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YENI NESIL ORAL ANTIKOAGULANLAR (NOAC)

 Antikoagulanlar, yeni trombuslerin olusmasini ve
dolayisiyla mevcut trombusun genigslemesini onler.

e Varfarin,

AF’li ve AKS’li hastalarda iskemik olaylari onlemede
etkinligi kanitlanmis olmasina ragmen, handikaplari
nedeniyle yeni nesil antikoagulanlar gelistirmeye
itmigtir.
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YENI NESIL ORAL ANTIKOAGULANLAR (NOAC)

Kullanim Alanlari

« AF’li hastalarda inmeden koruma

« DVT'den koruma ve onleme

* Pulmoner emboli tedavisi

« Kardiyovaskuler hadiselerden koruma
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HATIRLAYALIM!

Standart Heparin, DMAH, Vitamin K Antagonistleri
faktor Xa ve trombine dolayli yollardan etki ederler.
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NOAC

e Dabigatran (RE-LY): Direkt Trombin inhibitoru ‘Pradaxa’

* Rivaroxaban (ROCKET-AF): Direkt Faktor Xa inhibitoru
‘Xarelto’

« Apixaban (ARISTOTLE): Direkt Faktor Xa inhibitoru
‘Eliquis’

 Edoxaban (ENGAGE AF-TIMI 48): Direkt Faktor Xa
ru ‘Savaysa’




NEDEN NOAC?

Hizli etki baslangici

Oral alinmalari

Besin ve ilac etkilesimleri minimum
Laboratuvar takibi gerektirmemesi
Etkinlikleri yuksek

Intrakranial kanama acisindan daha glivenli




NOAC DEZAVANTAJLARI

Antidotlari yok!
Doz atlandiginda etkinlik kaybi
Bobrek fonksiyon bozuklugunda kullanim kisithigi

Komorbit durumlarda doz ayarlama algoritmalari
yoklugu

lzlem metotlarinin olmamasi ,

)4
N



NOAC’lara baglh kanamada yonetim

ESC onerileri:

Ik olarak hemodinamik durumu kontrol et, bobrek fonksiyon testleriile bazal koagiilasyon

testlerini iste

Minor kanama Bir sonraki dozu atla ya da tedaviye ara ver

Destekleyici/semptomatik tedavi basla, mekanik kompresyon uygula,
Orta - ciddi kanama sivi replasmani ve kan transfiizyonu sagla, eger dabigatran dozu yeni
alinmig ise aktif komdr kullanimi aisindan degerlendir.

Aktive rekombinan FVII veya protrombin konsantresi basla. Dabigatran

Cok ciddi kanama kullanan hastalarda aktif kémdr ve hemodiyaliz uygula.

a bagl hayati tehdit eden kanmalarda: Idarucizumab (Praxbind)



Ulkemizde Mevcut YOAK’nin Ozellikleri ve Klinik Arastirma Sonuclari:

Dabigatran Rivaroksaban Apiksaban
Etki mekanizmasi trombin Faktor Xa Faktor Xa
Doz / pozoloji 110- 150 mg BID 20 mg/glin 5 mg BID
Renal atilim (%) 80 66 27
RE-LY ROCKET-AF ARISTOTLE
Tedavi grubu Dabigatran 110 mg 2x1 Rivaroksaban 20 mg Apiksaban 5 mg 2x1
Dabigatran 150 mg 2x1 1x1

Kontrol grubu

Varfarin TTR: % 64

Varfarin TTR: %55

Varfarin TTR: % 62

Olgu sayisi

18.113

14.264

18.201

Dabhil edilme kriteri

AF ve 21 risk faktori

AF ve 2 2 risk faktori

AF ve 21 risk faktori

Ort. CHADS, skoru

2.1

3.5

2.1




CHA2DS2- VASC Skoru
» AF’li hastalarda inme risk faktorlerini de iceren skorlama sistemi

CHA,DS,-VASc Score

Score

Congestive Heart Failure/LV Dysfunction
Hypertension
Age 2 75 Years
Diabetes Mellitus
Stroke (TIA/TE) N
Vascular Disease!?)
Age 65-74 Years

Sex (female)
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a. Prior myocardial infarction, peripheral artery disease, aortic plagque.
LV = left ventricular; TE = thromboembolism; TIA = transient ischemic attack




Bir hayat kurtarmak icin kag hasta tedavi edilmeli (NNT)?

Farkh CHADS2 ve CHA2DS2-VASc skorlarinda YOAK icin

‘number needed to treat’ (NNT) degerleri

CHADS; skoru
Tedavisiz Varfarin  NNT [}ah:iLgSEgran NNT Rivaroksaban NNT Apiksaban NNT
0 0.20 0.10 1000 0.06 732 0.08 812 0.08 805
1 1.00 0.50 200 0.33 149 0.44 167 0.40 165
2-b 3.01 1.65 74 1.09 52 1.45 60 1.30 59
CHA,DS,-VASc skoru
0 0.07 0.04 3333 0.03 2315 0.04 2665 0.03 2637
1 0.10 0.05 2000 0.03 1464 0.04 1623 0.04 161l
2-9 2.00 1.08 109 0.71 78 0.95 88 0.85 87
Tam 1.00 0.53 213 0.35 154 0.47 174 0.42 172




BIR HASTA KURTARMAK ICIN KAC HASTA TEDAVI
EDILMELI?

CHA2DS2-VASc Skoru 2-9 iken:
Varfarinle 109 hasta,
Dabigatranla 78 hasta,
Rivaroksabanla 88 hasta,
* Apiksabanla 87 hasta tedavi edilmeli.




Non-valviiler AF'de tromboemboliden korunmada ESC 2012 kilavuz onerileri

Non-valviller AF hastalarinda inme riskinin belirlenmesi icin CHA,DS,-VASc

skorunun kullanilmasi onerilmelidir. ! A
Dilsiik risk (CHA,DS,-VASc=0) grubundaki hastalara (65 yas alt, risk faktoril ]
tagimayan kadin hastalar dahil) antikoagiilan tedavi onerilmemektedir.

CHA,DS,-VASc skoru 1 olan hastalarda varfarin (INR:2-3), dabigatran, Iz A
rivaroksaban veya apiksaban distntlebilir.

CHA,DS,-VASc skoru >2 olan hastalarda varfarin (INR:2-3), dabigatran, A

rivaroksaban veya apiksaban onerilmelidir.

OAK tedavi endikasyonu olan hastada terapotik aralikta doz stabilizasyonu
saglanamamasi, yan etki gozlenmesi ya da monitorizasyon zorlugu nedeniyle B
VKA kullamlamiyorsa dabigatran, rivaroksaban veya apiksaban anerilmelidir.




AF ile lliskili Inme ve Sistemik
Tromboembolilerde Klinik
Calismalar
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DABIGATRAN ( RE- LY) dabigatran etelate u

Closing the Circle

Dabigatran Randomize Evaluation of Long Term Anticoagulant Therapy

« AF’li ve artmis inme riski olan hastalarda 2 farkl dabigatran dozu
(110mg/150mg), etkinlik ve gtvenlik agisindan warfarin (INR:2-3) ile
karsilastiriliyor.

Risk of Bleeding With 2 Doses of Dabigatran Compared
With Warfarin in Older and Younger Patients With
Atrial Fibrillation

An Analysis of the Randomized Evaluation of Long-Term Anticoagulant
Therapy (RE-LY) Trial

John W. Eikelboom, MBBS: Lars Wallentin, MD: Swart J. Connolly, MD: Mike Ezekowitz, MD:
Jeff S. Healey, MD; Jonas Oldgren, MD; Sean Yang, BComSc; Marco Alings, MD; Scott Kaatz, DO;
Stefan H. Hohnloser, MD: Hans-Christoph Diener, MD; Maria Grazia Franzosi, PhD: Kurt Huber, MD:
Paul Reilly, MD; Jeanne Varrone, MD; Salim Yusuf, MD




fradaxa)

DABIGATRAN (RE-LY) SONUC BEat

« Calismada 2 yil boyunca 18.113 hasta takip edilmistir.
* Inme/Sistemik emboli orant:

-110mg dabigatran grubu: %1,53/yil

-150mg dabigatran grubu: %1,11/yil

-Warfarin grubu: %1,69/yil

« Warfarinden tstun! ) ! H
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(abigatran etexiate </
DABIGATRAN (RE-LY) SONUC

Closing the Circle

« Major kanama orani:
-110mg dabigatran grubu: %2,71
-150mg dabigatran grubu: %3,11
-Warfarin grubu: %3,36

« Dusuk dozu guvenli, yuksek dozu warfarinle benzer riskli!

s
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(abigatran etexiate u
DABIGATRAN (RE-LY) SONUC j

Closing the Circle

« Intrakranial kanmalar her iki dozda da disuk!

 Yiksek doz dabigatranda warfarine oranla artmis GIS
kanamalari!

« Ml vakalari, warfarin grubunda daha az goruldigunden
koroner hadiselerde daha koruyucu

« Dabigatran gruplarinda dispepsi baskin sikayet




Prada()@
D AB I G AT R AN (abigatran etexnateu

Closing the Circle

« AF hastalarinda inme profilaksisinde pozoloji: 2x150 mg
« Kanama riski yuksek olanlarda (HAS-BLED skoru=3) pozoloji: 2x110
« Siddetli bobrek yetmezliginde kontrendike (CrCl<30 ml/dk)

« Gebelik kategorisi: C
« Ketokonazol, siklosporin, takrolimus ile kullanimi kontrendike.

| HAS-BLED (kanama) Risk Skoru

H Hipertansiyon 1
A Bobrek veya karaciger hastaligi (her biri icinl puan) 1 veya 2
S inme 1
B Kanama oykiisii veya yatkinlik 1
L Labil INR 1
E Yash hasta (yag>65 yil) 1

D ilag veya alkol kullanimi (her biri igin1 puan) 1veya?2




" Xarelto
" rivaroxaban

RIVAROXABAN (ROCKET-AF)

Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared with
Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in
Atrial Fibrillation

* AF’li hastalarda rivaroxaban (20mg) ile warfarinin (INR:2-3) inmeyi
onlemede etkinligi karsilastiriimigtir.

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 8, 2011 VOL 385 NO. 20

Rivaroxaban versus Warfarin in Nonvalvular Atrial Fibrillation

Manesh R. Patel M. D, Kenneth W. Mahaffey, M D, jyotzna Garg, M.S_, Guohua Pan, Ph.D_, Daniel E. Singer, M.D.
Werner Hacke, M D, Ph.D, Ginter Breithardt, M.D_, Jonathan L. Halperin, M D Graeme |. Hankey, M.D.,
Jonathan P. P , M.D_, Richard C_ Backer, M.D, Christopher C. Nessel, M.D_, john F. Pacolini, M.D., Ph.D.,
Scct D. Barkowitz, M I: Keith AA. Fox, M.B, Ch B, Robert M. Califf, MD._,
and the ROCKET AF Steering Committee, for the ROCKET AF| Investigators*




_ »‘ { Xarelto
RIVAROXABAN (ROCKET-AF) SONUC G

« Calismada 590 gun boyunca 14,264 hasta takip edilmistir.
(CHADSZ2 skoru ortalama 3,5 )

« Inme/Sistemik emboli oran:
-Rivaroxaban grubu: %1,7/yil
-Warfarin grubu: %2,2/yil

 Warfarinden ustun!




" Xarelto
* rivaroxaban

RIVAROXABAN (ROCKET-AF) SONUC

« Major kanama oranlari benzer:
-Rivoraxaban grubu: %3,6
-Warfarin grubu: %3,4

« intrakranial kanamalar warfarinden daha az

« GIS kanamalari rivaroksaban grubunda, warfarinden daha sik!




erelto

rivaroxaban

AF hastalarinda inme profilaksisinde pozoloji: 1x20 mg

CrCl <15 ml/dk olan bobrek yetmezlikli hastalarda kontrendike

Gebelik kategorisi: C

Ortopedik cerrahi oncesi DVT profilaksisinde endike

Aktif patolojik kanamalarda kontrendike -



Eliquis.
APIKSABAN (ARISTOTLE) (apixaban) tablets

Apixaban for Reduction in Stroke and Other Thromboembolic
Events in Atrial Fibrillation

« AF’li hastalarda, apixaban (5mg) ile warfarinin (INR:2-3) etkinligi
karsilastiriimistir.

The NEW ENGLAND
JOUENAL o MEDICINE

ESTARLISEED I8 S854L SIFTEMBEERE 15, 20E1 POl il WG EL

Apixaban versus Warfarin in Patients
with Atrial Fibrillation

Christopher B Grangs, M0, john H.Alands; MO, MHS, Join ¥ BcMuray, MO0, Benato D Lopes, MO PhOL,
Bhire b H=k N.D. ML.PH., Widhael Hanma, MO, Huiss=in . Al-Kraldi PR, Jack Ans=l LD, Dae Atz KDL
A bearnd serum, M O P O M C=cliz Aah# B D Rafeel Diae. B0 2l Tworvald Fastnn, W
Juetnf . Easbnawits, B, B.Oh, Greg o 8D Dieeid Garcia, WO, Margarica Gerbces: Bl
Ell:r'lrlJ_I.': craf, MUDH S:rr«.—_ri:.'l'::.:fl'.ﬂ'l O, FhD. Shinya Gote, .0, Ankonio G- Hormeosillk, BL.D
Siefan H. Hohnloser, D-__-\.ll' Hiowice, WDk, Puneel Mohan, MO, PhoD., Peir ey, B0, Basils. Leswis, W.O,
Jese Leis Loper-Sepdon, B0, Prem Fas, M0, Aloamder Farkhomendkn, @0, Freel WA Serbeugt, MUD, FhD,
Jun Zhu, M.D., and Lars Walentin, M3, PO, kborthe ARISTOTLE Corremiti=es and |mvetipatoes™




Eliquis.
APIKSABAN (ARISTOTLE) SONUC (apixaban tablets

e CHADSZ?2 skoru ortalama 2,1 olan, 18.201 hasta
degerlendirilmistir.

* Inme/Sistemik emboli orant:
-Apiksaban grubu: %1,27/yil
-Warfarin grubu: %1,6/yil

 Warfarinden ustun!




Eliquis.
APIKSABAN (ARISTOTLE) SONUC (apixaban tablets

« Major kanama orani:
-Apiksaban grubu: %2,13/yil
-Warfarin grubu: %3,09/yil

- |Intrakranial kanama oraninda da apiksaban daha Ustiin!

-




Eligquis.
(@pixaban)tablets

AF hastalarinda inme profilaksisinde pozoloji: 2x5 mg
>80yas, <60kg, serum Cre>1,5mg/dl olanlarda pozoloji: 2x2,5 mg
Ortopedik cerrahi oncesi DVT profilaksisinde 2x2,5 mg

DVT ve pulmoner emboli tedavisinde ise 2x10 mg (7gun), idame
olarak 2x5 mg

*i( ,;g ?



Savaysa. )

EDOKSABAN (ENGAGE AF-TIMI 48) B .

Edoxaban once Daily to Prevent Stroke or Systemic Embolism

* AF hastalarinda edoksaban (30mg/60mg) ve warfarin (INR:2-3)
karsilastiriimasi yapilmigtir.

Br HES LMGLAND MODTRNAL off MEDICIMNE

|| CFRIGTHAL ALTICILE ||

Edoxaban versus Warfarin in Patients
with Artrial Fibrillatrion

Fabert P Siuphana, B0, Chectizn T Buff 0O, M. P M., Cugsns Bousssald, BB

Sebinaf. Blurphe, P, Ctapvon DL Wikicts, BLC, loaatuan L. Halperie, B.D,

A L Waldo, w0, Michas] . Ezskowice, MD_, O Phil, __h-|'|'.=_|- L. Weins, WDk,
Jmdrich Spnar, M, Witold Buzplls, 91 .0 Mikhal Buda, U,

Tukhirc Kometsumes, M. D, loshua Betcher, Ph D, Minggao Shi, Ph.D_,

lawra T. Grip A& B. Shirali P. Pat=l. B 5. mndrawadan Pat=l RO

Jarme= | I-I:.r\.:.nl-: Pharm 0, Michels blsrcar MO, mrd Bl B Snterran, MO

for-the CMSASCE AF- T 48 lrevertgatoms




Savaysa )

Calisma cok merkezli olup, calismaya CHADS2 skoru dusuk
olmayan 21,105 hasta dahil edilmistir.

Inme/Sistemik embolide, edoksabanin her iki dozu da
warfarinden ustun!

Major kanamalarda, her iki doz warfarinden ustin!

Koroner sendromlardan koruma oraninda da warfarinden ustun!



Savaysa. )

(edoxaban) tablets &=

EDOKSABAN (ENGAGE AF-TIMI 48)

* AF hastalarinda inme profilaksisinde pozoloji: 1x60 mg
« |skemik inme riski nedeniyle CrCl >95 ml/dk olanlarda kontrendike

* <60kg, CrCl: 15-50 ml/dk olanlarda pozoloji: 1x30 mg

4




ANTITROMBOSITER ILACLAR
(ANTIAGREGAN,ANTIPLATELET)

» Klopidogrel
 Prasugrel (TRiTON-TII\/II 38) Eﬁlj@g@gmm!

,,,,,,,,,,

» Tikagrelor (PLATO) =L

-.~:::-‘:~ e
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tficagrelor

amemecs




ANTITROMBOSITER ILACLAR
(ANTIAGREGAN,ANTIPLATELET)

Akut koroner sendromda:
« |kili antitrombositer tedavi

Akut koroner sendromda:
« Tikagrelor ve prasugrel ESC ve AHA klavuzlarina girmigtir.




ANTITROMBOSITER ILACLAR
(ANTIAGREGAN,ANTIPLATELET)

AKS’de:

kili antitrombositer tedavi: 150-300mg ASA + P2Y12 reseptor
antagonisti

Klopidogrel!
« Etki geg, yararlinim sinirli

« CURRENT-OASIS 7 calismasinda, yuksek yukleme dozu ile
(300 mg yerine 600 mg, idame 150 mg) kanama riskini
belirgin olarak arttirmadan, antitrombotik etkinin arttirildigi ve
antiagregan etkinin ge¢ baslamasinin kismen engellendigi
gorulmus.




ANTITROMBOSITER ILACLAR
(ANTIAGREGAN,ANTIPLATELET)

TRITON-TIMI 38

Akut koroner sendrom ve planlanmis PKG'de olan 13,608 kisi
ASA + Prasugrel 60mg/10mg
ASA + Klopidogrel 300mg/75mg

<75yas, 260kg, inme/TIA dykiisii olmayan hastalarda
prasugrel %8,3 (klopidogrel %11) ile primer sonlanim
noktasinda %26 azalma ile daha iyi (daha etkin, daha potent)

Prasugrel kanamada artisa neden olmadan klinik olaylari
onlemekte



TRITON-TIMI 38

Prasugrel igin:

- Stroke ve TIA 6ykUsii olan hastalarda kontrendike

e 275 yas igin onerilmiyor

« <60 kg onerilmiyor

« Koroner anatomi bilinmiyorsa onerilmiyor (kanama acisindan)

=2 <1




Tikagrelor igin:

PLATO calismasinda 18.624 hasta

Klopidogrelle karsilastirildiginda iskemik sonlanim acgisindan
daha Ustun

intrakranial kanama riskleri benzer

Yan etki: Dispne, hiperurisemi, ventrikuler duraklama ve
bradikardi

The N EW ENGLAND
JOURNAL o6« MEDICINE

SEFTEMESS 10, J00S —

Ticagrelor versus Clopidogrel in Patients with Acure
Coronary Syndromes

B Jorman. VT2 Py D shages Camren, MDD Kt W Aasw P, 08 T e M Sy A8 D
D e CabraiSieg M. Rnbart & Shevep 04 M, e Dobart £ Fharsreggte,
[ T T T ——



- NSTEM/i’li AKS’de:
ASA: 150-300 mg/1x75-100 mg
+

Prasugrel: 60 mg/1x10 mg
VEYA
Tikagrelor: 180 mg/2x90 mg

*Prasugrel veya Ticagrelor yok ya da kontrendike ise
Klopidogrel 600 mg (300 degil!), 1x75 mg



ANTITROMBOSITER ILACLAR
(ANTIAGREGAN,ANTIPLATELET)

STEMI’'DE:

- [kili antitrombositer ilag: 150-300mg ASA + P2Y12 reseptdr
antagonisti

« Anjiografi oncesi kisa surede verilmeli
« |lIk 2 saatte primer PCI, yoksa fibrinolitik




AHA 2013 KLAVUZU

Circulation e

[ i e v s i e | Association.

2013 ACCF/AHA Guideline for the Mmuut of ST-Elevation Myocardial Infarction :
A Report of the American College of ology Foundation/American Heart Association
Task Force on Practice Guidelines
WRITING COMMITTEE MEMBERS*, Putrick T. O'Gara, Frederick G. Kushner, Deborah D.
Ascheim, Donald E. Casey, Jr, Mina K. Chung, James A. de Lemos, Steven M. Ettinger, James
C. Fang, Francis M, Fesmire, Barry A, Franklin, Christopher B, Granger, Harlan M. Krumholz,
Jane A, Linderbaum, David A. Morrow, L, Kristin Newby, Joseph P. Omato, Nurith Ou, Martha
J. Rudford, Jacqueline E. Tlmnlﬂolh:\ndd%u‘ldt;’w Cynthia M. Tracy, Y. Joseph Woo
uvid X.

Circulation. 2013;127:¢362-¢425; ori published online December 17,2012,
doi: 10.1161/CIR 0b013¢3182742cf6
Circulation is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231

Copyright © 2012 American Heart Assaciation, Inc. All rights reserved.
Print ISSN: 0009-7322. Online ISSN: 1524-4539



AHA 2013 KLAVUZU

COR LOE

Antiplatelet therapy
Aspirin
® 162- to 325-mq load before procedure
s £1- to 325-mg daily maintenance dose (indefinite)*
* £1 mg daily is the preferred maintenance dose®
P2Y , inhibitors
Loading doses
» Clopidogrel: 600 mg &5 early a5 possible or at time of FCI
® Prasugrak 60 mimﬂm possible or at fime af PCI

* Ticagrelor: 180 myg as early as possible or at fime of PCI

Maintenance doses and duration of therapy
DES placed: Continue therapy for 1 y with:
e Clopidogrel: 75 mg daily

. wml:‘lﬂmadajﬂ
¢ Ticagrelor: 90 mag twice a day®

BMSt placed: Continue therapy for 1 y with:

Clopidogrel: 75 myg daily

Prasugrak 10 mg m‘g

Ticagralor: 90 mg twice a day™

DES placed:

Clopidogrel, prasugre, or ficagrelor* confinued beyond 1 ¥
Patiznts with STEMI with prior stroke or TIA: prasugre

I )
i I



ESC 2014 STEMI KLAVUZU

Recommendations for antithrombotic treatment in patients with STEMI undergoing primary PCI

Recommendations Class® | Level’
Antiplatelet therapy

ASA i recommended for all patients without contraindications at an initial oral loading dose of 150-300 mg
(or B0-150 mg i.v.) and at a malntenance dose of 75100 mg dally long-term regardless of treatment strategy.

APLY , inhibitor is recommended in addition to ASA and maintained over 12 manths unless there are
contraindications such 25 excessive risk of bleeding, Options are:

* Prasugrel (60 mg loading dose, |0 mg daily dose) if no contraindication

+ Ticagrelor (1B0 mg laading dose, 90 mg twice daily) if no contraindicatian

* Clopidogrel (600 mg loading dose, 75 mg dally dose), only when prasugrel or ticagrelor are not avallable or are

It Is recommended to give P2Y , Inhibitors at the time of first medical contact.
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2016 ACC/AHA KLAVUZU \@i‘\“

American College of Cardiology Foundation and American Heart
Association

PKG ile tedavi edilen AKS hastalarinda P2Y12 tedavisi en az 12
ay verilmeli (class 1)

NSTMI ve STEMI hastalarda, koroner stent implantasyonu
sonrasinda IATT ile tedavi edien hastalarda ve bu hastalarda
sadece medikal tedavide, klopidogrel yerine tikagrelor

NSTMIE ve STEMI koroner stent implantasyonu yapildiktan sonra
IATT ile tedavi edilen hastalarda, yiiksek kanama riski ve
Inme/TIA 8ykUsii yoksa, klopidogrel yerine prasugrel






