘flyfe"ase

| Platelet Activation Aspirin
Platelet Aggregation (IV or PO)

P2Y,, Receptor Inhibitors:

( Cangrelor (IV)
Clopidogrel (PO)

2
9{; Prasugrel (PO)
‘~ < Ticagrelor (PO)
%
Glycoprotein

lib/Illa Inhibitors:
( Abciximab (IV)
Eptifibatide (1V)

'. Tirofiban (1V)



ILKIN PKM ASPEKTLORI

Tovsiyo Sinif Doraco

ilkin PKM TLT-don iistiindiir - agor xasta ilo ilk kontakdan 120 dog-don ¢ox
kegmoyibso vo tocriibali komanda torofindon hoyata kegirilirss.

[Ikin PKM zamani stentlomo moslohot goriiliir. (ancaq balon angioplastikasi
deyil)

Radial miidaxilo qasigdan tstindir.



[Ikin PKM zamani antiaqreqgantlar

PKM don 6nco vo sonra 12 ay (asagi ganama riski ilo) - giicli P2Y12 inhibitorlar:
(tikagrelor, prasugrel), klopidoqrel (agor digarlori yoxdursa)

AST hamiya (PO vo V/D)

IIb/11Ia reseptorlarin blokatorlar1 ancaq miioyyon hallarda (massiv tromboz, long axin)

Kangrelor P2Y12 inhibitorlar1 vo IIb/IIla blokatorlar1 almayan xastalora tOvsiyos oluna
bilar.

- B



P2Y,, reseptorlarinin inhibitorlar1 GEN

Klopidogrel Prasugqrel Tikaqrelor Kangrelor

D sk Tenvmisits Thenomaits Sl REGHOS (il fos ]
triazolpirimidin analoqu
Geridonon slago Geridonmoyan Geridonmoyan Geridonon Geridonon
Bioaktivlasmosi DR, (WS SN, | Dersrai, (s Aktiv maddas Aktiv maddas
2 moarholada asili, 1 morholodo

180 ma YD 30 mq/kq I.V. Bolus, 4
Miialica dozas1 600 mq YD, 75 mqSD 60 mq YD, 10 mq SD 17 mq/kq infuziya PKM

2x90 (60) SD .

icin

Baslangic effekt 2-6 saat 0.5 — 4 saat Stirotli 0.5 — 2 saat Dorhal 2 dog.
Tasir miiddoati 3-10 giin 5-10 giin 3-4 giin 30-60 dogq
Boyrok catismazligi Doza tonzimlonmir Doza tonzimlonmir Doza tonzimlonmir Doza tonzimlonmir
2020 ESC Guidelines for themanagement of acute coronary syndromes in patients presenting without persistent ST-segment elevation <I'9- ORENTA



Tikagrelor MBT-don stiratlo sorulur vo iralido biotransormasiyaya
ugramadan P2Y12 reseptorlar1 1lo baglanir.

GEN

in vivo
biotransformasiya
yoxdur

CYP asih
oksidlasma
CYP3A4/5
CYP2B6
CYP2C19 [

Tikagrelor

.\Baélanma

Prasuqrel

Klopidogrel

CYP asili
oksidlasma

CYP asili
oksidlasma

@ Aktiv birlasma CYP1AZ CYP2C19
_ . CYP28B6 | CYP3A4/5
. Kegid metabolizmi CYP2C19 CYP2B6 LORENTA
®

. Darmanonu




LORENTA (tikaqrelor) - TAI :6en

* 180 mqg YD —dan sonra tosir suratlo
baslayir vo 30 daq sonra trombositlorin
aqreqastyasinin inhibisiyas: (TAI) 41% -9
catir.

» 2-4 saat sonra TAI 89%-9 catir va 8 saat
orzindos saxlanilir. (klopidogrelds 60%)

* Xastoalorin 90% ds doza gabulundon 2
saat sonra TAI >70% toskil edir. (zrrsssvrsss )

LORENTA



KKS mualicasinds 12 ayliq Tikagrelor va Klopidogrel gabulunun *GeN
muqayisasi

Ticagrelor versus clopidogrel in patients with acute
coronary syndromes intended for non-invasive
management: substudy from prospective randomised
PLATelet inhibition and patient Outcomes (PLATO)
trial

Stefan K James associate professor', Matthew T Roe associate professor®, Christopher P Cannon
associate professor”, Jan H Cornel cardiologist*, Jay Horrow executive director, global medicines
development®, Steen Husted chief of thrombosis unit®, Hugo Katus chief of the department of internal
medicine, head of cardiology’, Joao Morais chief of cardiology®, Ph Gabriel Steg professor®'* "',
Robert F Storey professor'®, Susanna Stevens senior biostatistician®, Lars Wallentin professor’,

Robert A Harrington professor?

'Uppsala Clinical Research Center, Uppsala University, Uppsala, Sweden, “Duke Clinical Research Institute, Durham, NC, USA; *TIMI Study Group,
Brigham and Women's Hospital, Boston, MA, USA; *Medisch Cantrum Alkmaar, Alkmaar, Netherlands; "AstraZensca R&D, Wilmington, DE, USA
"Department of Cardiology, Arhug University Hospllal, Arhus, Denmark, "Medizinische Kiinik, Universitatsiiinikum Heldelberg, Germany; *Santo
Acicbento hssbbal b alids Ptk el SRV ALS || SR8 Facie Fuooa B bekimisibd Pasis W Pasie Famena, il Piakial AR 1IN Aade P

The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLIAMED IN IN12 SEPTEMBER 10, 2000

Ticagrelor versus Clopidogrel in Patients with Acute
Coronary Syndromes

N=18624. KKS (1ST, |ST, PKM)
T — 180 mq YD, 90 mq x2 dafa/giin

K —300-600 mq YD, 75 mq/giin (!)—ORENTA



° ° ofe ° o [ ° e .. o
Coxmarkazli, ikili-kor, randomiza olunmus klinik tadgiqgat. PLAT‘O *ece®
43 olka, 862 markaz. 2006-2008.

Argentina Canada Finland Hong Kong Malaysia Philippines Slovakia Thailand

Australia China France Hungary Mexico Poland Spain Turkey

Austria Czech Georgia India The Portugal Sweden Ukraine

Belgium Republic Germany Indonesia Netherlands o nLia Switzerland United

Brazil Denmark Greece Israel Norway S unals South Africa Kingdom

Bulgaria Italy Singapore SRUELNOIRS g:.ai::(s’

Taiwan

Coxmorkazli, ikili-Kor,
randomiza olunmus
klinik tadqiqat.



PLATO - Son noqtalor: Gen

Birincili son noqtaler: Ikincili son noqtalar:
UD 6liimii,Mi va ya insult UD &liimiine qader kegan vaxt
7 -
13 -
12 11,7 (n=9291)
Klopidogrel 6 -
11 4 \l/
o =
10 NF 16% .. Klopidoarel 5,1 (n=9291)
S e- g | NF 21%
S 9,8 (n=9333) =
s, 8- > 44
E 7 - Tikaqrelor 90 mq x 2 dafa giin E 4’0 (n=9333)
= ®
g ® 1 £ 31 Tikaqgrelor 90 mq x 2 dafa giin
s ° S
(14 3 4
24 | 14
|
1 4
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PLATO Gunlor Giinlar %ORENTA
Wallentin L et al. N Engl J Med 2009;361:1045-1057



PLATO - ©9LAVO TOSIRLOR: 2GeN

Boylk ganaxmalar:

T-11,6% vs K-11,2% 100+ 155 N
IKaqgrelor
90— 11,6 %
Fatal ganaxmalar: -
: 80+ 10+ doarel
T-03% vs K-0,3% Je 2 o
s 70+
85
% E 60 5
Tengnafaslik: 82 50~
T-138% vs K-7,8% x 3 i
40
3% 0 1 | | | | | |
. e @x 30+ 0 2 4 6 8 10 12
MUalicenin dayanmasina
sabab tengnafaslik: sl s
T-09% vs K-0,1% 10- e
of | | | | | |
0 2 4 6 8 10 12

PLATO Wallentin L et al. N Engl J Med 2009;361:1045-1057 Aylar




PLATO RGen

PLATO tadqiqati gostoardi ki,
tikaqrelor 90 mq dozada
fayda/risk profilino gora KKS-Ii
x3stalords klopidoqreldan
ustundur.

LORENTA



LORENTA®

i —

PEGASUS
TIMI 54

MI Kecirmis va ya stabil
gedisli UIX olan
xastalorda uzunmiuddoatli
tikagrelorun asag: dozali
AST-yo alava olunmasinin
UDX agirlasmalarina
tosiri

GeN

Prevention of Cardiovascular
Events in Patients with Prior Heart
Attack Using Ticagrelor Compared to
Placebo on a Background of
Aspirin—Thrombolysis in Myocardial
Infarction 54

The NEW ENGLAND

]OURNAL of MEDICINE

MAY 7, 2015

Long-Term Use of Ticagrelor in Patients with Prior
Myocardial Infarction



?Gﬁ TODQIQATIN DIZAYNI GEN

(N=21,162)

1-3 il avval MI kecirmis, stabil UIX
xastalor + 1 aterotrombik risk faktoru

Randomizaolunmus
ikili-kor 75-150 mq/gilin AST ila planlhh mialics

Tikaqrelor 90 mq Tikaqrelor 60 mq

Plasebo

X 2 dafo gin x 2 dafd giin

Birincili son néqtslar: MI, Insult,

KV oliim on az 1 il misahids

@ e e e et it Mot st i Bonaca MP et al. Am Heart J 2014;167:437-44



PEGASUS-TIMI 54 todgiqatina Mi keciron daha yiiksak risk kateqoriyal1 xastalar aG en
daxil edilmisdir

= Yas > 50; AST toyin edilmis vo yaxs1 doziimlonmisdir

= Anamnezda: 1-3 il 6nca kecirilmis MI + an az bir yanasi risk faktoru

()
&

<9 .

Koronar arteriyalarin

Coxdamarh zadalanmalari 21 Mi anamnezda 33korli Diabet

] ] ]
59,4% 16,5% 32,2%
Yas >65 nert
XBX
— I
23,3% 2% —
Sop
Bonaca MP et al. N Engl J Med 2015;372:1791-1800; 2. Bonaca MP et al. Eur Heart J 2016;37:1133— P EGAS U S

1142; 3. Bonaca MP et al. N Engl J Med 2015;372:1791-1800. Supplementary information;

=
=
o1
I



Yacrora cobumvi, %

PEGASUS-TIMI 54: Tikagrelor + AST kombinasiyasi monoterapiya
AST ila mlqgayisada Urak-damar agirlasmalarini daha cox azaldir.

1 1

! ! Il Il Il | { 1 '
0 3 6 9 12 15 18 21 24 27 30 33 36

Cpox nocne paHAOMU3aLUMN, Mec

Tuxarpenop 90 mr 2 pasa 8 cyTem
e Txarpenop 60 mr 2 pasa B cyTem
— [nauebo

Rastgalma tezliyi (%)

GeN

Birincili son ndqtalar: Mi, insult va UD 8limii
9,04% (n=7067)
Nisbi risk
16%

7,77% (n=7045)

P=0,004
=== Plasebo + AST

— Tikaqrelor + AST

|
3 6 9 12 15 18 21 24 27 30 33 36
Avylar 6 —4
y \\\\'
P<0,026 BonacaMPetal. N Eng/.l Med 2015;372:1791-1800 P EGASUS

TIMI 54
- =5



PEGASUS tadgiqatinda uzunmiiddatli IATT —nin daha 6nco MI kecirmis yiiksok risk 3GeN
qrupu xastalorda faydasi miisyyan olunmusdur.

Daha 6nca Mi kecirmis yiiksak risk qrupu xastalarinda AST mualicasina 60 mq
2 dafa/giin tikagrelor alava olunmasi UD agirlasmalarini shamiyyatli azaldir.

4 .

L

Koronar arteriyalarin Anamnezinda 1 Sakarli Diabet XBX Yas >65 ner
\ zadalanmasi dan ¢cox Mi /

<. o

Fatal ganama va ya KDQ tezliyi agagi olmusdur (<1% 3 ilden sonra)

60 mq x 2 dafe/giin tikaqrelor alan xastalarde darman gabulunun dayandiriimasindan 30 giin sonra
UD olumu, Ml va insultun rast galinmasi plasebo grupuna nisbatan az olmusdur.

6 g
Sy

Bonaca MP et al. N Engl J Med 2015;372:1791-1800; 2. Bonaca MP et al. Eur Heart J 2016;37:1133— P EGASUS
1142; 3. Bonaca MP et al. N Engl J Med 2015;372:1791-1800. Supplementary information; TIMI 54



NOTICO: 2GeN

Bir — ti¢ il onco MI keciran xastalords tikagrelor gobulu KV
agirlasmalar1, miokard infarkt: va ya UDX-don 6liim riskinin
statistik ohomiyyaotli azalmasina sabab olur, eyni zamanda
ganama riskinin artmasi da muisahids olunur.

=
—

LORENTA® PEGASUS

MI 54

=1



Twiligth

PKM sonrasi yuksak riskli
xastalarda Tikaqrelor va ya
Tikaqgrelor+AST

Coxmoarkazli, randomomiza olunmus,
plasebo nazaratli tadgigat

B TWILIGHT TRIAL {3

GEN

Ticagrelor with or without Aspirin o“g':.'i.?:'ccé:%
CARDIOLOGY

in High-Risk Patients after PCI
]

Multicenter, randomized, double-blind, placebo-controlled clinical trial

NGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Ticagrelor with or without Aspirin
in High-Risk Patients after PCI

R. Mehran, U. Baber, S.K. Sharma, D.J. Cohen, D.J. Angiolillo, C. Briguo
J.Y. Cha, T. Collier, G. Dangas, D. Dudek, V. DZavik, ). Escaned, R. Gil, P. Gurbe
C.W. Hamm, T. Henry Huber, A. Kastrati, U. Kaul, R. Kornowski, M. Krucoff

V. Kunadi S.O. Marx, S.R. } ta, D. Moliterno, EEM. Ohmr K. Oldroyd,

G. Sardella, S. Sarton, R. Shlt Z, P.G. Steg, G. Weisz. B. Witzenbich|

Han, S. Poco and C.M. Gib

ABSTRACT

BACKGROUND
Monotherapy with a P2Y,, inhibitor after a minimum period of dual antiplatelet
theraov is an emereing approach to reduce the risk of bleeding after percutaneous



TWILIGTH

Qanama va ya isemik hadisa riski yuksak olan vo PKM kegirmis
x3astalords ilk 3 ay TK+AST goabul etdikdoan sonra tikaqrelorun
monoterapiyada effektivliyi.

7 1 1 9 Daxil olma meyyarlari: yuksak isemik vo qanama riski olan
J PKM kegirmis va qanama va isemik hadiss yasamadan 3 ay
Xosto sayi IATT alan xastalar

Tikaqrelor + Tikaqrelor +

Plasebo Aspirin

(n=3,555) | (n=3,564)




Twiligth NOTICOLaR RGEN

100~ 10-
P 0.001
_.  80- 8
- - X
Randomizasiyadan 1 — 6
il sonra nonfatal MI, = o | @
nonfatal insult vo har 2 44 Tikagrelor + plasebo
hansi sasbabdan 6lim ¢
hadisalori o 4
> Tikagrelor + aspirin
o 20- S n T u .
0 3 ; 9 12
A 0_1_—='— l l l
TWILIGHT TRIAL {3 o 3 6 : 12
Ticagrelor with or without Aspirin AMERICAN

in High-Risk Patients after PCI RRbIOLOGY Aylar

I Multicenter, randomized, double-blind, placebo-controlled clinical trial .




Twilight NOTiICOLOR 3GeN

100+ 10-
P<0.001
g 80~ 3 Tikaqrelor + aspirin
; 6—
Randomizasiyadan 1 :;) 60
il sonra gqganama p *=
hadisalori £ 404 ) °

(BARC 2,3,5) % Tikagrelor + plasebo
s 20~ 0 T 1 1
o 0 3 6 9 12
1 1 1

6 9 12




Yekun: Jelcly
TWILIGHT TRIAL {7

AMERICAN

Ticagrelor with or without Aspirin AmecA
in High-Risk Patients after PCI CARDIOLOGY

Multicenter, randomized, double-blind, placebo-controlled clinical trial

PKM olunmus yiiksak riskli va 3 ay IATT-dan sonra xastalarda
tikagrelor monoterapiyada tikagrelor+aspirin kombinasiyasina
nisbatan daha az ganama tezliyi niimayis etdirmisdir.
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Available online at www.sciencedirect.com

ScienceDirect

IH)

Ladian | hoars Jousmal

A \-‘ o,

4

B Sensitive

M Resistant

FI SEFVIER journal homepage: www.elsavier.com/locate/ihj

No of Patients (%)

Original Article

Clopidogrel Prasugrel Ticagrelor

Oral antitrombositar terapiya vd trombosit Resporse o herapy

o oy o o Fig. 3 - Response to antiplatelet therapy with clopidogrel,
lIlhlblSlyaSl prasugrel, and ticagrelor. Percentage of patients sensitive

. e , : to ticagrelor was statistically significant within the
Jamshed J. Dalal*’, Aarti Digrajkar”, Alap Gandhi*© mcag' y vignif group

90.42
90 84.24
+ -

7 100 P=0.0043 P=0.0001 80

S 2 66.82

@ 80 60

.'2 50 # % mean platelet
-g 60 = 40 Inhibition

T & 40 - 20
= 10

g- 20 - o MM —
-g Clopidogrel Prasugre! Ticagrelor
o 0 - ' Fig. 8 - Mean % platelet inhibition in patients with diabetes.
- Clopidogrel Prasugrel Ticagrelor Clopidogrel vs. prasugrel, p value = 0.00001; clopidogrel vs.
] . . ticagrelor, p value = 0.00001; ticagrelor vs. prasugrel, p
Antitrombositar vasitalar value = 0.6642.

Dalal JJ, et al. Oral antiplatelet therapy and platelet inhibition: An

experience from a tertiary care center, Indian Heart J. (2015)
- =5



Trombosit reaktivliying tasir: Tikaqrelor vs Prasuqrel

GEN

" Ticagrelor Versus Prasugrel in Acute Coronary Syndrome
Patients With High On-Clopidogrel Platelet Reactivity
Following Percutaneous Coronary Intervention

A Pharmacodynamic Study

Dimitrios Alexopoulos, MD, Anastasia Galati, MD, Toanna Xanthopoulou, MD,

Eleni Mavronasiou, MD, George Kassimis, MD, Konstantinos C. Theodoropoulos, MD,
George Makris, MD, Anastasia Damelou, MD, Grigorios Tsigkas, MD, George Hahalis, MD,
Periklis Davlouros, MD

Patras, Greece

Objectives The study aimed to compare the antiplatelet action of ticagrelor with prasugrel in acute coronary syndrome
(ACS) patients with high on-treatment platelet reactivity (HTPR) while on clopidogrel after percutaneous coronary
Intervention (PCI).

Background Newer P2Y12 inhibitors like prasugrel and ticagrelor provide stronger platelet inhibition compared with clopi-
dogrel. Both agents are efficacious In patients with HTPR while on clopidogrel, but direct comparison between
them has not yet been reported.

Methods In a prospective, single-center, single-blind study, 44 (of 139 screened, 31.7%) ACS patients with HTPR while on
clopidogrel 24 h post-PCl were randomized to either ticagrelor 90 mg twice dally or prasugrel 10 mg once dally
for 15 days with a crossover directly to the alternate treatment for another 15 days. HTPR was defined as plate-
let reactivity units (PRU) =235 as assessed by the VerifyNow P2Y12 function assay.

Results The primary endpoint of platelet reactivity at the end of the 2 treatment periods was lower for ticagrelor (32.9
PRU, 95% confidence interval [Cl]: 18.7 to 47.2) compared with prasugrel (101.3 PRU, 95% CI: 86.8 to 115.7)
with a least squares mean difference of -68.3 PRU (95% CI: -88.6 to -48.1; p < 0.001). The secondary end-
point of HTPR rate was 0% for ticagrelor and 2.4% for prasugrel (1 of 42, p = 0.5). No patient exhibited a major
bleeding event at either treatment group.

Conclusions In patients with ACS exhibiting HTPR while on clopidogre! 24 h post-PCl, ticagrelor produces a significantly
higher platelet inhibition compared with prasugrel. (Ticagrelor Versus Prasugrel in Acute Coronary Syndromes
After Percutaneous Coronary Intervention; NCTO1360437) (J Am Coll Cardiol 2012;60:193-9) © 2012 by the
American College of Cardiology Foundation

PRU

350+
3004
250+

- Ticagrelor
- Prasugrel

2803
277.4

90 8 111.4

34.1 32.1

Day 0 Day 15 Day 30

Platelet Reactivity (in PRU) by Treatment Sequence

Platelet reactivity is significantly lower in patients receiving ticagrelor compared
with prasugrel. Least squares estimates and 95% confidence intervals are pre-
sented. PRU = platelet reactivity unit(s).

Dimitrios Alexopoulos 1, et al. Ticagrelor versus prasugrel in acute coronary syndrome patients with high on-clopidogrel platelet reactivity following
percutaneous coronary intervention: a pharmacodynamic study. Randomized Controlled Trial J Am Coll Cardiol. 2012 Jul 17;60(3):193-9. doi:

10.1016/j.jacc.2012.03.050. ey




Xtulaso: GeN

* PLATO tadgigati gostardi ki tikaqrelorun fayda/risk profili 90 mq dozada KKS zamani klopidogreldan uistiindiir

* Tovsiyalarda deyilir ki, DAPT an azi 12 davam etmalidir va tikaqrelor klopidoqreldan Ustiindiir.

* Tovsiyalada hamcinin deyili ki, DAPT 12 aydan sonra da davam etdirila bilar. isemik vo hemoragik risk nazars
alinmagla.

UZUNMUDD®OTLI TOYINATDA RISKIiN AZALMASI

« Mi kecirmis xastalards UD hadisalarinin yiiksak riski 12 aydan ¢ox miiddata saxlanilir
* PEGASUS tadgigatinin naticalari bu risklarin azalmasinin miimkiinliiyiinii gostardi

DUZGUN POPULYASIYA SECIMI

« PEGASUS tadqgiqgati daha 6nca Mi kegirmis hansi xastalarda IATT miialicanin 12 aydan ¢ox davam etmasinin

' faydali ola bilacayini gostardi.
KiM3, N© VAXT, N© UCUN?

* KiMD — 1-3 il avval Mi kecirmis yiiksak risk grupu xastalar
«N® VAXT — IATT 12 aydan ¢ox davam olunarsa bu fasilasiz olmaldir
* N3 UCUN - UD 6liimii, Mi va insult riskinin azaldilmasi ticiin

1. Wallentin L et al. N Engl J Med 2009;361:1045-1057 2. Windecker S et al. Eur Heart J 2014;35:2541-2619 3. Roffi M et al. Eur Heart J 2016;36:267-315 4. Piepoli MF et al. Eur Heart J 2016;37:2315-2381 5. Levine GN et al. Circulation 2016;134:e123-155 6. Rapsomaniki E et al. ESC Late
Breaking Registry presentation 2014. Jernberg T et al. Eur Heart J 2015;36:1163-1170 8. Bonaca MP et al. N Engl J Med 2015;372:1791-18009. Bonaca MP et al. N EnglJ Med 2015;372:1791-1800. Supplementary information10. Bonaca MP et al. Eur Heart J 2016;37:1133-1142 11.
WHCTPYKUMA MO MEAMLMHCKOMY NPUMEHEHUIO JIEKapCTBEHHOTO npenaparta bpuanHta® (TabiieTku, NOKpbITbIe NIEHOYHOM 060104KOM). PeructpaunoHHoe yaoctosepenwe JIN-003779 ot 12.08.2016.
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@ESC

European Society
of Cardiology

PKM zamani STQ
olmayan KKS (atrial
fibrilyasiyasi olmayan)
xastalerda antitrombotik
mualicanin algoritmi.

2020 ESC Guidelines for themanagement of
acute coronary syndromes in patients
presenting without persistent ST-segment
elevation

Anticoagulation
for PCI

OR Enoxaparin OR
|

Bivalirudin
|

.

Bleeding Risk

1 month-
3 months-
Treatment
duration 6 months-
12 months-
Antithrombotic
drugs
[A] = Aspirin
[€] = Clopicogrel
. = Prasugrel . .
Ischaemic Risk
. = Rivaroxaban
= Ticagrelor

©ESC 2020



Treatment
Trstmen ? ? T
Z?J‘e DES/BMS or DCB BRS DES/BMS or DCB
¢ No indication No indication
for DAPT unless for DAPT unless
concomitant or concomitant or
prior indication prior indication
overrides overrides
Time
| mo. -|- - PEIaee I - - =0 . - SRR 0000 - ------- T o oe---
cUTEEE 000 REEEERERSRRLRRR O RESS 0 S BSiitt (T S
MO - - amame e e e e e = = = = == S e < - - — — — — - — —— — ——— = — = — == == e = == S -~ — — - —— = == == —— = = — e S e =

I2mo. - - 1§

30mo. [ s e 1AIG)

[A] = Aspirin [ = Clopidogrel - = Prasugrel - = Ticagrelor

2017 ESC focused update on dual antiplatelet therapy in coronary artery disease developed in collaboration with EACTS




IATT (DAPT): Na vaxta gadar?

6 ay — IA ot
DOS tévsiya olunur - IA

DO balon angioplastiksi — 6 ay IIaB Time
Biorezorsiyali damardaxili karkas — guclu | mo. |-

inhibitorlar DAPT =12 ay I1aC

Yiiksok trombotik/asagi hemoragik risk — -
DAPT (IATT) 6-30 ay — IIbA

Cox yuksaok hemoraggik risk — 1 ayadak IIbC 2 mo. -

30 mo. -

GEeN
v
5 v

: :

No :l li Yes |

"y

AlC] [AE] AlE
1 mo.DAPT OR

3 mo.DAPT

Class lla B

2'1 mo. i
DAPT

>6 mo.

2017 ESC focused update on dual antiplatelet therapy in coronary
artery disease developed in collaboration with EACTS



Antiagregantlarin AKS Oncosi dayandirilmasi  :6en

PRASUGREL*

PRASUGREL STOP
CLOPIDOGREL STOP .

ASPIRIN!

CLOPIDOGREL

TICAGRELOR?

i

//.....09000.0.008.0..00.7.0.00.060.0...0..500000004.0.....0..30000000002....0.000 I LLL L] 000onoouuoooouoonnonnooonuuo I -4

Minimal delay for P2Y , interruption Days after surgery

= Expected average platelet function recovery
| Decision to stop aspirin throughout surgery should be made on a single case basis taking into account the surgical bleeding risk.
2 In patients not requiring OAC.

©ESC 2017



P2Y 12 inhibitorlar1 arasinda kecid alqoritmi  <Gen

CLOPIDOGREL

AN {\ P
Kaskin hallard G
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SETTING
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Ticagrelor LD (180 mg) N
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£
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Oral antiplateletlarin yiiklanma zamani: GCN

© ST-yiksalmali MI xastalorinds P2Y12-reseptor inhibtorlar diggatli tayin
edilmalidir.

© NSTE-ACS xastalorinda P2Y12 resptor inhibitorlari koronar anatomiyani
bilmadan verilmasi maslahat goralmdr.

© Bultln kaskin koronar sendromlu xastelards P2Y12 reseptor blokatrlari
almayan xastalora ylkloma ancaq PCI sirasinda apariimaldir.



TRITON-TIiMi 38 Gen

© Thrombolysis In Myocardial Infarction 38 (TRITON-TIMI 38)
arasdirmasinda KKS-lu xastalarde DAPT mualicasinda potent P2Y12
reseptor blokatorlar (Tikagrelor vaya prasugrel) maslahat goruldr.

© Klopidogrel daha az tasirlidir vo bu sababdan ancaq tikagrelor vaya

prasugrelin aks —gostoaris oldugu xastalards tayin edilmalidir. HBR (e.g. >1
major or =2 minor ARC-HBR criteria).

© In addition, the use of clopidogrel may be considered in older patients (e.q.
>70 years)



ATLANTIC GCN

© Tikagrelorun ambulansda vaya angiyografiyada verilmasi ATLANTIC
arasdirmasinda calisilmisdir. Ambulansda verilmasinin primer hadisalards

heg bir Gstlinliiyl olmamisdir. TIMI aximda da bir Gstiinliik olmamusdir.
Mindr vo major ganamalr banzar olmusdur.



ACCOAST Gen

© ACCOAST calismasinda prasugrelin transfer sirasinda va PCI sirasinda
verilmasi qarsilasdiriimisdir. Burada alava fayda olmamisdir. Bundan basqga
prasugrel bu calismada daha yuksak ganama riski ilo 6zunu gostarmisdir.



De-eskalasyon: Potent P2Y12 inhibitorlardan klopidoqrels

kecid <Gen

Oral P2Y12 reseptOr inhibitorlari arasinda kecis cox da istifada edilmir.

Ancaqg ganama hallarinda, allergiyada , nafas darliginda-tikagrelorda, va
sosyoekonomik hallarda kecis edilir.

Ancaqg secilmis xastalarda apariimalidir,

De-eskalasyon isemik hadisalarin siddatlonmasi sebabiyle KKS-da ilk 30-
glinda maslahat gorilmir. (TOPIC calismasi-qganama azalmis, va isemik
hadisalards 1 ay sonra aparilan daysilikds forg olmamisdir. 1 ay sonra
tikagrelor klopidorela daydirilmisdir.)




Sayirici aritmiya GCN

© KKS-li Sayrici aritmiyada CHA2DS2-VASc score >1 gadinlarda va >2
kisilordo maslahat gorilon strategiya 1 hafta Ucli mualicedan sonra strok
hadisasini onlemak Ucun NOAC peraparati ilo ikili mualica aparilmahdir.
(ortalama 12 ay va tarcihan klopidigrel) . Sinif 1A



Reperfiizyon mualicosi almayacaq olan xastalarda: GeN

© Reperfuzyon mualicasi(stentloma vaya carrrahi) almayacaq KKS-li
xostalarda aspirina alava olarag mutlaq P2Y12 reseptor blokatri
verilmalidir(12 ay vo yuksak ganama risgi olmayanlarda) .

© Reperfuzyon mualicasi almayacaqg KKS-lu xastalorda Aspirin va klopidogrel
kombinasiyasi ilo muqgayisada Aspirin va Tikagrelolun daha faydali oldugu
ortaya qoyulmusdur.



Diyaliz GCN

© Ticagrelor va Clopidogrelin KKS-lu, diyaliz alan xastalarda garsilasdinidigi
metaanalizda:---Tikagrelorun klopidogrells muqgayisede MACE, butun
sabablara bagh 6limlar va major ganamalarda daha yliksak seyretdiyi
ortaya goyulmusdur.

©  Daha bir genis sayli calismada bu risgin nisbi olugu ortaya
goyulmusdur.
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Lorenta - istifado qaydas1 va dozasi RGeN

LORENTA 1lo miualico giindo bir dofs 180 mq ytiklomo dozas1 (90 mg-
l1q ik1 hoab) ilo baslamali1 vo sonra giindo 1ki dofa 90 mq 1lo davam
etdirilmolidir.

LORENTA va 75-150 mq dostokloyici dozada AST eyni
zamanda istifado olunmalidir.

Mialiconin dayandirilmasi klinik baximdan talob olunmadigi A TO £
* DICTIONARY

halda, LORENTA ilo miialiconin oan azi1 12 ay davam etdirilmosi
tovsiya olunur.

Mialico zamani fasilolors yol verilmomaolidir.




Lorenta — 9lavo tosirlor

GeN

9lava tasirlara gars: strategiya
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Arora, S. et al. J Am Coll Cardiol. 2019;73(19):2454-64.

Tikaqrelor - alava tasirlorin mexanizmi

Mechanisms of Adverse Effects

Bleeding
Rapid and more potent P2Y,, inhibition

Dyspnea
1 in plasma adenosine and P2Y,, inhibition

Conduction Abnormalities
1 in plasma adenosine

Risk of Ticagrelor Discontinuation

Stuxly Ticagrelor RR(95% C1)
Dose

PLATO (2009) SOmg 1090003135 v
PEGASUS-TIMI 54 (2015) 90 mg 15014, 158) o
PEGASUS-TIMI 54 (2015) 60 mg 134(1.26,1.42) -
SOCRATES (2016) SOmg 119010, 129) ——
EUCLID 2017) SOmg 11601100, 1.22) -
Overall 12500, 1.39) —3
(F = 94.6%; p < 0.001) T T™Tr=Tr—T

05 10111213 15

$ ncidence 1t Incidence




LORENTA

\

- Lorenta 90 mg Film Kapl Tablet

Tikagrelor

90 mq Tikagrelor
N 56 film
tabletlor



