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Tanim

* MI: Myokardiyal injiri veya nekroza ait bir
kanitin oldugu miyokardiyal iskeminin neden
oldugu klinik (veya patolojik) bir olay olarak
tanimlanir.

— Kardiyak biomarkerler
— Destekleyici tipik semptomlar
— Bariz EKG degisiklikleri

— Goruntulemede canli myokardin kaybi veya
hareket anormallikleri



MI’In Ggclncl evrensel tanimi
(ESC/ACC/AHA/WHF 2012):

* Akut Koroner Sendrom
— ST- Elevasyonlu Ml (Q dalgal)
— ST- Elevasyonsuz Ml (Q dalgasiz)
— Unstabil Angina (UA)



« Uclincl evrensel Ml tanimina gore asagidakilerden
birinin varhgi Ml tanisini koydurur.

— Kardiyak biomarkerlerde yikselme/disme tespiti (Kardiyak
troponin) ile birlikte asagidakilerden en az birinin varhgi:

* [skemi semptomlari

* EKG de patolojik Q dalgalarinin gelismesi

* Yeni anlamli ST-segment T dalga degisiklikleri veya yeni sol dal
blogu

* Anjiografide veya otopside intrakoroner trombus teshisi

* Yeni canli myokard kaybi veya yeni bolgesel duvar hareket
bozuklugunun goriintilemede kanitlanmasi



Komisyon MI tanimini daha
sadelestirerek klinik siniflama gelistirdi

 Tip 1 Ml (spontan MI): Koroner arterde patolojik slire¢ sonucu
gelisir, intraluminal trombus gelisir.

* Tip 2 Ml (iskemik dengesizlik sonucu): Oksijen sunumu ile
talebi arasindaki dengesizlik sonucu olusur (koroner endotel
disfonksiyonu,koroner arter spazmi, tasi-bradi-aritmiler,
anemi, HT, Hipotansiyon, solunum yetmezligi )

* Tip 3 MI: Ani kardiyak 6lim; kan 6rnekleri alinamadan veya
sonuclari citkmadan 6nce olur.



* Tip 4a MI: PKG iliskili MI. Kardiyak biyomarkerler normal
degerlerde olanlarda x5 kat yukselme veya bazal degerleri
yuksek ancak sabit/dlismekte kardiyak biomarkerlerde >%20.
Ek olarak

— (i) miyokardiyal iskemiyi disliindlren semptomlar,
— (ii) yeni iskemik EKG degisiklikleri veya yeni SDB,

— (iii) anjiografide ana koroner arterin veya yan dal acikhginin kaybi veya
Israrci akim olmayan veya emboli, veya

— (iv) yeni canli miyokard kaybi veya yeni bolgesel duvar hareket
anormalliginin goruntiulemede gosterilmesi gerekmektedir.

* Tip 4b MI: Stent trombozu iliskili Ml.

— Miyokard iskemi durumunda stent trombozu iliskili M| Koroner

anjiyografide veya otopside tespit ediliginde ve kardiyak
biyomarkerlerde yikselme.



* Tip 5 MI: KABG iligkili M.

— Normal degerli hastalarda kardiyak biyomarkerlerde >x10
yukselme.

— Ek olarak

* (i) yeni patolojik Q dalgalari veya yeni SDB

* (ii) anjiyografik olarak gosterilen yeni greft veya normal koroner
arter oklizyonu

* (iii) yeni canli miyokard kaybi veya yeni bolgesel duvar hareket
anormalliginin goruntulemede kanitlanmasi.



EKG, hikaye, FM ilk 10 dk icinde elde edilmelidir.
* Hikayede agri sorgulanmali

— Suresi

— Karakteri,

— Onceki ataklarla benzerligi

— Provake eden faktorler

— Koroner arter hastaligi risk faktorleri 6zgecmisi



* Miyokardiyal iskeminin karakteristik
Ozelliklerinitasiyan hastalarda G¢ unsur AKS
dan stabil veya egzersiz anjinasini ayirmada
kullanilir
— |stirahat anjinasi, 20 dk dan uzun
— Hareket kisithhigi yapan yeni baslangicli anjina

— Gecmisteki anjinalara gore daha sik, uzun streli
veya daha az egzersiz ile ortaya cikar




EKG: ST Elevasyonlu M|

* |lk gérilen hiperakut veya sivrilesmis T dagalari
(lokalize hiperkalemiyi yansitir)

e ST segment yukselmesi, ilgili ardisik derivasyonlarda
gorular
— ilk olarak J noktasinda yikselme ve ST segmenti konkav
seklini korur

— Zamanla ST segment yukselmesi daha belirginlesir ve
konveks veya yukari dogru kavislesir

— Sonunda ST segmenti ile T dalgasi birbirinden ayirt
edilemez hale gelir, QRS-T kompleksi monofazik aksiyon

potansiyeline benzer hale gelir.



AMi’de EKG degisimi

A/ N S A AR

Hiperakut Akut Subakut  Kronik

Normal Saniyeler Dakikalar Saailer“




ESC/ACCF/AHA/WHF komitesi
tarafindan tanimlanan STEMI de

spesifik EKG kriterleri

* J noktasinda yeni ST segment elevasyonu: komsu iki
derivasyonda, tum derivasyonlarda >0.1 mV V2-V3

haric
e V2-V3 derivasyonlarinda
— >0.2 mV >40 yas erkek,

— >0.25 mV <40 yas erkek veya
— >0.15 mV kadin

 Zamanla ST segmenti izoelektrik hatta doner R

dalgasi belirgin kiictlar, Q dalgasi derinlesir. T dalgasi
terslesir.



STEMI Lokalizasyonu:

V1-V2 : Anteroseptal M
V3-V4 : Anteroapikal M
V5-V6 : Anterolateral M
|, aVL : Lateral M
I, 1, aVF : Inferior MI (V3R-V4R)
V7-V9 : Posterior Ml




Sol dal blogunda Ml:

Akut M| da %7 SDB gorulmektedir, akut Ml ve SDB olan hastalarin
yarisinda gogus agrisi yok!

« Sgorboza kriterleri

— ST segment elevasyonu >1 mV + konkordant QRS kompleksi, tim
derivasyonlarda - skor 5

— V1-V3 ST segment depresyonu >1mV - skor 3

— ST segment depresyonu >5mV + diskordan QRS kompleksi (QS veya rS) -
skor 2

Skor 3 Un lzerinde %90 spesifiteye sahiptir. Sensivitesi %36



STEMI de oncelikli yaklasim

* Reperfiizyon * Medikasyon
— Perkttan koroner girisim — Antiplatelet tedavi

— Antikoagulan

— Fibrinoli .
ibrinoliz tedavi

— Bypass cerrahi — Nitratlar
— Morfin
— Beta Blokerler

— Statinler




Oksijen:

* QOksijen destegini arteriyel saturasyonu <%90 olan
— Solunum sikintil,
— kalp yetmezlikli veya
— vyuksek riskli 6zellikli hipoksik durumlarda ki

hastalarda tavsiye edilmektedir.

Yeni kanit bulunana kadar destekleyici oksijen kullanimi
normoksik hastalarda tavsiye edilmemektedir.



Perkutan koroner girisim
— Tercih edilebilecek mortalite ve sag kalim tzerine en etkili yontem

* Temas - PKG <90 dk ise hasta hemen PKG yapilan hastaneye
gotaralir.

e Temas - Hastane - PKG <120 dk

* Semptom baslangicindan sonra 12-24 s zarfinda basvuran
hastalarda

— Siddetli kalp yetmezligi
— Hemodinamik veya elektriksel instabilite
— iskemik semptomlarin israr etmesi

— Rutin gec¢ PKG in bir faydasi gosterilememis, tavsiye edilmiyor



— PKG elverisli olmayan hastanede fibrinolizden 6nce 90 dk icinde PKG
elverisli hastaneye transferi saglanmalidir.

— ilk 2 saat icinde basvuran hastalarda ful doz fibrinolitik tedavi
onerilmektedir. Sonra hasta transfer edilir (PKG <90 dk 6nce
yapilamazsa).

— 2-3 saatten uzun suren semptomlari olan hastalarda PKG icin transfer
oneriliyor. Ancak PKG <120 dk 6nce yapilamayacaksa bu hastalarda
semptom slresi 12 saate kadar fibrinolitik tedavi distnulebilir.

 Tum hastalar PKG dncesi antiplatelet ve antikoagulan ile tani
aninda tedaviye baslanmalidir.



Fibrinolizis:

— Semptomlarin baslangicindan 12 saate kadar STEMI yonetiminde PKG
<120 dk icinde medikal temastan sonra yapilamayacaksa fibrinoliz
tavsiye edilmektedir.

— Fibrinoliz, kapi - igne zamani <30 dk asmamalidir.

— 12 s ten sonra fibrinolizin faydasi gosterilememistir

* Stabil ve semptomsuz hastalara tavsiye
edilmiyor

 Devam eden ve siddetli gogus agrisi olan
hastalarda 24 s kadar fibrinoliz verilebilir.



Bypass Cerrahi
— KABG, STEMI hastalarinda cok nadir uygulanmaktadir

— Basarisiz fibrinoliz veya PKG sonrasinda veya hemodinamik
instabiliteye neden olan mekanik komplikasyonlar varliginda endikedir.

— KABG icin hasta iyi degerlendirilmelidir, STEMI de ilk 3-7 giinde yliksek
mortalite ile iliskili.

— Hasta stabilize edildikten ve myokard toparladiktan sonra operasyon
dusinulmelidir.



Medikal tedaviler

Antiplatelet tedavi:
— Aspirin: 162-325 mg cigneme tab.
— Clopidogrel: Fibrinolizis tedavisinde tercih edilir.
* 300mg(>75y 75mg) / PKG- 600mg yiikleme, 75mg 1x1/g
— Ticagrelor: PKG de tercih edilir
e 180mg yukleme, 90mg 2x1/g
— Prasugrel: PKG de tercih edilir

* 60mg yikleme, 10mg 1x1/g



Antikoagulan tedavi:

— Unfraksiyone heparin(UFH): Ozellikle fibrinoliz sonrasinda PKG olan
hastalarda tercih edilir.

¢ 60-100 U/kg bolus (max 4000 U), 12 U/kg/s inf (max. 1000 U/s) aPTT 50-
70sn olacak seklide titre edilir.

¢ PKG de 50-70 U/kg bolus (max 5000 U), hedef aPTT >250sn

« Medikal tedavi edilen STEMI de 50-70 U/kg (max 5000 U), 12 U/kg/h inf
aPTT 50-70 sn

e Fibrinoliz sonrasi PKG olmayacak hastalarda enoksaparin tercih edilir.



* Enoksaparin:

— Fibrinoliz alanlarda veya perfiuzyon tedavisi almayacaklarda
¢ <75 yas, 30mg iV bolus, 1mg/kg 2x1 sc/g (iV doz + sc doz es zamanl)

e >75vyas IV bolus yapilmaz. 0.75mg/kg 2x1 sc/g

* Fondaparinuks: PKG de tavsiye edilmiyor.

e Bivalirudin: PKG de tavsiye ediliyor (kanama riski ylksek
olan hastalarda)



Nitratlar:

* |V nitrogliserin Ui¢ sublingual nitrogliserine ragmen israrli
gogus agrisinda, HT ve kalp yetmezliginde faydalhdir.

— Hipotansiyon <90 mmHg
— Sag Ml veya ciddi Aort stenozu
— Fosfodiesteraz inh. son 24 s

— Bradikardi <50 atim/dk >100 atim/dk



e Morfin:

— Siddetli gecmeyen gogis agrisinda tavsiye edilir
e 2-4 mgiVilk doz sonra agri gecene kadar 2-8 mg 5-10 dk da bir
verilebilir.

* Beta Blokerler: ilk 24 saat icinde STEMI de tavsiye
ediliyor

e Statinler: STEMI de tium hastalarda erken donemde
tavsiye ediliyor.



STEMI’'de Klopidogrelden
Daha Fazla Hayat Kurtaran
Tedavi: Prasugrel




Prasugrel Pozolojisi

Yiikleme dozu: 6 X % = 60 mg

idame dozu: Gindetekdoz & ¢ 7




P2Y,, inhibitorleri

Klopidogrel Prasugrel Tikagrelor
Sinif Tiyenopiridin Tiyenopiridin  § Triazolprimidin
Reversibilite Irreversibl Irreversibl Reversibl
Onilac, Onilac,
Aktivasyon metabolizasyonla Metabolizmasi Aktif ilag
sinirli hizli
Etki baglangici 2-4 saat 30 dakika 30 dakika
Uygulama sikhg: ) . )
(idame tedavisi) 1 tab/gun 1 tab/gtin 2 tab/gun
Etki suresi 3-10 gun 5-10 gun 3-4 gun
Major cerrahi oncesi
etkisini kaybetme 5 gun 7 gun 5 gun

Eur Heart J. 2011 Dec; 32(23): 2999-3054.




Prasugrel ile klopidogrele gore daha hizli ve
daha glicli trombosit inhibisyonu

|
< RN 2 A R 2
< 100 I
<
|
S gp | ¥ .
:I; I * * * *
S 80 - |
Q |
& 70 - | +
o |
= 60 - I
£ |
c 50 - I
@) |
% 40 - |
©
i)o 30 - I A Effient’ 60 mg/10 mg
%O 20 - I O Klopidogrel 600 mg/75 mg
+ | @ Klopidogrel 300 mg/75 mg
8 10 - |
—g I
0 - |
S I Pre;;d:se -
= -10 T T T T T =" | - T T T T T T T
0.25 0.5 1 2 4 6 I 2 3 4 5 6 7 8 9
Zaman I

=—— 1.gin, saatler Gunler

Payne CD et al. J Cardiovasc Pharmacol 2007;50:555-62.



TRITON-TIMI 38

Faz lll Calisma Tasarimi

AKS (UA/NSTEMI veya STEMI) ve planlanmis PKG
[ N=13,608 ]
v
Randomize
[ Cift kor ]
— T

Prasugrel Klopidogrel
60-mg LD/10-mg MD 300-mg LD/75-mg MD

+ ASA + ASA

[ Ortalama takip siiresi= 14.5 ay ]

* Primer etkinlik sonlanim noktasi:

—KV 6liim, dlimciil olmayan Ml veya inme
e Giivenlilik sonlanim noktalari:

—TIMI major veya minor kanama

Wiviott et al. N Engl J Med. 2007;357:2001-2015.



TRITON-TIMI 38:
Hasta alim semasi

STEMI semptom
baslangicindan 12

STEMI semptom
baglangici sonrasi
S12saat

(Primer PKG)

~—11 —

UA/NSTEMI semptom

baslangici sonrasi -
saat - 14 gun sonra

(Post-STEMI)

<72 saat ve TRS 23

Diyagnostik Kateterizasyon h 1

PKG plani l
Medikal
tedavi veya Randomizasyon
CABG plani l l

‘ Calisma ilaci Yiikleme Dozu
l l

PG 1

e o
* Eglik eden tedavi ve cihaz l l
secimi hekim insiyatifinde

Giinliik idame Tedavisi & Uzun Dénem Takip

Wiviott SD et al. Am Heart J 2006;152:627-635




TRITON-TIMI 38

Calisma Baslangici Ozellikleri

Klopidogrel Prasugrel
(N=6795) (N=6813)
% %
UA/NSTEMI 74
STEMI 26
Yas, medyan (IQR) 61 (53,69) 61 (53, 70)
>75 13 13
Agirhik, medyan (IQR) 83 kg (72, 92) 84 kg (73, 93)
< 60 kg 5.3 4.6
Kadinlar 27
Diyabet 23
Gegirilmis Ml 18
CrCl (ml/dak)
>60 88
<60 12

Wiviott SD et al. Am Heart J 2006;152:627-635



TRITON-TIMI 38:

Primer sonlanim noktasinda %19 azalma

15 _
Klopidogrel — 12.1(781)
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8
= P | p<0.001
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Wiviott SD et al. New Engl J Med 2007;357:2001-2015



TRITON-TIMI 38

Net klinik yarar alt grup analizi

»
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Wiviott SD et al. Am J Cardiol 2011;108(7):905-11




TRITON-TIMI 38

<75 Yas, 260 kg ve inme/GIA dykiisii olmayan hastalarda
Primer sonlanim noktasinda %26 azalma

167
144 KV 6lim / élimciil olmayan Ml /
oliimcil olmayan inme
12- Risk orani, 0.74 Klopidogrel 11%
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NNT: number needed to treat

Wiviott SD et al. Am J Cardiol 2011;108(7):905-11



Prasugrel

e 75 vyas alti
* 60 kg ve Uzeri
* Inme/TIA 6ykist olmayan hastalarda

— primer sonlanim onlemede klopidogrelden
ustinduir ve

— major kanama oranlari klopidogrelden farksizdur.




Primer sonlanim noktasinda
UA/NSTEMI hastalarinda %18, STEMI hastalarinda %21 azalma

Risk Oranr*
Kohort RRR (95% CI) P-degeri
UA/NSTEMI 0.82 0.002
%18 (0.73 = 0.93)
STEMI 0.79 0.02
(0.65-0.97)

*Klopidogrele karsi prasugrel igin risk orani

Cl=Guven arali§i; NSTEMI=ST-Segment Yikselmesiz MIl; STEMI=ST-Segment Yukselmeli MI; UA=Unstable Angina

Wiviott SD et al. New Engl J Med 2007;357:2001-2015



Prasugrel ile Mortalite
Dusurucu Etki




Prasugrel STEMI hastalarinda 30.glinde
KV mortaliteyi anlamli olarak azaltir.

Effient , 30. giinde klopidogrele kiyasla

kardiyovaskiiler mortalite acisindan daha iyi koruma saglar

- ' '

klopidogrel + ASA Efﬁent-+ ASA
(n=1765) (n=1769)

KY mortalite (%)
" b

-l
o

o
n

o

Montalescot G. et al. Lancet 2009; 373: 723-31




Prasugrel ilk iskemik olay sonrasi
KV o6limde anlamli azalma saglar
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Murphy SA et al. European Heart Journal 2008; 29: 2473-9.



Mortality in primary angioplasty patients starting
antiplatelet therapy with prehospital prasugrel or

clopidogrel:a |-year follow-up from the European
MULTIPRAC Registry

1.yil OLUM 1.y1l KV OLUM

M Clopidogrel (n=425) = Prasugrel (n=824) @ Switch from C to P (n=544)

[0}

4y}

—

S
]

Death rates (%)
w

I I I I
2 .
1 00 05 1 15 20
0. : AN Favors prasugrel Favors clopidogrel
All-cause death Presumed CV death CV death
Prasugrel Clopidogrel QOdds ratio Adjusted 95%
(n=824) (n=425) confidence interval
CV death 4 (0.5%) 11 (2.6%) 0.248 0.069-0.893

Vascular Health and Risk Management 2016:12 143151



Hangi Hastaya Prasugrel?

75 yas altl, 60 kg ve Ustl, inme/TIA 6ykisi
olmayan

AKS-PKG hastalari
STEMI: ilk tibbi temasta

NSTEMI: Koroner anatomi goruldikten sonra




ST Elevasyonlu Ml (STEMI)
Hastalarinda
Prasugrel’in Etkinligi




Prasugrel compared with clopidogrel in patients undergoing
percutaneous coronary intervention for ST-elevation
myocardial infarction (TRITON-TIMI 38): double-blind,
randomised controlled trial

Gilles Montalescot, Stephen [ Wiviott, Evgene Bravnwald, Sabina A Murphy, C Michael Gibson, Carolyn H McCabe, Elliott M Ant man,
for the TRITON-TIMI 38 investigators

Summary

Background Mechanical reperfusion with stenting for ST-elevation myocardial infarction (STEMI) is supported by
dual antiplatelet treatment with aspirin and clopidogrel. Prasugrel, a potent and rapid-acting thienopyridine, is a
potential alternative to clopidogrel. We aimed to assess prasugrel versus clopidogrel in patients undergoing
percutaneous coronary intervention (PCI) for STEMI.

Methods We undertook a double-blind, randomised controlled trial in 707 sites in 30 countries. 3534 participants
presenting with STEMI were randomly assigned by interactive voice response system either prasugrel (60 mg loading,
10 mg maintenance [n=1769]) or clopidogrel (300 mg loading, 75 mg maintenance [n=1765]) and were unaware of the
allocation. The primary endpoint was cardiovascular death, non-fatal myocardial infarction, or non-fatal stroke.
Efficacy analyses were by intention to treat. Follow-up was to 15 months, with secondary analyses at 30 days. This trial
is registered with ClinicalTrials.gov, number NCT00097591.

Findings At 30 days, 115 (6-5%) individuals assigned prasugrel had met the primary endpoint compared with
166 (9-5%) allocated clopidogrel (hazard ratio 0-68 [95% CI 0-54-0. 87]; p=0.0017). This effect continued to 15 months
(174 [10.0%] ws 216 [12-4%]; 0.79 [0-65-0.97]; p=0.0221). The key secondary endpoint of cardiovascular death,
myocardial infarction, or urgent target vessel revascularisation was also significantly reduced with prasugrel at 30 days
(0-75 [0-59-0-96]; p=0-0205) and 15 months (0.79 [0-65-0-97]; p=0.0250), as was stent thrombosis. Treatments did
not differ with respect to thrombolysis in myocardial infarction (TIMI) major bleeding unrelated to coronary-artery
bvpass graft (CABG) surgery at 30 days (p=0-3359) and 15 months (p=0-6451). TIMI life-threatening bleeding and
TIMI major or minor bleeding were also similar with the two treatments, and only TIMI major bleeding after CABG

surgery was significantly increased with prasugrel (p=0.0033).

Interpretation In patients with STEMI undergoing PCI, prasugrel is more effective than clopidogrel for prevention of
ischaemic events, without an apparent excess in bleeding. 1 ancer 2009: 72:723-31
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Montalescot G. et al. Lancet 2009; 373: 723-31
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ST Elevasyonlu Ml (STEMI)
Kilavuzlarinda Prasugrel




Prasugrel yukleme dozu:

Muimkun oldugunca erken veya PKG sirasinda

COR LOE

Antiplatelet therapy
Aspirin
* 162- to 325-mq load before procedure
® 81- to 325-mg daily maintenance dose (indefinite)*
* 81 mg daily is the preferred maintenance dose*
P2Y , inhibitors
Loading doses
» Clopidogrel: 600 mg as early as possible or at time of PCl
* Prasugrel: 60 mg as early as possible or at time of PCI
o Ticagrelor: 180 mg as early as possible or at time of PCI

Maintenance doses and duration of therapy
DES placed: Continue therapy for 1 y with:
# Clopidogrel: 75 mg daily
® Prasugrel: 10 ) mg daily
» Ticagrelor: 90 mg twice a day*
BMSt placed: Continue therapy for 1y with:
e Clopidogrel: 75 mg daily
s Prasugrel: 10 mg daily
& Ticagrelor: 90 mg twice a day*
DES placed:
o Clopidogrel, prasugrel, or ticagrelor* continued beyond 1y
* Patients with STEMI with prior stroke or TIA: prasugrel

AHA/ACC STEMI Kilavuzu, 2013



ESC 2014
Miyokardiyal Revaskilarizasyon Kilavuzu

European Heart Journal Advance Access published August 29, 2014

@ European Heart Journal ESC/EACTS GUIDELINES 9

ssssssss doi:10.1093/eurheartj/ehu278
IETY QF

CARCAOLOGY

2014 ESC/EACTS Guidelines on myocardial
revascularization

The Task Force on Myocardial Revascularization of the European
Society of Cardiology (ESC) and the European Association
for Cardio-Thoracic Surgery (EACTYS)



ESC 2014 Kilavuzu:
Prasugrel STEMI’de IB onerilmektedir.

Recommendations for antithrombotic treatment in patients with STEMI undergoing primary PCI

Recommendations | Class* | Level® |
Antiplatelet therapy
ASA is recommended for all patients without contraindications at an initial oral loading dose of 150-300 mg A
(or 80—150 mg i.v.) and at a maintenance dose of 75—-100 mg daily long-term regardless of treatment strategy.

A P2Y , inhibitor is recommended in addition to ASA and maintained over 12 months unless there are A
contraindications such as excessive risk of bleeding. Options are:

* Prasugrel (60 mg loading dose, 10 mg daily dose) if no contraindication

* Ticagrelor (180 mg loading dose, 90 mg twice daily) if no contraindication

* Clopidogrel (600 mg loading dose, 75 mg daily dose), only when prasugrel or ticagrelor are not available or are
contraindicated.

It is recommended to give P2Y, inhibitors at the time of first medical contact.




ESC 2014 Kilavuzu:
Prasugrel’in STEMI hastalarinda
KV mortaliteyi azalttigi vurgulanmistir.

The preferred P2Y4, inhibitors are prasugrel (60 mg p.o. loading
dose; 10 mg maintenance dose) and ticagrelor (180 mg p.o. loading
dose; 90 mg maintenance dose b.i.d.).”*"*"® In the pre-specified sub-
groups of patients with STEMI undergoing PCl in the TRITON-TIMI
38 trial, the benefit of prasugrel was consistent for the primary end-
point at 15 months (prasugrel 10.0% vs. ticagrelor 12.4%; HR 0.79;
95% CI 0.65-0.97; P=0.02), without a significant increase in
non-CABG-related bleeding risk (2.4% vs. 2.1%, respectively; HR
1.11; 95% CI 0.70-1.77; P = 0.65). There was a lower risk of stent
thrombosis (1.6% vs. 2.8%, respectively; HR 0.58; 95% CI 0.36—
0.93; P=10.02), as well as of cardiovascular mortality (1.4% vs.
2.4%, respectively; HR 0.61; 95% Cl 0.37-1.00; P = 0.047)823'&
favour of prasugrel at 30-day and 15-month follow-up (2.4% vs.
3.4%, respectively; HR 0.74; 95% Cl 0.50-1.09; P=0.129).




ESC Kilavuzunda STEMI'de tikagrelor

In the subset of patients with STEMI randomized in the PLATO trial, the benefit of
ticagrelor over clopidogrel for the primary endpomt (9.4% vs. 10.8%, respectively; HR
0.87;95% CI0.75-1.01; P= 0.07; P for correlation 0.29), 823 was consistent with the
overall results, without higher risk of bleeding (TIMI non-CABG major 2.5% vs. 2.2%,
respectively; HR 1.09; 95% CI 0.80—1.48; P=0.60) but with a trend towards a lower
risk of cardiovascular mortality at one year (4.7% vs. 5.4%, respectively; HR 0.84;
95% (T 0.69-1.03; P= 0.07).




Ticagrelor Versus Clopidogrel in Patients With ST-Elevation
Acute Coronary Syndromes Intended for Reperfusion With
Primary Percutaneous Coronary Intervention

A Platelet Inhibition and Patient Outcomes (PLATO) Trial
Subgroup Analysis

Philippe Gabriel Steg, MDY, Stefan James, MD, Phl); Robert A. Hamrington, MD; Diego Ardissino, MD;
Richard C. Becker. MDDy, Christopher P. Cannon, MD; Hikan Emanuelsson, MD, Ph;
Ariel Finkelstein, MD; Steen Husted, MD, DSc; Hugo Katus, MD; Jan Kilhamn, MD, PhD;
Sylvia Olofsson, B5c; Robert F. Storey, MD, DM: W. Douglas Weaver, MDD,
Lars Wallentin, MD, PhD; for the PLATO Study Group

Backgronnd—Aspinn and clopidogrel are recommended for patients with acute coronary syndromes {ACS) or undergoing
coronary stenting. Ticagrelor, a reversible oral P2Y 1 2-recepior antaponist, provides faster, preater, and more consistent
platelet inhibition than clopidogrel and may be useful for patients with acute ST-segment elevation (STEy ACS and
planmed primary percutanecus coronary intervention.

Methods and Resull—FPlatelet Inhibition and Patient COutcomes (FLATO), a madomized, double-blind trial, compared
ticagrelor with clopidoarel for the prevention of vascular events in 18 624 ACS patients. This repont concerns the 7544
ACS patients with 5TE or left bundle-branch block allocated to either ticagrelor 180-mg loading dose followed by 90

mg twice daily or clopidogrel 300-mg leading dose (with provision for 300 mg clopidogrel at percutanecus coronary
intervention) followed by 75 mg daily for & o0 12 months. The reduction of the primary end point {mopocardial infarction,

stroke, of cardiovascular death) with ticagrelor versus clopidogrel (10.8% versus 9.4%; hazard ratio [HR], 0.87; 95%
confidence interval, 0.75 to 1.01; P=000T) was consistent with the overall PLATC results. There was no interaction
between presentation with STEAefi bundle-branch block and randomized treatment (interaction P=0.F)). Ticagrelor
reduced several secondary end points, including myocardial infarction alone (HRE. 0.80; P=0.03), total mortality (HR,
0.82; P=0.05), and definite stent thrombosis (HR, 0.66; P=0003). The nsk of stroke, low in both groups, was higher
with ticagrelor (1.7% wersus 1.0%; HR.1.63; 9%5% confidence interval, 1.07 to 2 48; P=0002). Ticagrelor did not affect
major bleeding (HR, 0.98; P=0.76).

Conclusion—In patients with STE-ACS and planned primary percutanecus coronary inbervention, the effects of ticagrelor
were consistent with those observed in the overall PFLATO trial.

Climical Trial Regintration—URL: hitp:row. Clinical Trials gov. Unique identifier: NCT391872.

(Circulation. 2000;122:2131-2141.)

Key Words: acute coronary syndrome w hemorrhage m myocardial imfarction m plateleis m thrombosis



Primer Sonlanim Noktasi

1211 - -~ Clopidogrel 1038
M |— Ticagrelor Samm=T
10 JURPEL
2 .
8 9.4
7
Insidans (%) 6] HR:0.87
5 P=0.07 (ANLAMLI DEGIL)
4
3_
2_
1
0
o 1 2 3 4 5 6 7 8 9 10 11 12
Mo al Risk Ay
¢ 3o 30 243 356 2726 3007 s

Steg PG et al. Circulation 2010; 122: 2131-41.




Insidans (%)

STEMI hastalarinda KV olumde
tikagrelor ile saglanan azalma anlamh degildir
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Antitrombosit ilaclar arasinda STEMI hastalarinda
30.guin mortaliteyi prasugrel azaltirken tikagrelor azaltmaz

International Journal of Cardiology 195 (2015) 104-110
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Among antithrombotic agents, prasugrel, but not ticagrelor, is associated

with reduced 30 day mortality in patients with ST-elevated
myocardial infarction
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Meta-analize dahil edilen ¢alismalar

n=26.658
e TRITON STEMI e PLATO-STEMI
* Koshy et al. * ATLANTIC
+ CHAMPION-PCI * BRAVE4
+ HEAT PPCI * BRIGHT
+ EUROMAX

* HORIZONS-AMI
* On-Time 2

Serebruany VL et al. Int J Card 2015;195:104-110.



STEMI hastalarinda
30.guin mortalite karsilastirmasi

Antithrombotic P-Value
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Serebruany VL et al. Int J Card 2015;195:104-110.



STEMI hastalarinda 30.glin mortalite verileri
klopidogrelden iyi olan tek P2Y12 inhibitorui prasugreldir

Antithrombotic P-Value i
Prasugrel 0.0017 I—-—li
Cangrelor 0.1490 f . f:
i
Ticagrelor  0.6160 e
i

0.1 o o

Better than Clopidogrel Worse than Clopidogrel

Serebruany VL et al. Int J Card 2015;195:104-110.



Serebruany Meta-analizi:
Sonug

 STEMI hastalarinda 6liumde klopidogrele gore
azalma saglayan tek P2Y12 inhibitoru
prasugreldir.




STEMI hastalarinda Prasugrel ile

Klopidogrel’den Ustiin Tedavi

* Prasugrel, STEMI hastalarinda KV 6lim/Ml/inme
primer sonlanim noktasinda klopidogrele kiyasla %21
anlamli azalma saglar. NNT 41’dir.

e STEMI hastalarinda 30.glinde KV 6liumde %39; tim
nedenli 6limlerde %38 anlamli azalma saglar.

— Prasugrel’in mortalite dusuiricua faydasi ESC 2014
Kilavuzu’nda vurgulanmistir.



Prasugrel

* Prasugrel, idame tedavide giunde tek doz ile hastanin tedaviye
uyumunu artirir. Doz atlama olasiligi daha az, iskemik olay
tekrarlama riski daha az

* Dispne, bradikardi gibi spesifik yan etkileri yoktur.

e 75vyas alti
60 kg ve Uzeri
* Inme/TIA dykiisii olmayan hastalarda

— primer sonlanim dnlemede klopidogrelden Ustindur ve
— major kanama oranlari klopidogrelden farksizdir.



STEMI'de Prasugrel

* Yukleme 6 tablet ile yapilir

 |[dame tedavide giinde tek tablet avantajina
sahiptir

* Anatomi gormeden yuklenir

* Klopidogrele gére anlamli mortalite azalmasi
saglar

* Avrupa Kilavuzlarinda Klopidogrel’den oncelikli
olarak dnerilmektedir.



Ezilerek kullanildiginda
daha hizli antitrombosit etki

Crushed Prasugrel Tablets in Patients With
STEMI Undergoing Primary Percutaneous

Coronary Intervention
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The CRUSH Study

Ezilmis tablet (60 mg prasugrel), daha hizl ve etili anti-plt etki saglar

Uancld Ixd= 0 GCmm-m




