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Koroner arter hastaligi nedeniyle takip edilen hastalarin 1/3’'inde AF
AF hastalarinin %80’den fazlasi OAK kullaniyor

AKS nedeniyle basvuran hastalarin %5-10’'unda AF ve OAK
kullanimi

AF prevalansi %1-2 & AF hastalarinin %20si'ne PKG
Avrupa’da 1-2 milyon OAK kullanan AF hastasi PKG adayi



PKG yapilan hastalarin %6-8'inde uzun donem OAK
kullanimi indikasyonu var.

- Atriyal Fibrilasyon
- Mekanik kalp kapaklari

- Venoz tromboembolizm



Kanama Tromboemboli




The optlmal management of patients on oral anticoagulation
unde ronary artery stenting

TRe 10" Anniversary Oyerview

Andrea Rubboli'; David P. Faxon?; K. E. Juhani Airaksinen®; Axel Schlitt®; Francisco Marin®; Deepak L. Bhatt®; Gregory Y. H. Lip’

1Division of Cardiclogy, Laboratory of Interventional Cardiclogy, Ospedale Maggiore, Bologna, ftaly; “Department of Medicine, Brigham and Women's Hospital, Boston,
Massachusetts, USA; *Heart Center, Turku University Hospital, Turku, Finland; *Paracelsus Harz Clinic Bad Suderode, Quedlinburg, and Faculty of Medicine, Martin Luther-Universitat
Halle-Wittenberg, Department of Internal Medicine, University Clinic Halle (Saale), Germany; *Department of Cardiology, Hospital Universitario Virgen de la Arrixaca, IMIB —
Arrixaca, Murcia, Spain; “Brigham and Women's Hospital Heart & Vasaular Center, and Harvard Medical Schocl, Boston, Massachusetts, USA; "University of Birmingham Centre for

Cardiovascular Sciences, City Hospital, Birmingham, UK
Thromb Haemos @ 112: 1080-1087

References

1. Orford JL, Fasseas F, Melby 5, et al. Safety and efficacy of aspirin, clopidogrel,
and warfarin after coronary stent placement in patients with an indication for
anticoagulation. Am Heart | 2004; 147: 463-467.

2. Rubboli A, Colletta M, Sangiorgio P, et al. Antithrombotic treatment after cor-
onary artery stenting in patients on chronic oral anticoagulation: an inter-
national survey of current clinical practice. Ital Heart ] 2004: 5: 851 -856.

3. Rubboli A, Colletta M, Sangiorgio P, et al. Antithrombaotic strategies in patients
with an indication for long-term anticoagulation undergoing coronary artery
stenting: safety and efficacy data from a single center. Ital Heart | 2004; 5
919-925. -

4. Rubboli A, Halperin JL, Airaksinen KE, et al. Antithrombotic therapy in pa-



Kohort Calismalarin Sinirliliklari

llerleyen zamanla antitrombotik ilag rejiminde olan degisiklikler
Antitrombotik ila¢ kullanim suresinin bilinmemesi

INR kontrol dUzeyinin net olarak bilinmemesi

Farklh klinik ozellikler

Farkli indikasyonlar

Kanama durumunda antitrombotiklerin kesilmesi



ACTIVE-W Calismasi- strok, sistemik emboli, Mi, vaskiiler 6lim

0-10 —
RR=1-44 (1-18-1.76), p=0-0003
3' 008 —
©
Q
3
O 006
Q
<
%) Klo + ASA
=
Qc 004
002 —
0 I I ] |
0 05 1-0 1.5
Risk altindaki say! Yil
Klo + ASA 3335 3152 2389 927
OAK 3N 322 2458 924

Lancet 2006:;367: 1903-12



ACTIVE-W Calismasi- Strok
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Atriyal fibrilasyonda antitrombotik tedavi ile kanama

Warfarin monotherapy
Aspirin monotherapy
Clopidogrel monotherapy
Aspirin + clopidogrel
Warfarin + aspirin
Warfarin + clopidogrel
Triple therapy

HR (95% CI)
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Arch Intern Med. 2010;170(16):1433-1441

PKG yapilip tglu antitrombotik kullanan hastalarda major kanama %4.7,

Major kanama olan hastalarin %50’sinde olum

J Am Coll Cardiol Cardiovasc Interv 2008:1:56-61



Special Report

Antithrombotic Therapy in Patients With Atrial Fibrillation
Undergoing Coronary Stenting

A North American Perspective: Executive Summary

(Circ Cardiovasc Interv. 2011:4:522-534,)

inticoagulant and antiplatelet
atrial fibrillation (AF) who
nclear.'-> It is estimated that
cutaneous coronary interven-
indications for chronic oral
patients pose a significant
ardiologist because the com-
with aspirin and clopidogrel
up has been reported to result
reding.® Major bleeding is a
ociated with increased mor-
when it occurs shortly after
dy among patients on triple
|, and warfarin, major bleed-
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therapy (aspirin, clopidogrel, and oral anticoagulation) in
patients with AF undergoing PCI due to|l the increased
bleeding risk and limited information about the safety and

efficacy of this treatment regimen.!® Currently, the use of
triple therapy is classified as a class IIb recommendation
(may be considered) with a level of evidence C (expert

opinion).™TT Recently, the ESC Working Group on Throm-
bosis published a consensus document on the management of
these patients.'*!* The authors conducted a careful review of
the available studies and made a number of specific recom-
mendations that have been supported by the ESC guidelines
for the management of AF.'* They tempered these recom-
mendations since they were largely based on expert opinion.
The current document provides a North American view of the
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Akut koroner sendrom — Atriyal fibrilasyon
birlikteliginde
antitrombotik tedavi yaklasimi



@ European Heart Journal (2016) 37, 267-315 ESC GUIDELINES
EURCPEAN doi:10.1093/eurheartj/ehv320

SOCIETY OF
CARPHOLOGY *

2015 ESC Guidelines for the management
of acute coronary syndromes in patients
presenting without persistent ST-segment
elevation

Task Force for the Management of Acute Coronary Syndromes
in Patients Presenting without Persistent ST-Segment Elevation
of the European Society of Cardiology (ESC)



AKS nedeni ile bagvuran ve (Y)OAK kullanmakta
olan bir hastada

ILK OLARAK
OAK indikasyonu tekrar degerlendirilmeli !!



CHA,DS,-VASC kriterleri Skor

KKY/Sol ventrikul fnks bozuklugu

Hipertansiyon

=275 yas

Diyabetes mellitus

Inme/gecici iskemik atak/TE

Vaskiler hastalik (geciriimis MI, PAH, aortta plak)
65-74 yas arasi

Cinsiyet (kadin)

1

R P RPN RPN PR



HAS-BLED kriterleri Skor

H Hipertansiyon 1
A Anormal KC veya bobrek fonksiyonu 1 veya 2
S Strok 1
B Kanama oykusu/egilimi 1
L  Labil INR 1
E Yas>65 1
D llag veya alkol kullanimi 1 veya 2



OAK kullanan hastalarda PKG ile iligkili kanamay!
azaltmaya yonelik stratejiler

PKG ile iliskili kanama riskini azaltmaya yonelik strateji onerileri

- Ozellikle kadinlarda ve vash hastalarda antikoagtilan dozlan viicut agirhigina ve bdbrek
fonksiyonlarina gére ayarlanmalidir;

= Radiyal yaklasim tercih edilmelidir.

» Gastrointestinal kanama riski ortalamanin tizerinde olan (gastrointestinal tilser/kanama,
antikoagilan tedavi, kronik NSAll/kortikosteroid kullanimi, 265 yas olan kisilerde
veya su Szelliklerden iki veya daha fazlasinin varlifinda; dispepsi, gastrodzofajiyal refld,
Helicobacter pyior enfeksiyonu ve kronik alkol kullamimi) ve IATT tedavisi altindaki
hastalarda proton pompasi inhibitdren kullanmilmaldir:

» OAK kullanmakta olan hastalarda
o PKG, VKA'lar yva da YOAK lar kesilmeksizin gerceklestirilimelidir.

o VKA almakta olan hastalarda INR degerinin =2.5 olmasi durumunda UFH
verilmemelidir:

° YOAK almakta olan hastalarda, YOAK'In en son verilis zamanindan bagimsiz olarak

tedaviye dusik doz parenteral antikoagtilasyon (6r. enoksaparin 0.5 mg/kg iwv. ya da
IUFH 60 1U/kg) eklenmelidir

o ASA kullaniir ancak P2Y , inhibitorieriyle &n tedavi uygulamaktan kaginilmahdir:

o GPIlIb/llla inhibitérler sadece periprosedurel komplikasyonlara bagh olumsuziuklar
onlemek icin kullaniliz




Kronik oral antikoagiilasyon gereken ST yiikselmesiz AKS hastalarinda

kombine antitrombositer ve antikoagiilan tedavi 6nerileri

Oneriler

Oral antikoagtilan tedavinin kesinlikle gerekli oldupu hastalarda
(6rm: CHA,DS,-VASCc skorunun 22 oldugu atriyal fibrilasyon, vendz
tromboembolizm, SoV trombusl veya mekanik kalp kapadi protezi
olanlar) antitrombositer tedaviye ek olarak OAK ile tedavi dnerilir

Orta-ylksek risk altindaki hastalarda® tedavi kararini (medikal tedavi,
PKG veya KABG) hizlandirmak ve ideal antitrombotik tedavi rejimini
belilemek icin OAK kullanimindan bagimsiz erken invaziv koroner
anjiyografi (24 saat icinde) distndlmelidir:

Koroner anjiyografi dncesinde OAK'a ilaveten ASA arti P2Y |
inhibitérinden  olusan ikili antitrombositer tedavi baslatiimasi
onerilmemektedir.




Koroner stentleme uygulanacak hastalar

Antikoagiilasyon

YOAK son dozunun zamanlamasina bakilmaksizin ve VKA ile tedaw
edilen hastalarda INR <25 ise, PKG sirasinda ilave parenteral
antikoagulasyon énerilir,

Periprosedirel donemde VKA veya YOAK ile kesintisiz terapotik
antikoagtilasyon dustinilmelidir,

Antitrombositer tedavi

CHA DS -VASc skorunun | (erkekler) veya_2 (kadinlar) oldugu
atriyal fibrlasyona sahip STYz-AKS hastalannda koroner stentleme
sonrasinda U¢li tedaviye alternatif olarak yeni P2Y , inhibitérlenni
iceren IATT dustntlmelidir,

Kanama niski diisik ise (HAS-BLED <2), stent tipine bakilmaksizin
6 ay boyunca OAK, ASA (75-100 mg/giin) ve klopidogrel 75

mg/glin ile Gcla tedawi, ardindan OAK ve ASA 75-100 mg/glin
veya klopidogrel (75 mg/giin) ile tedavinin |12 aya tamamlanmasi
dustinilmelidir

Kanama nski yiksek ise (HAS-BLED =3), stent tipine (CMS veya
yeni kusak |SS) bakilmaksizin | ay boyunca OAK, ASA (75-100 mg/
gun) ve klopidogrel 75 mg/gin ile tcli tedavi, ardindan OAK ve
ASA 75-100 mg/gin veya kKlopidogrel (75 mg/gin) ile tedavinin 12
aya tamamlanmasi distintlmelidir,




Kronik oral antikoagiilasyon gereken ST yiikselmesiz AKS hastalarinda
kombine antitrombositer ve antikoagiilan tedavi 6nerileri (devam)

Oneriler Diizey®

Koroner stentleme uygulanacak hastalar

Antitrombositer tedavi (devam)

Secilmis hastalarda (HAS-BLED =3 ve stent trombozu riski diisiik)
¢l antitrombotik tedaviye altemnatif olarak OAK ve klopidogrel 75
mg/gun ile ikili tedavi distinilebilir

Uclii tedavinin bir bslimii olarak tikagrelor ve prasugrel kullanimi
dnerilmemektedir.

Vaskiiler giris ve stent tipi

Koroner anjiyografi ve PKG i¢in femoral girig yerine radiyal giris
dnernilin

OAK gereken hastalarda CMS vyerine yeni kusak ISS kullanimi
disuntlmelidir.

Medikal tedavi uygulanacak hastalar

OAKa ilaveten | yila tamamlanan bir antitrombositer ila¢ kullanimi

dustintimelidir: lla




STYz-AKS’de kanama tedavisi ve kan transfiizyonu icin 6neriler

Oneriler

VKA ile iliskili yasami tehdit edici kanama olayr goriillen hastalarda,
taze donmus plazma veya rekombinant aktiflestinlmis faktdr VI
yerine antikoagilasyonun hizl bir sekilde gen cevrildigi dért falaonii
protrombin kompleksi konsantresi kullanimi distinilmelidir. Aynca,
yavas enjeksiyonla 10 mg dozunda K vitamini tekrarlayan sekilde 1.v.
olarak uygulanmalidir.

YOAK ile iliskili stren ve yasami tehdit edici kanama g&rilen
hastalarda, protrombin kompleks konsantresi veya aktiflestiriimis
protrombin kompleksi uygulamasi diistintlmelidir:

Aktif kanama bulgusu olmayan anemili hastalarda, hemodinamik
durumda ké&tllesme durumunda veya hematoknt <%25 vya
da hemoglobin dizeyi <7 g/dl oldugunda kan transflizyonu
dustndlebilir;

C




CABG karari alinan hastalar

 Elektif olgularda OAK kesilir
« Acil CABG:
- Protrombin kompleksi (4 inaktive faktor) icerir

- Vitamin K

Eur J Cardiothorac Surg 2008



YOAK kullanan hastada acil cerrahi girisim

* YOAK kesilir

- Dabigatran i¢cin aPTT

* Rivar ve Apiks PT normal ise hasta cerrahiye verilebilir
- Girisim 12 saat ertelenebilecekse elektif cerrahi

- 4-12 saat icinde alinacaksa Hemodiyaliz
- Girisim ertelenemez ise Protrombin Kompleks



Perioperative Bridging Anticoagulation
in Patents with Atrial Fibrillation

James D. Douketis, M_D_, Alex C. Spyropoulos, M_D., Scott Kaatz, DO,
Richard C_ Becker, M_D_, Joseph A. Caprini, M_D., Andrew S. Dunn, M.D .,
Diavid A. Garcia, M.D., Alan Jacobson, M_D_, Amir K. Jaffer, M.D., M_B.A_
David F. Kong, M.D., Sam Schulman, M.D., Ph.D., Alexander G.G. Turpie, M_E,
Vic Hasselblad, Ph.D_, and Thomas L. Ortel, M_.D_, Ph.D.,
for the BRIDGE Irwestigators™®
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Bridge calismasi sonuclari

Table 3. Study Cutoomes.
Mo Bridging Eridging
Dutoome (M= 21E] | =555 F¥alue
number of patients (percent)
Primasy
@u‘i:l I:I1r-:|rr1h-n-ernb-uli=m> 4 [0.4) 3 03] 0.o1*, 0.73F
P | 3 (03]
Transient ischemic attack [ i)
stemic embolism ¢ e
(&ar ble=ding D 12 (13) H[EE 0. 005§
Secondary
D=ath 5 [0.5) d [0.d) {335
Myocardial infarction E [ 14 [LE] 0 Rl
Deepowein thrombosis [t N[N 0357
Pulmonary embolism i 1 (1) 0357
Mincr bleeding 106 [13.09 187 [20.9) oL 000§

* Pyalue for noninfericrity.

T Pwalue for superiority.



Renal function Dabigatran  Rivaroxaban  Apixaban
GFR >80 ml/min >24 h >24h >24 h
GFR 50-80 ml/min >36 h >24 h >24 h
GFR 30-50 ml/min >48 h >24 h >24 h
GFR 15-30 ml/min Not indicated >36h >36 h
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Non-valviller atriyal fibrilasyonlu STYz-AKS hastalarn

|

PKG llag tedavisi /
KABG
Yiiksek
(6rn. HAS-BLED =3)
Uclii i Uglii ikili
Ucli Tedavi ¢ tedvea)::
O|A K| O[A[K
Ikili tedavi®
Ikili tedavi®
Ikili tedavi®
O O [K..A| O|K...A
[®]Monoterapi

Oral antikoagiilasyon

(VKA veya YOAK lar) ASA 75100 mg/gin (4 Klopidogrel 75 mg/giin

ajskemi riski diisiikse OAK+klo
dusunulebilir

b QAK+antiplt alanlarda ASA klo’e
alternatif;

isk olay riski gok yiiksekse bile iiglii
tedavi en fazla 12 ay

¢ Koroner olay riski ¢cok yuksekse
OAK+antiplt bir yildan daha uzun sure
kullanilabilir



WOEST: Calisma dizayni

Randomizasyion: PKG ve stent uygulanan hastalar

Ikili tedavi: Uclii tedavi : (ASA 80mg)
OAK + 75mg Clopidogrel qd OAC + 75mg Clopidogrel qd
CMS sonrasi min 1 ay CMS sonrasi min 1 ay

ISS sonrasi 1 yil ISS sonrasi 1 yil

Takip: 1wyl

Dewilde W., et al. ESC, Hotline Ill, Munich, August 2012




WOEST calismasi
TIMI kanama oranlar

90 p<0.001
44 9

H Double
therapy

group

M Triple
therapy

group

Lancet 2013:381:1107-1115

TIMI TIMI Minor TIMI Major Any TIMI
Minimal bleeding



1004 — Uglii tedavi grubu _
o WOEST calismasi
90 "
Tum kanamalar
80
g
o _ 70—
3 £
o g 60+
2 £
w c _
> E >0 A4-4%
Q¥ 40
T i
20
20 19-4%
_l_'_'_'_'_.—.—'_’_
104 ﬁ HR 0-36 (5% Cl 0-26-0-50) p<0-0001
0 I I I l l
0 30 60 90 120 180 770 265
Hasta sayisi Zaman (Giin)
Uglii tedavi grubu 284 210 194 186 181 173 159 140

ikili tedavi grubu 79 253 244 241 241 236 226 208



=0.876
’ B Double
therapy group
M Triple therapy
group
Death Ml TVR Stroke ST Lancet 2013:381:1107-1115

MI=any myocardial infarction; TVR= target vessel revascularisation (PCl + CABG); ST= stent thrombosis



European Heart Journal (2014) 35, 2541-2619
doi:10.1093/eurheartj/ehu2 78

ESC/EACTS GUIDELINES @

FICIETY O
=AY

- 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 (EACTS)



Elektif PKGlerde AFli hastalara yaklasim

VKA YOAK

Antikoagulasyon KesilmemeliaP Kesilmeli®

Eki.v. UFH Evet (radiyal)/Hayir | Evet
(femoral)

UFH dozu Azaltiimald Ayni doz®

Vaskuler giris yeri Radiyal Radiyal/Femoral

Stent tipi Yeni ISS (EES,ZES) | Yeni ISS (EES,ZES)

Antiplatelet rejim Duslk doz Disuk doz ASA%+klo
ASA%h+klo

Ek GPI Hayir Provizyonel

a Perforasyon riski olan igslemler (CTO, aterektomi..) harig

b Femoral yaklagimlarda gecici siire kesilebilir (TE riskine gore heparinle kdpriileme)
d 50U/kg e 70-100 U/kg

f Kanama riski ¢ok yiiksek veya 6 ay icinde planlanan cerrahi CMS

9 75-100 mg " ¢ok yliksek kanama riskinde ASA kesilebilir

i wvitkealk rickli leazvanlar voadiin tfromhiie viikii no-reflow okliizvon tehdidi



Kanama Strok riski | Klinik Oneriler
riski
Dusuk Orta Stabil KAH En az 4 hft (6 aya kadar) Uclu tedavi®
veyaorta | CHAD,DS,- 12. Aya kadar OAK ve klo (veya ASA)P
(Bl_ll_’aé% 0-2) VASc=1 Omiir boyu OAK®
Yuksek Stabil KAH En az 4 hft (6 aya kadar) Ugli tedavid
CHAD,DS,- 12. Aya kadar OAK ve klo (veya ASA)
VASc22 Omiir boyu OAKe
Orta AKS 6 ay uclu tedavi
CHAD,DS,- 12. Aya kadar OAK+klo (veya ASA)
VASc=1 Omiir boyu OAK®
Yuksek AKS 6 ay uclu tedavi
CHAD,DS,- 12. Aya kadar OAK+klo (veya ASA)
VASc22 Omiir boyu OAK®

a OAK+klo veya DAPT alternatif olabilir
b DAPT alternatif olabilir

c Tek basina veya lyi secilmis olgularda (LMCA, proks bifurk, tekrarlayan Mi bir antiplatelet ile birlikte
d OAK+klo alternatif olabilir




Kanama Strok riski | Klinik Oneriler

riski

Yiksek Orta Stabil KAH 12 ay OAK ve kloP

(HAS- CHAD,DS.- Omir boyu OAKe

BLED=3) VASc=1
Yuksek Stabil KAH 4 hft Gglu tedavi?
CHAD,DS,- 12. Aya kadar OAK ve klo (veya ASA)
VASc22 Omiir boyu OAKe
Orta AKS 4 hft Gcli tedavid
CHAD,DS,- 12. Aya kadar OAK+klo (veya ASA)
VASc=1 Omiir boyu OAK®
YUksek AKS 4 hft Ggll tedavid
CHAD,DS,- 12. Aya kadar OAK+klo (veya ASA)
VASc22 Omiir boyu OAK®

a OAK+klo veya DAPT alternatif olabilir
b DAPT alternatif olabilir

c Tek basina veya lyi secilmis olgularda (LMCA, proks bifurk, tekrarlayan Mi) bir antiplatelet ile birlikte
d OAK+klo alternatif olabilir




Elektif PKG sonrasi uzun sureli uglu tedavi

Prasugrel veya tikagrelordan kaciniimali
PPl ile mide korunmali

VKA dozu: hedef INR 2-2.5

YOAK: strok proflaksisinde kullanilan en dusuk doz
(dabigatran 110 mg 2x1, rivaroksaban 15 mg 1x1,
apiksaabn 2.5 mg 2x1)

JACC 2013;61:2060-6



Concomitant Use of Antiplatelet Therapy with Dabigatran
or Warfarin in the Randomized Evaluation of Long-Term
Anticoagulation Therapy (RE-LY) Trial

Antonio L. Dans, MD, MSc; Stuart J. Connolly, MD; Lars Wallentin, MD, PhD; Sean Yang, MSc;
Juliet Nakamya, PhD; Martina Brueckmann, MD; Michael Ezekowitz, MBChB, DPhil;
Jonas Oldgren, MD, PhD: John W. Eikelboom, MD; Paul A. Reilly, PhD:

Salim Yusuf, DPhil, FRCPC, FRSC

Concomitant Antiplatelet No Concomitant Antiplatelet
DE110 DE150 Warfarin DE110 DE150 Warfarin
nN=2322 n=2304 n=2326 n=3693 n=3772 n=3696

Age, y 71.7 (8.5) 71.6 (8.6) 71.7 (8.4) 71.2(8.8) 71.4(9.0) 71.5(8.7)
Sex, % male 1559 (67.1) 1539 (66.8) 1520 (65.3) 2306 (62.4) 2301 (61.0) 2289 (61.9)
Previous HTN, n (%) 1867 (80.4) 1861 (80.8) 1874 (80.6) 2871 (77.7) 2934 (77.8) 2876 (77.8)
Previous DM, n(%) 608 (26.2) 615 (26.7) 658 (28.3) 801 (21.7) 787 (20.9) 752 (20.3)
Previous MI, n (%) 572 (24.6) 581 (25.2) 553 (23.8) 436 (11.8) 448 (11.9) 415 (11.2)
Previous CAD, n (%) 950 (40.9) 977 (42.4) 970 (41.7) 711 (19.3) 733 (19.4) 693 (18.8)
Previous CHF, n (%) 769 (33.1) 747 (32.4) 734 (31.6) 1168 (31.6) 1187 (31.5) 1188 (32.1)
Previous stroke, n (%) 304 (13.1) 296 (12.8) 287 (12.3) 457 (12.4) 460 (12.2) 469 (12.7)
CHADS score, n (%)

0-1 697 (30.0) 672 (29.2) 670 (28.8) 1263 (34.2) 1289 (34.2) 1192 (32.3)

2 810 (34.9) 812 (35.2) 839 (36.1) 1278 (34.6) 1324 (35.1) 1390 (37.6)

3+ 815 (35.1) 820 (35.6) 817 (35.1) 1151 (31.2) 1159 (30.7) 1114 (30.1)
Previous renal disease, n(%) 1825 (78.6) 1805 (78.3) 1830 (78.7) 2800 (75.8) 2904 (77.0) 2851 (77.1)
Type of AF, n (%)

Persistent 763 (32.9) 719 (31.2) 734 (31.6) 1187 (32.1) 1190 (31.5) 1196 (32.4)

Paroxysmal 906 (39.0) 915 (39.7) 937 (40.3) 1023 (27.7) 1063 (28.2) 1099 (29.7)

Permanent 652 (28.1) 669 (29.0) 655 (28.2) 1480 (40.1) 1519 (40.3) 1400 (37.9)
Duration antiplatelet use as % of study duration (SD) 67.3 (42.8) 65.2 (43.7) 65.0 (43.8) 0 0 0




Rate(%/fyear)

D110

Stroke/Embolism 1.29

All Stroke

lschemic Stroke

CV Death

Major Bleed

Minor Bleed

All Bleed

Intracranial

Extracranial

1.95

1.19
1.84

1.04
1.66

213
292

222
3.94

11.72
15.52

12.94
17.71

0.23
0.22

2m
3.74

WAR

1.47
2.1

1.35
1.95

0.97
1.41

2.28
3.36

2.81
4.81

14.4
19.59

16.14
2.0

0.66
0.94

217
3.94

HR

0.87
0.93

0.88
0.95

1.07
1.19

0.93
0.87

0.79
0.82

0.8
0.77

0.78
0.78

0.35
0.23

0.92
0.95

95% ClI

0.66-1.15
0.7-125

0.66-1.17
0.7-128

0.78-1.48
0.85-1.66

0.75-1.16
0.69-1.1

0.64-0.96
0.67-1

0.730.87
0.69-0.85

0.72-0.85
0.71-0.85

0.2-0.61
0.12-0.47

0.741.15
0.77-1.18

No Antiplatelet
Antipiatelet

-—————

——.———-

| | |
025 050 0.75

Dabigatran better

1.00

[ 1
1.25

1.50
Warfarin better

P(INTER)

0.74

0.72

0.67

0.67

0.79

0.51

0.85

0.37

0.64

1.75



P(INTE

Rate [%/yaar) [ R

D150 WAR HR  95%Cl
Stoke/Embolism 0.77 147 052 038072 e e e

168 21 0B 059108 = 0.06
All Stroke 068 135 05 03607 el e

157 185 081 0.581.1 — - 0.04
Ischamic Stroke 057 087 0589 0.4086 —— i — ——

132 141 0984 066134 — —— 0.08
CV Death 207 228 081 073113 — i ——-

283 313 078 0.61099 —n 0.36
Major Bleed 265 281 0984 078115 — =

441 481 083 076112 : - 0.87
Minor Blead 13.41 1441 094 0.86-1.02 e ok

17.24 1958 088 O0.81-098 —— 0.28
All Blaad 1486 16.14 092 0.851 el

194 2201 088 081087 —a— 0.5
Intracranial 024 066 036 0214063 e e e e

044 0854 047 02808 B 0.53
Extrac raial 241 217 111 0.81.38 =1 ———

404 3854 104 085128 = 0.64

| | | [ \ | |
— — NoAntiplatelet 0.25 0.50 0.75 1.00 1.25 1.50 1.75



ISAR-triple: Rasyonel

Koroner stent implantasyonu

Cardiac Events

10+
52 ]
§ Oral Antikoagilasyon
L]
°
Q
£ 5 -
eb]
=
5 [ Dual Aniplatelet |
=0
=
=] 4
© 0
1T 7 14 21 28
Days after Stenting

ISAR, NEJM 1996

= [ o] +

+ Atriyal fibrilasyon

010 —

RR-1-44 (1-18-176), p=0-0003

N _

0.06 —|

0-04 —|

Cumulative hazard rates

0.02 —

Oral Antikoagiilasyon

1 I 1

o] 0.5 1.0 1.5
Years

ACTIVE-W Lancet 2006

Oral Antikoagtilasyon

Schomig et al. NEJM 1996;334:1084-9.
Connolly et al. Lancet 2006;367:1903-12.



ISAR-TRIPLE: Calisma dizayni

HIPOTEZ
6-hafta 6-ay’dan Ustln

PRIMER SONLANIM:
*Oliim, Mi, stent trombozu, strok veya
TIMI major kanama

SEKONDER SONLANIM:

*iskemik komplikasyonlar: Kardiyak 6liim,
Mi, stent trombozu veya iskemik strok
*Kanama komplikasyonlari (TIMI major)

ISS implantasyonu yapilan 614 hasta
Avrupa’da 3 merkez
(Eylil 2008 — Aralik 2013)

Aspirin ve VKA

6-hafta 6-ay
klopidogrel klopidogrel
(n=307) (n=307)

9 aylik klinik takip
606 hasta (%98.7)



Primer Sonlanim

207 Olam, M, stent trombozu, strok veya TIMI
major kanama

157 HR 1.14 (95%, Cl 0.68 — 1.91), p=0.63

T

Olay insidansi (%)
o
I




Sekonder Sonlanim

Kardiyak 61im, MI, stent trombozu
veya iskemik strok

insidans (%)

20]

HR 0.93 (0.43 - 2.05), p=0.87

4.3 %

0 1 2 3 456 7 8 9
Ay
— b6-ay
= 6-hafta

TIMI major kanama

20

15]]

107

HR 1.35 (0.64 - 2.84), p=0.44

53%
—

‘7_—',__.'-_—’= 4.0 %

012 3 456 7 8 9
Ay



OAK kullanan ve PKG uygulanan hastalarda
antitrombotik tedavi onerileri

Oral antikoagilasyon gereken kanama riski dustik (HASBLED <2)

hastalarda yeni jenerasyon DES BMS’e tercih

CHA,DS,-VAS, skor <1 AF’lu stabil KAH'da inisiyal Gglu tedaviye alternatif lla
olarak ikili antiplatelet tedavi




OAK kullanan ve PKG uygulanan hastalarda
antitrombotik tedavi onerileri

Secilmis hastalarda inisiyal tigli tedaviye alternatif olarak (Y)OAK ve
clopidogrel 75 mg/gin ile ikili tedavi




OAK kullanan ve PKG uygulanan hastalarda
antitrombotik tedavi onerileri

CHA,DS,-VAS, skor 22 hastalarda koroner revaskiilarizasyon sonrasi OAK
ile birlikte, aspirin olmaksizin clopidogrel kullanimi mantikli olabilir




Eurepean Heart joumal (2014) 35, 3155-3179 CURRENT OPINION
EumDPEAN e 10 909 3 emnrhoecrt] fedh 258

cA

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

Task Force Members: Gregory Y.H. Lip* (UK, Chairman), Stephan Windecker
(Switzerland)!, Kurt Huber (Austria)’, Paulus Kirchhof (UK)*, Francisco Marin (Spain),
Jurrién M. Ten Berg (Netherlands), Karl Georg Haeusler (Germany), Giuseppe Boriani
(Italy), Davide Capodanno (ltaly), Martine Gilard (France), Uwe Zeymer (Germany),
Deirdre Lane (UK, Patient Representative).
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: Y
CHA,DS,-VASC = 1 CHA,DS,-VASc 22

l

v
Low to intermed ate
{e.g. HASQL!D = Q=)

4 weeks

B montha

12 months —

—_— A m«w*‘

o:ammnm Aspilin 75—100 mg caily n Clopidogeel T5 mg datly



YOAKIar’in kullanimi i¢in yeni
veriler gerekiyor

| ) |
PIONEER AF-PCI?
) =216
AUGUSTUS ACS/PCI3
) N=4600
EVOLVE-AF PCIl4

ClinicalTrials.gov Identifier: NCT02164864 2. ClinicalTrials.gov Identifier: NCT01830543



RE-DUAL PCI Dizayni

* PKG yapilan hastalarin %10’unda AF varligi

Dabigatran 150 mg BID + P2Y12 inhibitori

Dabigatran 110 mg BID + P2Y12 inhibitori
19 EP

Varfarin (INR:2-3) + P2Y12 inhibitéri + ASA

9.Ay 12.Ay 15.Ay 18/24/30. Ay

veya T.S.

— TAT: Varfarin (INR: 2-3) + P2Y12 inhibitori + ASA
rejimine baslanir.

http://clinicaltrials.gov/show/NCT02164864




PRINh PIONEER AF-PCI

XARELTO® 15 mg qd*
Clopidogrel 75 mg qdt

2100
patients
with NVAF
No prior
stroke/TIA
PCIl with
stent
placement

- —|

XARELTO® 2.5 mg bid
Clopidogrel 75 mg qdt
Aspirin 75-100 mg qd#

XARELTO® 15mg QD
Aspirin 75-100 mg qd

- —
VKA (target INR 2.0-3.0)

MN—Z200Z2Z2>»X

Clopidogrel 75 mg qdt
Aspirin 75-100 mg qd

Primary endpoint: TIMI major, minor, and bleeding requiring
medical attention

Secondary endpoint: CV death, Ml, stroke, and stent
thrombosis
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PERFUSE




